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Editorial

Parvo: Canine Enemy No. 1

Mohsin Masud Jan
Editor

Today, we’ll digress from our usual routine of topics
and exit the human world to delve into the world of
man’s best friend. Records show that dogs are the first
ever domesticated animals. And over these thousands of
years of human canine partnership, seldom has there
been an occasion when dogs have been needed to be
protected by humans, but alas, along came Parvovirus.

Now, a little background, what exactly is Parvo?
Canine parvovirus type 2 (CPV2, colloquially parvo) is
a contagious virus mainly affecting dogs, and is thought
to originate in cats. The current consensus is that the
feline panleukopenia mutated into CPV2. Parvo is
highly contagious and is spread from dog to dog by
direct or indirect contact with their feces. Vaccines can
prevent this infection, but mortality can reach 91% in
untreated cases. Treatment often involves veterinary
hospitalization. Canine parvovirus may infect other
mammals; however, it does not infect humans. The
major symptoms associated with the intestinal form of a
canine parvovirus infection include severe, bloody

diarrhea, lethargy, anorexia, fever, vomiting, and severe @®

weight loss. The intestinal form of CPV affects the

given as early as possible if CPV is suspected in order
to begin early treatment and increase survival rate if the
disease is found. Treatment ideally also consists of
crystalloid IV fluids and/or colloids (e.g., Hetastarch),
antinausea injections (antiemetics) such as maropitant,
metoclopramide,  dolasetron,  ondansetron  and
prochlorperazine, and broad-spectrum antibiotic
injections such as cefazolin/enrofloxacin,
ampicillin/enrofloxacin, metronidazole, timentin, or
enrofloxacin.® 1V fluids are administered and anti
nausea and antibiotic injections are given
subcutaneously, intramuscularly, or intravenously. The
fluids are typically a gniX\ of a sterile, balanced
electrolyte solution, propriate amount of B-
complex vitamins, se ghd potassium chloride.

Analgesic medj€a n be used to counteract the
intestin o%

callsed by frequent bouts of

diarrhe® however, the use of opioid analgesics can
result i cogdary ileus and decreased motility. In
addgion to fluids given to achieve adequate

reQydration, each time the puppy vomits or has diarrhea
gnificant quantity, an equal amount of fluid is

body's ability to absorb nutrients, and an affectw@inistered intravenously. The fluid requirements of a

animal will quickly become dehydrated and weak f&g
lack of protein and fluid absorption. The wet i
the mouth and eyes may become noticeahly e
heart may beat too rapidly. On abdomin&
the dog may respond with pain or discgfort™®ogs that
have contracted CPV may alsg low body
temperature (hypothermia), er@ fever.

The timely diagnosis make all the
difference between li
is made by the methods: physical
examination, biochemical”" tests, urine analysis,
abdominal radiographs, and abdominal ultrasounds. A
chemical blood profile and a complete blood cell count
will also be performed. Low white blood cell levels are
indicative of CPV infection, especially in association
with bloody stools. Biochemical and urine analysis may
reveal elevated liver enzymes, lymphopenia, and
electrolyte imbalances. Abdominal radiograph imaging
may show intestinal obstruction, while an abdominal
ultrasound may reveal enlarged lymph nodes in the
groin, or throughout the body, and fluid-filled intestinal
segments.

Treatment usually involves extensive hospitalization,

due to the severe dehydration and damage to the
intestines and bone marrow. A CPV test should be

atient are determined by the animal's body weight,
weight changes over time, degree of dehydration at
presentation and surface area.

Once the dog can keep fluids down, the 1V fluids are
gradually discontinued, and very bland food slowly
introduced. Oral antibiotics are administered for a
number of days depending on the white blood cell
count and the patient's ability to fight off secondary
infection. A puppy with minimal symptoms can recover
in 2 or 3 days if the IV fluids are begun as soon as
symptoms are noticed and the CPV test confirms the
diagnosis. If more severe, depending on treatment,
puppies can remain ill from 5 days up to 2 weeks.
However, even with hospitalization and all forms of
extensive treatment, there is no guarantee that the dog
will be cured and will survive. Now, in Pakistan, Parvo
is highly endemic, widely spread, and is responsible for
the deaths of hundreds of pups all over the country no
matter how well kept and bred they may be. Hence, in
case you're getting a pup, prevention is the best
treatment, you can afford. Generally once the pup
crosses the age of 6 months, the incidence of parvo
decreases drastically. So for the first few months, keep
your furry little best friends isolated from other dogs
until, at the very least, all his vaccinations are complete.
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orignal Articlel - Santine] Lymph Node Biopsy in [ meh o Biopsy

Early Breast Carcinoma

Ambreen Munir, Farzana Bibi, Shiraz Shaikh, Zameer Hussain Laghari, Muhammad
Rafique Pathan and Sohail Ahmed Memon

ABSTRACT

Objective: The objective of this study is to determine the success rate of sentinel node dissection and sensitivity of
sentinel node to determine the presence of axillary node metastasis in women with clinically node negative breast
cancer.

Study Design: Observational / descriptive study.

Place and Duration of Study: This study was conducted at the Department of Surgery, Liaquat University Hospital
Jamshoro from January 2014 to December 2014.

Materials and Methods: Thirty (30) female patients admitted with biopsy proven early breast carcinoma with
clinically negative axillary lymph nodes were prospectively enrolled in the study. All patients underwent complete
general and local physical examination. All routine and specific investigations were carried out and after obtaining
informed consent, patients were prepared for surgery. A proforma was filled-in includiyg clinical data and all the
data was analyzed on SPSS 16.0.

Results: Thirty female patients with mean age of 45.8 + 1.10 and 60% patients
was found in the study. The family history of breast carcinoma was found p0
women having history of oral contraceptives. The left breast was mor fre
cases. Majority of the patients (93.4%) underwent mastectomy. In 58744% Ofghefase
were detected. In postoperative histopathology, invasive ductal c
grade 11 was in 56.7% of the patients.

Conclusion: The sentinel node notion in breast cancer has fen broadly validated & is the standard care for

paif\ with lump in the breast
in W% of cases while 26%
olved and found in 76.6% of
, 3 to 4 sentinel lymph nodes
inoma Wwas found in 46.6% of the cases with

lymphatic staging in early breast carcinoma. °
Key Words: Breast carcinoma, Sentinel node, Mastectom

xPathan MR, Memon SA. Sentinel Lymph Node
8(8):2-5.

Citation of article: Munir A, Bibi F, Shaikh S, L
Biopsy in Early Breast Carcinoma. Med Forum
As breast cancer ration has increased in Malta, with

INTRODUCTION _ sl o
highest ranking in Europe at 34.4/100,000 million™,

Over the past 10 years, armpit Iymp&E was staging procedures with less difficulties were being
generally acknowledged as the most sgeCificWeedictive  specified. The SLNB was commenced in May 2009.
device accessible in accessing argagi | status &  With the notion of the organized chain of lymph node
henceforth breast malignanghg sta . In account of  metastasis, which involve one or few lymph nodes
breast cancer treatment, ment h node biopsy  (sentinel node/s, (SN/s)) primarily approached by
(SLNB) is proved t s MNyasive loom*™®. The  metastasizing cells from tumour dessimination'***. To
adverse effects concern®withpALND are associated  reduce morbidity, all SNs must be surgically cropped
with extensive complicefis i.e. post surgical while SLNB to stage the cancer. Presence of more than
lymphedema,  seroma “formation,  neuropathy, 1 sentinel node is considered as milieu of breast cancer
paresthesia, chronic shoulder pain, joint distraction, as it could give rise to multiple lymphatic channels
weakness & immobility**®®. That’s why SLNB is  from existing lesion**". In 75% to 95% of cases, the
preferred in females with breast cancer needing full lymphatic drainage of the breast (SN) is restricted to the
dissection®, for better quality of life & less hospital ipsilateral axilla, even though disparity in the lymphatic
time. Though SLNB method have side effects, but with  flow is present'*%2,

fewer risks as compared to ALND™***, The purpose of my study is to determine the importance

of sentinel lymph node biopsy in early carcinoma of

Department of Surgery, LUMHS, Jamshoro breast at Liaquat University Hospital Jamshoro.

Correspondence: Dr. Ambreen Munir, Associate Professor of MATERIALS AND METHODS

Surgery, LUMHS, Jamshoro.
Contact No: 0333-2716337

Email: ambreen. munir@lumhs.edu.pk This study was carried out in Department of Surgery of

Liaquat University Hospital Jamshoro. All patients with

Received: January 13, 2017;  Accepted: February 17, 2017 Uf‘if003| biOPS)_’ proven C_a_rcinomg of breast < 5¢cm in
diameter, clinically positive axillary lymph nodes,
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multifocal tumours of breast, any previous axillary or
breast surgery, neoadjuvant therapy, pregnancy and
inflammatory carcinoma were excluded from the study.
After ethical committee approval, informed written
consent after explaining the patient about the procedure,
thirty female patients were included in the study. All
patients underwent complete general and local physical
examination. All routine and specific investigations
were carried out, patients were prepared for surgery. A
proforma was filled-in including clinical data and all
the data was analyzed on SPSS 21.0.

RESULTS

Total 30 patients were included in the study, mean age
of 45.8 + 1.10, in these women, age of menarche was
12.8 £ 1.37 and age of menopause in our series was
detected with mean 48.12 + 3.07 years, while lactation
period was noted as 14.4 + 10.6. (Table: 1). According
to the complaints, most patients (60%) having pain with
lump, while 40% only presented with lump. (Table: 2).
In the 20% of the patients, family history found to be
positive for breast carcinoma while in 26% history of
contraceptive pills was found positive.

According to the site, left breast involvement was found
in the 76.6% of the women, right breast involvement
was noted in 23.4% of the cases. Mostly tumours were
found in the upper quadrant of the breast with the
percentage of 73.4%, lower quadrant were found with ¢
tumour 20% and only 6.6% women having tumour in
the region of the breast (Table: 3).

Table No. 1: Age distribution of the patients nz

Age Mean
Age of Women (years) 4
Age of Menarche (years)
Age of Menopause (years)

Lactation Period (months)

Table No. 2: Presentingaco
n=30

f the patients

Frequency (%)
18 (60.0%)
12 (40.0%)

Table No. 3: Assessment of the breast n=30

Lump without pai

History Frequency (%)
Breast Involved
Left 23 (76.6%)
Right 07 (23.4%)
Tumour Site
Upper quadrant 22 (73.4%)
Lower quadrant 06 (20%)
Central region 02 (6.6%)
Tumour Size
Index=AP+T(Mean * SD) 11.32+54

Table No. 4: Operative analysis of the cases n=30

Operative analysis Frequency (%)
Injecting Site
Intradermally 19 (63.3%)
Peritumoural 11 (36.7%)
Type of Surgery
Breast Conservative 02 (6.6%)
Mastectomy 28 (93.4%)
Number of SLN detected
1-2 12 (40%)
3-4 16 (53.4%)
<4 02 (6.6%)
Berg’s Level of SLN
Level | 30 (100%)
Level Il 00
Analytic Method of SLN
Methylene blue 30 (100%)
Other | 00
Table No. 5: Histo 0 al findings of tumour
n=30
Frequency (%)
situ 01 (3.3%)
Ductgl carcinoma 03 (9.9%)
Invas uctal cell carcinoma 01 (3.3%)
Infilt g ductal carcinoma 07 (23.3%)
vasive ductal carcinoma 14 (46.6%)
vasive lobular carcinoma 04 (13.3%)
N Total 30 (100%)

able No. 6: Grading of the tumor and ER-PR score
n=30

History Frequency (%)

Grading of the tumour
| 13 (43.3%)
1 07 (56.7%)

Score
ER Score 5.6+3.06
PR Score 3.4+3.02

Table No. 7: Complications of SLNB n=30

Complications Frequency (%)
Allergic reaction 00
Pain or discomfort 04(13.3%)
Fluid collection 00
Skin discoloration 01 (3.3%)
Infection 02 (6.6%)
Bleeding 02 (6.6%)
Necrosis 01 (3.3%)
Abscess formation 02 (6.6%)

Out of Thirty, Nineteen (63.3%) cases were selected for
intradermally injecting site while Eleven (36.7%) were
selected for peritumoural injection (Table: 4).
Majority of the cases 93.4% were underwent
mastectomy and only 6.6% women were underwent
breast conservative surgery. In the majority of the cases
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53.4%, 3 to 4 SLN were detected, 1 to 2 were detected
in the 40% of the cases while 6.6% of the cases were
found with more than 4 SLN detected. According to the
Berg’s level of SLN, completely patients were found
with level I (Table: 4).

According to the histopathology of the removal tumour,
invasive ductal carcinoma was found in 36.6% of the
cases, second most common variety was infiltrating
ductal carcinoma which accounts for 20% of the cases
(Table: 5). In the grading of tumour, grade Il was most
common and accounts for 56.7% while 43.3% tumours
found in grade I. Total ER score was found as (Mean +
SD) 5.6 + 3.06. and total PR score was noted as (Mean
+ SD) 3.4 + 3.02 (Table: 6).

The complications of SLNB was described in table: 7.

DISCUSSION

The world’s most widespread female’s cancer
accounting for almost 1/4™ of all cancers is the breast
cancer ¥ 2. females of all races, ethnicities &
geographic areas are affected. nonetheless, ethnicity &
area based disparities in breast cancer pathology is an
well-known trait**. The frequency, clinical
appearance & endurance rates differ in dissimilar
geographic areas, races & ethnicities®. In developed
countries there is higher occurrence & decreased
mortality rates have been reported. 45% of all cases &
55% of all mortalities are occurring in the poor &
average income countries.

contraceptives for four years or more before first time
parity. There is contrary alliance was renowned among
oral contraceptive & breast cancer®. In our study, 26%
of women were found with the history of use of
contraceptive pills. In finding of another study from
Pakistan stated that oral contraceptive utilization is
radically related with breast cancer®.
In the study of Hajrah Doutani et al®, reported that
right breast in 44.8% of cases, the left breast in 47%
and bilateral involvement in 8% of cases with breast
cancer. In our study, according to the site, left breast
involvement was found in the 76.6% of the women,,
right breast involvement was noted in 23.4% of cases.
Mostly tumors were found in the upper quadrant of the
breast with the percentage of 73.4%, lower quadrant
were found in 20% and only 6.6% women having
tumour in the central region of the breast.
In the study of Hajrah Doutani et al* suggested the
histomorphological types seen among 272 breast cancer
patients indicated that theye Were 212 cases (78%) with
histology of invasive carcinoma which was
( n type. According to
ductal carcinoma with

nonspecifi fea he commonest type, found in
38 patighits (8A§ imilarly in the present study
histopagology e removal tumour, invasive ductal
i wasffound most common and accounts for

omen, second most common variety is
i ating ductal carcinoma and was found in 20%.

|35

The mean age of 47412 years in the patients with breast CLUSION

cancer reported by Khokhar S, et al®. In our series

mean age was found as 45.8+1.10. Mean age has b e sentinel node notion in breast cancer has been
t broadly validated. It is the standard care for lymphatic

accounted as 48 years by Malik, et al*’, and Sh

al® also reported as findings. w

Nulliparity augment lifetime occurrenge bregst

cancer. As compared to meta—analysi% rdic
k regnant

countries, It was related to 30% raise
females have 2/3 folds less likeli mounting
breast cancer. with every c ity, there is

sec
7% decrease risk is renowged. less chances of
; cu rlier than 30 years

y, ij was illustrated that in

cancers when child pa
of age®. In a Pakista

women who had no issu 6%) breast cancer was
common, & (9.37%2 in w8men who deliver infants
after 30 years of age.™. In this study, majority (60%) of
tumours were found in the women with low parity.

In One third of the population, familial breast cancer
cases are due to BRCA-1 gene mutation on
chromosome number 17. In 4-47.3% positive familial
record of breast tumors were instituted in Pakistan.”’.
there is 2/4 fold increased risk of cancer in females
having first degree relative (mother, daughter/sister)
with breast cancer®?. Risk of cancer dramatically
amplified If family member developed cancer before 50
years of age®. Positive familial history was found in
25% of our population. Similarly in this study, family
history was found in the 20% of the patients.

There is increased risk of BRCA-1 mutation carriers
with the use of oral contraceptives.* premenopausal
breast cancer is noted in young ladies who utilize oral

staging of breast & facilitates accurate, less invasive
lymphatic staging in avoiding the morbidity of regular
lymph node dissection for node negative breast cancer
females.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Urine Protein-
Creatinine Ratio
in Pre-Eclapmsia

orignal Articlel - Iyjagnostic Accuracy of Spot Urine

Protein-Creatinine Ratio in Women

with Pre-Eclapmsia
Nusrat Nisar, Naheed Akhtar and Saira Dars

ABSTRACT

Objective: To determine the diagnostic accuracy of spot urine protein-creatinine ratio in women with pre-eclampsia
as compared with 24-hr urine protein excretion.

Study Design: Descriptive / cross-sectional study

Place and Duration of Study: This study was conducted at Obstetrics and Gynecology Department of Liaquat
University Hospital, Hyderabad for duration of one year from February 20, 2015 to February 19, 2016.

Materials and Methods: Subjects for this study were collected by using non-probability consecutive sampling
techniqgue Women of all parity having systolic blood pressure (SBP) >140 mmHg or a diastolic BP (DBP) >90
mmHg were included for this study. Women with medical disorders like renal disease, diabetes mellitus, were

excluded.

Information regarding demographic data, medical history, obstetrical history, genegal
ultrasonography were recorded. A spot mid-stream urine sample was obtained from

27.08+5.84 years. The meantSD systolic blood pressure of the s
mean+SD diastolic blood pressure of the subjects was 104.70+12.
with 1+. The results of 24-hours urine collection showed that 158
while urine protein-creatinine ratio revealed that 358 (88.6%) subjects
Conclusion: The present study indicates that for the ;Iini@
satisfactory and reliable substitute for determination of pro

in&iadpan in a 24 hour urine collection.
ine 0; 24h urine collection; sensitivity; specificity;

oftic Accuracy of Spot Urine Protein-Creatinine Ratio in
:6-10.

Key Words: Preeclampsia; proteinuria; protein-creatj

diagnostic accuracy
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INTRODUCTION %
Hypertension complicatingg, pr n along with
hemorrhage and infection,aregn he deadly triad
that contributes to the/major rtion of maternal
death and disability." idn in pregnancy with
proteinuria is known as p mpsia® The worldwide
incidence of pre-eclampsia i10%" and it is responsible
for 15% of all direct maternal deaths®.

In Pakistan the reported rate of maternal death due to
pre-eclampsia and eclampsia is about 11.7%°.
Preeclampsia is diagnosed when woman is having

raised blood pressure of 140/90 or higher after 20-
weeks of gestation along with proteinuria.”® Proteinuria
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hysical examination and

patient afterthat 24-hour

d trgated for pre-eclampsia.

for Yata analysis.

8g0£SD age of the subjects was
> .68+19.59 mmHg, whereas the

mmHgj)on dipstick test 140 (34.7%) presented

.19%) subjects were negative for proteinuria

e positive for preeclampsia

pyrposes, spot urine protein-creatinine ratio is a

is a significant component of pre-eclampsia and defined
as 300-mg or more excretion of protein per 24-hrs”.
When proteinuria is overt and persistent, then the risk
of maternal and fetal morbidities increases. Hence the
quick and error free detection and measurement of
proteinuria is essential for the management and
prevention of complication in pregnant women with
preeclampsia. In pregnancy protein measurement in the
24-hour urine sample is used as a traditional standard
method™® But recent studies suggested that this Gold
standard method is inconvenient and costly besides this
it can delay the clinical diagnosis and may prolong the
hospital stay'’. Therefore an alternative method has
been considered that is protein-creatinine ratio'?. The
correlation between spot protein-creatinine ratio and
24-hour urine protein excretion has been reported
significant with p-value up to 0.001%,

The protein-creatinine ratio in a single urine specimen
has been used for rapid and accurate detection of
proteinuria.™

It avoids collection error and gives physiologically
more relevant information. Hence, there is a need to
evaluate these tests which can be used to overcoming
the limitations of routinely performed tests™.
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Lot of data is available from western part of world
where patients may have different genetics and
available diagnostic resources are very much advanced.
Very scare data is available from low resource countries
like Pakistan The purpose of is to determine the
diagnostic accuracy of spot urine protein-creatinine
ratio, as compared to conventional 24-hr urine protein
excretion. The results of this study may aid in saving
resources and time.

MATERIALS AND METHODS

This was a descriptive cross-sectional study. This study
was carried out at Obstetrics and Gynecology
Department of Liaquat University Hospital, Hyderabad.
The duration of this study was one year from February
20, 2015 to February 19, 2016.

Sampling Technique: Subjects for this study were
collected by wusing non-probability consecutive
sampling technique.

Sample Size: Sample size was calculated by taking the
P=10% and d=7%, with 95% confidence interval, spot
urine  protein-creatinine  sensitivity  92%'*  and
specificity 88%%. Thus, the sample size calculated was
404 cases of pregnant hypertensive Patients.

Inclusion Criteria: Women of all parity with more
than 20-weeks gestation according to dating
ultrasonograph presenting with systolic blood pressure
(SBP) >140 mmHg or a diastolic BP (DBP) >90 mmHg

were calculated for continuous data like age, parity,
systolic blood pressure, diastolic blood pressure, 24-hr
urinary protein excretion.

The diagnostic accuracy of the spot urine protein-
creatinine ratio was obtained by sensitivity, specificity,
PPV and NPV calculated by their respective standard
formulae by using 2x2 table; taking 24-hr urinary
protein excretion >300-g as gold standard for
comparison. SPSS version 16.0 was used for data
analysis. All results are presented in the form of
frequency distribution tables.

RESULTS

Total 404 pregnant hypertensive patients were included
in this study. The demographic details of the patients
were given in table 1 The mean+SD age of the women
was 27.08+5.84 years and range was from 16-years to
40 years. 86 (21.29%) womén in age group of up to 20
years, 223 (55.2%) and 3.51%) women were age
group of 21-30 years 34 years respectively.
Twenty-three  (5.0§ paggnts presented  with
gestational age ;

gestatio eeks, while 61 (15.1%) and
287 (7H04%) w, resented at 31-35 weeks and >35-
weeks gestagional age respectively. The mean+SD

gestation of the subjects was 36.26+4.59 weeks.
A 404 patients 84 (20.8%) were primiparous, 221
(

7% were multiparous and 99 (24.5%) were grand-
were selected for this study. N arous
Exclusion Criteria: Women presenting with ruptur jority 248(61.4%) of the patients belongs to rural

collection period were excluded from the
Women with urinary tract infection
associated medical disorders like renal digag@se, Wiabetes

membranes and those who delivered during @

mellitus, women who had bed-rest longesth -hours
at presentation were not included.

Data Collection: An inforrped e as obtained
from women who fulfil i gn criteria. All
information regarding/degog Ic data, medical
history,  obstetrical j#10 general  physical

examination and ultrasono were recorded. A spot
mid-stream urine sample ¥as obtained from every
subject and protein creatinine ratio of 0.20 was set as
cut off point, immediately after which 24-hour urine
collection was started i.e. from 08:00 a.m. to 08:00 a.m.
next morning. Total protein concentration was
measured by biuret colorimeter assay and creatinine
level was measured by modified Jaffe test. Protein-
creatinine ratio in urine was obtained by dividing the
urinary protein concentration by urine creatinine
concentration. Subjects having confirmed proteinuria
were considered and treated for pre-eclapmsia. All
information was recorded on a predesigned Proforma.

Data Analysis: Relevant descriptive statistics,
frequencies and percentages were calculated for
quantitative data like presence of hypertension,
proteinuria and parity. Mean with standard deviation

reas. While only 156 (38.6%) patients were from
urban areas. Table 1.

Table No.l: Demographic data (n=404)

Age Group Number Percentage
<20 years 86 21.29
21-30 years 223 55.20
>30 years 95 23.51
Mean+SD age= 27.08+5.84 years
Gestational Age

20-25 weeks 23 5.69
26-30 weeks 33 8.19
31-35 weeks 61 15.1
>35 weeks 287 71.04
Mean+SD gestational age = 36.26+4.59 weeks.
Parity

Primiparous (para 1) 84 20.8
Multiparous (para 2-5) 221 54.7
Granmultiparous 99 24.5
Area of Residence:

Rural 248 61.4
Urban 156 38.6

Data is presented as numbers and percentages

The meanzSD systolic blood pressure of the patients
was 161.68+19.59 mmHg, whereas the meanzSD
diastolic blood pressure was 104.70+12.65 mmHg.
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On the urine dipstick 106 (26.2%) patients presented
with traces of protein urea, 140 (34.7%) presented with
1+ while 94 (23.3%) and 64 (15.8%) presented with 2+

and 3+respectively.

Table No.2: Blood Pressure readings and values of
three methods used for detection of Proteinuria

(n=404)
Blood Presure Mean SD
Systolic Blood 161.68 19.59
Presure (mmHg)
Diastolic 104.70 12.65
BloodPresure
(mmHg)
Dipstick Values
Value Number Percentage

Traces 106 26.2
1+ 140 34.7
2+ 94 23.3
3+ 64 15.8
Preeclampsia according to 24-h urine collection
protein
PROTEINURIA
Negative 158 39.1
Positive 246 60.9
Preeclampsia according to protein-creatinine
ratio

Proteinuria Number Percentage
Negative 46 11.4
Positive 358 88.6

MeanxSD protein-creatinine ratio = 1.23+1.58

Data is presented as numbers and percentage

Table No0.3: Diagnostic accuracy \Q ro
Creatinine ratio (n=404)
24-h Uri
Collectio
TANe False Total
Protein- | Positive 4 8 358
Creatinine | Negativ 40 46
Ratio Total 246 158 404
Sensitivity = TP/(TP+FN) /246 = 0.975

Specificity = TN/(TN+FP) £ 40/158 = 0.253
PPV = TP/(TP+FP) = 240/358 = 0.670
NPV = TN/(TN+FN) = 40/46 = 0.869

The results of 24-hours urine collection showed that
158 (39.1%) women were negative for proteinuria and
246 (60.9%) women were positive for proteinuria i.e.
they presented with >300-mg protein. The mean+SD
protein in 24-hours urine collection was 1447.06+

2045.27-mg.

The results of protein-creatinine ratio showed that 46
(11.4%) women were negative for preeclampsia and
358 (88.6%) women were detected positive for
preeclampsia the mean+SD protein-creatinine ratio was
1.23+1.58. As given in table 2

The Sensitivity, Specificity, Positive Predictive Value
and Negative Predictive Value of protein-creatinine
ratio was 97.5%, 25.3%, 67% and 86.9% respectively,
as detailed in Table 3

DISCUSSION

Pre eclampsia is differentiated from gestational
hypertension by the presence of significant proteinuria.
An accurate and quick detection of proteinuria is
important not only for the management of Preeclampsia
but also for prevention of complications related with the
severity of the disease.

The gold standard for the diagnosis of significant
proteinuria remains the 24-hours urine protein. A 24-hr
collection is need there is high degree of variation in the
urine protein concentration during the course of the
day. Though the method of 24 hours urine collection
was considered as Go tandard but it is time
consuming and can be i te because of incomplete

collection.
methods which can measure

For these reasonsegi

urinary ppa¥in saWples like urinary dipstick and

urine in-créwsirine ‘ratio are proposed and we
it in pjesent study.

Consiste many previous reports—~" the present
st@dicated positive and significant correlation of
e

16,17

u otein-creatinine ratio with 24-hour urine result.
N‘-}( udy conducted by Sethuram et al. they asses the
jadgnostic value of protein creatinine ratio in
reeclmpsia by correlating it to 24hour urinary protein.
There sensitivity was 83% and specificity 92% it is
similar to our study.® Another similar study was
conducted Chandka Medical College Hospital, Larkana.
There results indicated that relationship of random
urine protein creatinine ratio and 24hour urinary protein
excretion is very much significant and positive in mild
to severe proteinuria but it is not significant in massive
proteinuria.”®
a systematic review; done by Cote MA et al, they
reviewed thirteen studies for spot protein creatinine
ratio and albumin creatinine ratio as diagnostic test for
significant proteinuria in women with Hypertension
during pregnancy. The conclusion of that review was
that spot urine protein creatinine ratio is a reasonable
“rule out” test for significant proteinuria of 0.3g/dl or
more in pregnancy®. Similarly Thomas et al conducted
a similar study in pre-eclamptic women. They also
found significant correlation of random spot protein
creatinine ratio with 24hour urinary protein levels.”
The present study indicated that a urine Protein/
Creatinin ratio of 0.20 corresponded with a protein
excretion rate of 300 mg/24 h. these findings were
Consistent with literature. We also detected a strong
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correlation (r = 0.84) between the spot P/C ratio and the
24-hour urine protein similar to literature'®*’. But there
are some reports with conflicting results. The variation
in results could be due to different reasons like the
variation in laboratory methods for detection of
proteinuria, use of different cutoff points and different
units for the urinary P/C ratio®.
In one study by Durnwald and Mercer?, the authors
reported a poor correlation between the random urinary
P/C ratio and the 24-hour urine total protein and they
advised against replacing the spot P/C ratio for the 24-
hour urine protein collection. The variation of findings
between their report and ours may be due to the
difference in the study population and the wider
exclusion criteria in our population may explain the
higher positive and negative predictive values.
Furthermore, the patient recruited in their study were
from outpatient Department, who could have
incomplete urine collections, which may be associated
with lower levels of 24-hour urine total protein that
increases the false negative rate®.
Our results indicated that the random urine P/C ratio is
a highly accurate test for differentiating between
insignificant and significant proteinuria. The key
concern regarding clinical use of this test is the false-
negative results, as 8% of patients with preeclampsia
may be missed.
To obtain the optimal cutoff, we suggest that while
increasing specificity one need to maintain a sensitivi
of higher than 90% this will be reducing the possilaglit
of missing the diagnosis of preeclampsia. m
The present study have some limitation we n
Research in the future s focusing on them ion of
clinical outcomes and the cost-effecti he use
of a random urinary P/C rat dlctlon of
S|dered in order

significant proteinuria. In a ugying the test in
an outpatient basis shoul
to apply it in ambula nt of preeclamptic

patient. We suggest t the est be done also in
severely preeclamptic won@, as they tend to excrete
greater amounts of protein, in order to determine a
cutoff value for prediction of the 24-hour urine protein
excretion of greater than 5 g.

CONCLUSION

The present study indicates that this method for
quantification of proteinuria, when properly interpreted,
and validated by laboratory can provide valuable
information regarding diagnosis and severity of the
disease. Hence for the clinical purposes, spot urine
protein-creatinine ratio is a satisfactory and reliable
substitute for determination of proteinuria than in a 24
hour urine collection.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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original Articlel - Naconium Aspiration Syndrome in | Jeoium
Neonates
Neonates
Chetan Das!, Shah Nawaz Sathio® and Shazia Rani?
ABSTRACT

Objective: To determine the frequency of the factors leading to meconium aspiration syndrome in neonates.

Study Design: Descriptive case series study.

Place and Duration of Study: This study was conducted at the Neonatal Unit of the Department of Pediatric
Medicine, Sheikh Zaid Postgraduate Medical Institute Lahore from 02-08-2013 to 2-02-2014

Materials and Methods: A total of 180 patients were selected for this study. After verbal consent for participating
in the study mothers were inquired for factors leading to meconium aspiration syndrome like post maturity and
cesarean section with detailed history including date of last menstrual period and mode of delivery and filled in
predesigned proforma.

Results: There were 101 (56.1%) male and 79 (43.9%) female patients. Neonates delivered with cesarean section
were 73 (40.6%), 85 (47.2%) patients had post maturity and 7 (3.9%) patients had IUGR. There were 13 (7.2%)

patients had pneumothorax and mortality was recorded in 8 (4.4%) patients.

Conclusion: Cesarean section, post maturity and IUGR are important risk fa

meconium aspiration syndrome.

Key Words: Meconium aspiration syndrome, cesarean section, IUGR, post%r
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INTRODUCTION

Meconium aspiration syndrome is an important cause ® h

of respiratory distress in newborn infants. The

complex and involves airway obstruction, surfact

IS, smgquently associated with

in Neonates. Med Forum

Term n who are admitted with diagnosis of

meeenium aspiration syndrome continue to represent a
%k population with significant morbidity and

quire intensive therapies.**

others and obstetricians regarding factors leading to

pathophysiology of meconium aspiration syndrome a& results of this study will bring awareness among

dysfunction and pulmonary inflammation. Me %v meconium aspiration syndrome like avoidance of post
AE

aspiration syndrome can be diagnosed in

born with meconium staining of a '&;de,
develops respiratory distress at or shortl Mh and
has positive radiographic findings.™?

The incidence of meconium stai is more in
prolonged pregnancies i.e/ 9% 40 weeks of
gestational age and 42% gestational age
and the incidence of onium during labor
also increases with gest ge, its reaches up to
30% at 40 weeks and 50% ag2 weeks.’

Several factors are associated with meconium aspiration
syndrome like, cesarean section is associated with
41.8%, intrauterine growth restriction (IUGR) in 6% of
cases. While complications associated with meconium
aspiration syndrome include pneumothorax in 9.6% of
cases and mortality occur in 6.6% of cases.
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maturity by induction of labor at term pregnancy
between 37 and 42 weeks, avoid unnecessary cesarean
section without labor pain or cesarean section on
request of mother at term pregnancy and plan for
normal vaginal delivery and also IUGR was controlled
in form of treating maternal infection and maternal
malnutrition. So, the better outcome will be achieved.

MATERIALS AND METHODS

This descriptive case series studywas carried out in
Neonatal Unit of the Department of Pediatric Medicine,
SheikhZaid Postgraduate Medical Institute Lahore from
02-08-2013 to 2-02-2014.
Sample size of 180 cases is calculated with 95%
confidence level, 3.5% margin of error and taking
expected percentage of IUGR i.e. (factor leading to
meconium aspiration syndrome) i.e. 6% (least among
all) in neonates presenting in a tertiary care hospital and
collected by non-probability consecutive sampling.

Inclusion criteria:

1. Neonates born after completing 37 weeks or
more than 37 weeks of gestation calculated
from date of last menstrual period.

2. Neonates referred to Neonatology Unit
because of meconium aspiration syndrome.
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Exclusion criteria
1. Sick new born with other co morbid conditions like
neonatal sepsis
2. Birth asphyxia.
Data collection procedure: Total number of 180
patients admitted in the Neonatal Unit, Department of
Pediatrics, SheikhZaid Hospital Lahore, fulfilled the
inclusion criteria were included in the study. After
taking informed consent of parents, their biodata
including name, date of birth, sex, address and date of
admission were recorded. There will be no ethical issue
regarding privacy and safety of the patients.
Information regarding factors leading to meconium
aspiration syndrome like post maturity and cesarean
section were obtained by history that was by asking
date of last menstrual period and mode of delivery.
IUGR information was obtained by taking and plotting
weight, length and head circumference of neonates on
percentile chart. Outcome was determined in terms of
development of pneumothorax and mortality in
neonates during hospital stay. Pneumothorax was
diagnosed with hyper lucent shadow that was more dark
shadow with no lung marking on chest x-ray.
Statistical analysis: Data was entered in SPSS version
16 and analyzed. The qualitative variables like gender,
factors leading to meconium aspiration syndrome (i.e.
post maturity, cesarean section and IUGR) and outcome

(pneumothorax and mortality) were presented in the ®

form of frequency and percentages.

RESULTS
There were 101 (56.1%) male and 79 (43.9%

patients (Table 1). The mean weight of the p n

3.0+0.4 kg. There were 7 (3.9%) patientshg t ight
range of up to 2.0 kg, 95 (52.8%) paticpte i eight
range of 2.1-3.0 kg and 78 (43.3%@% in the
weight range of 3.1-4.0 kg.
The mean length of the patj

+2.3cm. There
range of 40-45cm,
range of 46-50cm
and 60 (33.3%) patients e length range of 51-
55cm.The mean head circumterence of the patients was
35.0+0.9 cm. There were 132 (73.3%) patients in the
head circumference range of 31-35cm and 48 (26.7%)
patients in the head circumference range of 36-40cm
(Table 2).
In the distribution of patient's mode of delivery by
cesarean section, there were 73 (40.6%) patients, who
delivered with cesarean section and 107 (59.4%)
patients who were not delivered with cesareans section.
Post maturity was seen in 85 (47.2%) patients while 95
(52.8%) were normal term babies.lUGR affects 7
(3.9%) patients, and 173 (96.1%) patients had not
IUGR. Graph 1 showing all the factors contributing in
meconium aspiration.
Complications of  meconium  aspiration  like
pneumothorax, was present in 13 (7.2%) patients, in

167 (92.8%) patients pneumothorax is not seen.

(Table 3)

Table No.1: Distribution of patients by sex (h=180)

Sex No. of patients Percentage
Male 101 56.1
Female 79 43.9
Total 180 100.0
Table No.2: Demographics of patients(n=180)
Weight (Kg) No. of patients | Mean + SD
Upto 2.0 7 (3.9%) 3.0+0.4
2.1-3.0 95(52.8%)
3.1-4.0 78(43.3%)
Length (cm)
40-45 7(3.9%) 49.2+2.3
46-50 113(62.8%)
51-55 60(33.3%)
Head
circumference ﬂ
31-35 2 (/4.3%) 35.0+0.9
36-40 (2687%)
200
180 —j i
160 - ——
140 I
@7 — W Yes
80 — No
Y | |
40 ——
. !
o | —_—

C/Sec

Post Mat.

IUGR

Graph No.1: Various factor of meconium aspiration

Table No.3: Distribution of patients by
pneumothorax (n=180)
Pneumothorax No. of patients Percentage
Yes 13 7.2
No 167 92.8
Total 180 100.0
DISCUSSION

Meconium aspiration syndrome is a disease of the term
and near-term infant that is associated with
considerable respiratory morbidity. It is characterized
by early onset of respiratory distress in a new born,
with poor lung compliance and hypoxemia clinically
and patchy opacification and hyperinflation on
radiography.®’

At least one third of infants with MAS require
intubation and mechanical ventilation, and newer
neonatal therapies, such as high-frequency ventilation
(HFV), inhaled nitric oxide (iNO), and surfactant
administration are often brought into play.®™*
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In the past few decades, there is decline in the incidence
of MAS in many centers in developed world. The
apparent reduction in the risk of MAS has been
attributed to better obstetric practices, in particular,
avoidance of post maturity and expeditious delivery
where fetal distress has been noted.'?*®

In previous epidemiologic studies, some important risk
factors for the development of MAS have been
identified, either within the general birth population or
among infants born through meconium-stained
amniotic fluid (MSAF). The presence of fetal
compromise, indicated by abnormalities of fetal heart
rate tracings and/or poor Apgar scores, is known to
increase the risk of MSAF and of MAS in the
meconium-stained infant. Cesarean delivery is also
associated with a heightened incidence of MAS. There
is an apparent relationship between maternal ethnicity
and risk of MSAF and the suggestion in several reports
of an increased risk of MAS in black Americans and
Africans and Pacific Islanders. .Advanced gestation has
also been recognized as a risk factor, both for MSA and
for MAS.**°

Therapy for infants with MAS, in particular, those
requiring intubation, is evolving rapidly. There is,
however, a paucity of longitudinal data examining the
proportional uptake of newer therapies in ventilated
infants with MAS. Similarly, whereas it is clear tha
severe MAS is associated with a relatively high risk
pneumothorax and a relatively long duratioreg
respiratory support and oxygen therapy. The
rate is lying between 5% and 37%, wi & d
disparity in published figures being attri |

versus non respiratory) and the s
which the mortality risk is
In this study 40.6%/Anfants
cesarean section. A with the study of
Dargaville and Copneli infants delivered with
cesarean section, which is comparable with our study.
While post maturity was found in 47.2% patients which
is more or less similar with the study of Adhikari et al
post maturity was found in 54% patients.**°

Intrauterine growth restriction (IUGR) which was found
in 3.9% patients while the study of Dargaville and
Copneli observed intrauterine growth restriction in 6%
patients, which is almost comparable with this study.

In this study pneumothorax was found in 7.2% patients.
As compared with the study of Dargaville and Copneli
pneumothorax was found in 9.6% patients, which is
comparable with our study.*

Mortality was found in 4.4% patients compared with
study by Nangia S (4.6%) neonate not intubated. In

e delivered with

another study conducted by Adhikari et almortality was
found in 14% patients. Study by NangiaS 10.34%
deaths in neonate intubated for meconium aspiration
syndrome.!"*?

CONCLUSION

It is concluded from this study that presence of post
maturity, cesarean section and IUGR are important risk
factors for meconium aspiration syndrome. The
pneumothorax (7.2%) and mortality (4.4%) are
outcome variables for meconium aspiration syndrome
during hospital stay. The monitoring of labor was the
most significant factor in the reduction of meconium
aspiration syndrome.

Conflict of Interest: The study has no conflict of
interest to declare by any autgor.
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orignal Articlel - Somparing the Two Treatment | e Treatment

Regimes for Scabies, Topical Permethrin 5% with Oral

Ilvermectin

Aneela Shaheen!, Sibghah Usman?, Ahsanullah M Mirbahar® and Rao Muhammad
Haris Hameed*

ABSTRACT

Objective: Comparing the efficacy of oral ivermectin with topical permethrin in treating scabies.

Study Design: Randomized control trial study.

Place and Duration of Study: This study was conducted at the Department of Dermatology, Nishtar Hospital
Multan from May 2016 to January 2017.

Materials and Methods: One hundred and forty (140) patients were selected for the study. SPSS version 20 was
used to analyze the data. Categorical variables presented as frequencies and percentages and numerical variables
presented as mean * standard deviation.

Results: A total of One hundred and forty 140 (100%) patients of scabies disease included in this study in
which 101 (72.1%) were male and 39 (27.9%) were female. Mean of patients in Apermethrin) was 30.65 +
6.47 and in group B was 29.85 + 6.59. It was observed that in Group A49 (70%) 718§ s wéfe cured and in Group B
aLion, it was observed that cure
was associated with severity of itching for both the groups and not agéociated Nocturnal pruritus.

Conclusion: It was concluded that for 7 days treatment (Permethrin@had betjer outcomes and for 14 days treatment,
Group B (Ivermectin) had better outcomes.

Key Words: Ivermectin per oral, Permethrin, Skin dlsease S

Citation of article: Shaheen A, Usman S, erbahar Qeed RMH. Comparing the Two Treatment

Regimes for Scabies, Topical permethrin 5% with O, I ectin. Med Forum 2017;28(3):15-18.

INTRODUCTION esions of having excoriation with features of urticarial
g papules, eruptions with itching properties alongwith
p

Scabies usually proceed by contagious e crusts. Diagnosis was confirmed either having burrow
infecting on skin, affecting all ages, gen angl social in web spaces, presence of microscopically detected
classes, with higher rate of prevalenc oping eggs and feces. Available regimes of treatment are

i rpogulation and  topical like permethrin, Landin, chrotamotone, Benzyle

@

unsatlsfactory unhyglenlc I'vmg i cilitate its benzoate etc. which having usual drawback off burden
cross spread.”® igknce of Human  to apply its messy characteristic, having smell and®"®
Immune Virus ' involving developed  time taking which lead to non compliance of patient. **°

societies.” 5% Permethrin is most commonly and efficiently used
Clinical diagnosis is mad istory of Itching all over  topical scabicidal agent.*

the body with worsening ¥t condition at night and  Only available scabicidal agent having its limitation
having same pattern of symptoms in persons living  due to cost and high drug resistance. Ivermectin is only
together. Lesions having characteristics of tortuous  oral agent having scabicidal properties available in
burrows which are slightly raised especially in web market. Ivermectin is synthetic macrolid and vermicidal

spaces. usually used in multiple disorders for example filariasis

and onchocerciasis. FDA not yet approved this agent
for the treatment of scabies but still it widely used as a
treatment option for scabies patients, scabies with
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Nishtar Medical College, Multan crusts, patients having scabies in pemphigus disease,

HIV disease and connective tissue disorder. In for
Correspondence: Ahsanullah M. Mirbahar, Research Officer, mention situation it’s quite difficult to use topical
PHRC Research Centre, NishtarMedicalCollege, Multan therapy.® its use is quite convincing for the treatment of
Contact No: 0300-3180513 institutional based scabies epidemics. It is easy to

Email: meerbahar@gmail.com administer with cost effectiveness, minimum drug
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fever, headache muscle pain, palpitations, hypotension,


mailto:meerbahar@gmail.com

Med. Forum, Vol. 28, No. 3

16

March, 2017

vomiting, nausea, pain in abdomen, lymphedinopathy
and itching. It’s advisable not to use in pregnant ladies,
lactating mothers and children weight less than 15 k
and age less than five years. Hyper sensitivity to drug
and nervous disorders are contra-indications.

In a study conducted by Usha and Nair® reported that
efficacy comparable to topical permethrin when a dose
of 200 microgram/ kg used.

MATERIALS AND METHODS

In our clinical trial study, one hundred and forty
patients with age range from 14-53 years, having mean
age of 42 £ 14 with confirmed diagnosis of scabies
were enrolled from January 2016 to December 2016.
Patients age less than 14 vyears, pregnant ladies,
lactating mothers, having past history of seizures,
severe systemic diseases, immune suppressant disorders
and cabbies with crusts were excluded from our clinical
trial. Exclaimed consents were taken from all patients.
Patients who had not taken any oral or topical acricidal
agent one month before included in our study. The 5%
permethrin cream and ivermectin for oral use were
packed in similarly looking boxes and evaluation team
not known to contents of these packets. It was ensured
that blinding of contents remain maintained throughout
the contacts of clinical trial likewise all members off
treatment team who taking part in applying medication.
Before enrolling the patient for clinical trial a thrugh
examination and detailed history of any medication

infestation and other particles were noted in perfor,

Performa. Age and gender were recorded to Jaa

demographic comparison. scabies weans diagnofed 0§
[Maaad

the confirmation of egg, mites on feces and gbn

microscopically following three criterigis; jeally
scabies lesions in classical sites, night tiee Wghing and
having history of similar symptoms{enclpsed living
persons. Two groups were made y dividing
the patients with lottery mgt roup of patients
and their close living ethrin cream was
used (Group A), bu ts were given oral
ivermectin (Group B). oup using permethrin
treatment was received twa” applications poof topical
agents for seven and fourteen days. Ivermectin was give
orally as a single dose in patients of group B but in
group a permethrin topical cream was asked to apply on
whole body and take shower after 12 hours in each
occasion. A physician having clinical experience of five
years was dedicated to evaluate the efficacy of
treatment during evaluation physician recorded the sites
of lesion using body diagram shape. A follow up
schedule for seven and fourteen days was done.
Patients with history of no itching and purities were
labeled as effectively cured. Patient having new lesions
after fourteen days confirmed by light microcopy and
those who still having itching and purities after fourteen
day were labeled as treatment failure Treatment failure
was defined as a patient with microscopically-

confirmed new lesions at 14 days and who was not
considered cured at 14 weeks. The results of the study
were analyzed using computer software SPSS ver. 20.
To account for statistical differences in the two groups,
chi square test was used. P less than 0.05 were
considered statistically significant.

RESULTS

A total of one hundred and forty patients of scabies
were included in this study in which 101 (72.1%) were
male and 39 (27.9%) were female. These patients were
divided in two equal groups; Group A permethrin (70
patients), and group B (70 patients). Mean age of
patients in group A (permethrin) was 30.65 + 6.47 and
in group B was 29.85 * 6.59 (Table-1). It was observed
that Group A cured the 49 (70%) patients and Group B
cured the 47 (67.1%) patients. Nocturnal pruritus in
Group A was 52 (74.3%) and 18 25.7) were not.
Nocturnal pruritus of in gguf\B was 47 (67.1%) and 23
(32.9%) were not. Seygity O\itching in group A was
14 (20%) mild, 42 (§D nodgyate, and 14 (20%) were

severe. And it veeeg % ed that severity of itching in
Group ( %

o, 37 (52.9%) moderate, 14

(20%) Were sevel®atients (Table-2).

Table : ographic Variables
aracteristics Frequency Percentage
Gender
N Male 101 721%
Female 39 27.9 %
Age
Groups Mean £ SD
Group A 30.65 + 6.473
Group B 29.85 + 6.592
Table No.2: Frequency of Nocturnal Purities,
Severity of itching
Nocturnal Pruritus
Groups Frequency Percen
t
Group A No 18 25.7
Yes 52 74.3
Group B No 23 32.9
Yes 47 67.1
Severity of itching
Mild 14 20.0
Group A Moderate 42 60.0
Severe 14 20.0
Mild 19 27.1
Group B Moderate 37 52.9
Severe 14 20.0

When the drug were given to the patients, after given
both drugs 7 day it was observed that in group A cured
51 (72.85%) and 19 (27.14%) were not cured and in
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group B 26 (37.1%) were cured and 44 (62.85 %) were
not cured respectively (Table-3). Administration of
drug at 14 days shows opposite results as in group A 28
(40%) patients were cured and 42 (60%) were not cured
and in group B 57 (81.42 %) were cured and 13
(18.57%) were not cured (Table-3).

When we applied chi-square test to check the
association, it was observed that cure was associated
with severity of itching for both the groupsP= 0.001for
group A and 0.000 for group B significant values, and
not associated with Nocturnal pruritus for both the
groups P=0.660 and 0.065 (Table-4-5).

Table No.3: Frequency (Percentage %) of Cure at 7
and 14 days

Groups Frequency Percentage
(%)
Cure at 7 Days
Cured 65 92.9 %
Not 5 7.1%
Group A Cured
Cured 62 88.6 %
Not 8 11.4%
Group B Cured
Cure at 14 Days
Group A Cure 51 72.9 %
Not 19 27.1%
cured
Group B Cured 62 88.6 %
Not 8 11.4 %
cured

Table No.4: Inferential Results

Groups | Nocturnal Cure
Pruritus Not Cu
Cured
Group A | No
Yes 0.596
Total
GroupB | No
Yes 0.668
Total | )
Table No.5: Inferential Results
Groups | Severity Cure P
of itching Not Cured Value
Cured
Group Mild 4 10
A Moderate 1 41
Severe 1 13
Total 6 64
0.010
Group Mild 0 19
B Moderate 0 37
Severe 11 3 0.000
Total 11 59

DISCUSSION

No statistical major difference was found in efficacy
when a single dose of oral ivermectin and topical
permethrin were used for the treatment of scabies.
Scabies have high rate of relapse and resistance to
treatment against both groups of drugs. Group A treated
with permethrin topical showed 73.7 % and 66.7 %
cure rate respectively at interval of seven and fourteen
days, meanwhile in group P treated by oral ivermectin
showed 68.3% and 66.7 % cure rate at seven and
fourteen days interval respectively our observation is
almost identical to the results of clinical trial conducted
by Madan et al. and Meinking et al.** ** our results are

comparable with Abedin et al ** regarding the efficacy
of both treatment options. In 2007 Akhtar et al. used
oral ivermectin in divided
sixty patients. They re

of age which is near
A treatment regim
by Auben and

e of 300 microgram/kg in
00% efficacy regardless

tical\to our observation.
g @ral ivermectin was used
France for the treatment of
efficacy we

mage by our study. *© % %
Bt a olinical trial conducted by Usha and Nire showed

atients were cured in a group using oral
] ectin as compare to 97% cure rate bin topical
rmethrin therapy at even days interval, this
observation showed that permethrin is superior to oral
ivermectin which differ from our observation. But oral
ivermectin treated group having almost 70% cure at
even days which is comparable our observation 73.3%.
But this difference has no statistically significant effect
between two groups. This difference most probably due
to variation in compliance as in ivermectin group drug
was taken by patient under direct supervision as
compare to topical permethrin group in which patient
applied lotion out of direct supervision that may be the
cause of difference in compliance due to inappropriate
application. An element of resistance against topical
permethrin may be the reason over the year, %",
Mainking et al conducted a clinical trial in 1995 labeled
as open trial with two follow up visits reported 45% of
cabbies patients respondents like our study, with 100%
response rate at two week interval while using 200
microgram/kg. In multiple clinical trials no laboratory
investigation were done while using oral ivermectin as
in our clinical trial 7181920

CONCLUSION

Both drugs are effective in treatment of scabies, at 7
days interval Permethrin 5% is more effective than
Ivermectin but at 14 days interval of treatment
Ivermectin have better treatment effects.
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Limitations: The limitation of our clinical trial was
contraindication regarding the use of ivermectin in
patients of less than 5 years of age, pregnant ladies and
lactating mothers and possibility of ivermectin to cross
immature blood brain barriers leading to increase
percentage of drug precipitating nervous system
disorders. We also face difficult to find out treatment
efficacy in all contacts. So further studies are required
to check effectiveness of these treatment regimes in
above mention groups.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Quality of Life in Congestive Heart Failure Deficiency
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Vitamin D Deficiency
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ABSTRACT

Objective: It is only natural to assume that the course of disease is more aggressive in the face of 25-Hydroxy
vitamin D deficiency the prognosis of patients presenting with congestive heart failure would be grim. More
important so, their quality of life during the years that they live would be markedly reduced.

Study Design: Observational / descriptive study.

Place and Duration of Study: This study was conducted at the Department of Cardiology, Liaquat University of
Medical & Health Sciences, Jamshoro during the month of May 2016.

Materials and Methods: Forty patients (chosen via purposive sampling) presenti iY congestive heart failure
were included in the study. Data was derived using a structured interview base tionNaire after taking written
informed consent. Investigations were also carried out to determine the levels o roX® vitamin D levels in the
blood. The patient condition and the quality of life was investigated at e discharging the patient and

comparison was drawn.
Results: Sixty percent of the patients were men, while the remainfg forty)percent were women. The ratio of the
patients with or without 25-hydroxy vitamin D deficiency was 1: e patients with 25-hydroxy vitamin D
deficiency were experiencing markedly low levels of quality of :f e due 10 aggravated disease.

Conclusion: The deficient levels of 25-hydroxy vitangin as {ndicated in literature, alter the metabolism of
minerals and lead to myocardial dysfunction in the conges&d disease patients. It is thus an aggravating factor
rk

for pathogenesis of congestive heart failure and leads to ecrease in the quality of life.
Keywords: Congestive Heart Failure, 25-Hydroxy Vi@r itamin Deficiency
Citation of article: Shah MI, Almani SA, ' SFA, Rajput AH, Muneeb M, Jehangir S. Casual

Comparative Analysis of Quality of Life in e Heart Failure Patients Presenting With & Without 25-
Hydroxy Vitamin D Deficiency. Med FQgim%Q17;28(3):19-21.

INTRODUCTION <; i The true reason behind such widespread prevalence has

still not been unearthed and neither is the disease
The cardiac anomaly name on@ eart failure is  pathogenesis fully identified. However, we do know
categorized as a disease Jmw jection fraction  that the disease is aggravated once the mineral
of the left ventricle iglmaidkedly§essened. It is also, metabolism is disturbed by any factor, be it deficiency
more often than not, assOYg ith retention of bodily ~ of 25-Hrdroxy vitamin D levels or anything else. The
salts and water. The 2 pri ymptoms of the ailment  said deficiency affects the intracellular management of
are weakness of the muscle$ and early onset of fatigue  calcium ions and disturbs the myocardial contractions®.
and tiredness. Congestive heart failure is prevalent In experiments conducted on extracted myocytes from
worldwide and the levels loom between one percent to individuals suffering from congestive heart failure,
three percent in the developed world and with the  calcium ion transition during the contractile phase of
prevalence climbing particularly in the geriatric  the heart were lessened and the during the relaxation
population.* phase they were heightened. The decrease and the

consequent increase both matched pathologic level®.
The use of digitalis and beta-blockers is thus merited in
such a condition and for secondary stoppage. These

1 Department of Medicine / Cardiology?, Liaquat University
of Medical & Health Sciences, Jamshoro

Correspondence: Dr. Muhammad Igbal Shah, Associate drugs effectively act to enhance the cardiac contraction
Professor of Medicine, Liaquat University of Medical & and thus the ejection fraction’”®.

Health Sciences, Jamshoro A review of recent literature brings to light a fresh
Contact No: 0313-2851728 research that concludes that vitamin D deficiency
Email: muhammadigbalshah22@gmail.com congestive heart failure occur together far too often for

the occurrence to be coincidental®. It is important to
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note that multiple hypothesis exist that hope to explain
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how vitamin D deficiency steepens the course of this
disease, some going as far as calling it catalytic'®*2.
Research also indicate that individuals who are
deficient in this crucial vitamin are more likely to have
a poor prognosis and have a reduced life span.’**.
Also, the effectiveness of the treatment of this disease is
limited if the deficiency is not overcome®. Circulating
levels of 25-Hyfroxy vitamin D are thus important and
need to be maintained if a good prognosis is to be
achieved®.

MATERIALS AND METHODS

Forty patients (chosen via purposive sampling)
presenting with congestive heart failure at Liaquat
University Hospital, Department of Cardiology during
the month of May 2016 were included in the study.
Data was derived using a structured interview based
questionnaire after taking written informed consent.
Investigations were also carried out to determine the
levels of 25-hydroxy vitamin D levels in the blood. The
patient condition and the quality of life was investigated
at the time of discharging the patient and comparison
was drawn.

RESULTS

Sixty percent of the patients were men, while the
remaining forty percent were women. °

Gender

40%

5 Men = Wom¥n

Figure No.1: Congestive heart Failure

50%

= Absent

® Present
FigureNo.2: Patients Ratio

Congestive heart Failure was more common in men and less
common in women. The cardio-protective effect of the
hormone in women prior to menopause may be the reason
behind the disease being less common in women. While
aggravating factors like smoking, which are more common in
men, may explain the high levels of the disease in men.
(Figure 1)

The ratio of the patients with or without 25-hydroxy
vitamin D deficiency was 1:1.

The patients with 25-hydroxy vitamin D deficiency
were experiencing markedly low levels of quality of life
due to aggravated disease

It was important that the ratio be kept same to remove all bias
that may have altered the result credibility and validity.
(Figure 2).

6.4

w 2 Impaired levels of 25-Hydroxy Vitamin D
alfe

uality of Life

The vitamin 25-Hydroxy D casts multiple individual
on muscle cells. It influencesthe calcium ion

%&fer to intracellular region and it is proved by
ture studies where the mechanism was studied on a

petri dish.'” The impact that this crucial vitamin casts
on cardiac cells is somewhat lower than what it does to
the regular muscle cells but still its significant in every
aspect.’*?° In diseased individuals, the levels of this
vitamin are thus of particular importance.

In the western world, the levels of 25-Hydroxy vitamin
D are mostly dependent on the amount of time that an
individual spends in broad day light and the area of
exposure on body of ultraviolet spectrum of light (a.k.a
UV B light).?! In normal circumstances, a low level of
exposure does not cause the levels of the said vitamin to
drop but in diseased individuals who are often
bedridden, the exposure level and duration drop to
nearly a zero. The diet too of such individuals is not
very supportive and so in the face of heightened
demand and poor supply, the condition worsens and the
disease is aggravated.” %

The dropped levels of the vitamin, when they aggravate
the disease and worsen the adverse symptoms, cause
distress to the patients and reduce their quality of life to
a large extent.®®? It is noted in our study that
individuals suffering from the disease benefit from the
use of medication as the use of digitalis and beta-
blockers acts to enhance the cardiac contraction and
thus the ejection fraction®, but it is still not enough to
counter the negative effects cast by 25-Hydroxy
vitamin D deficiency.
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CONCLUSION

The deficient levels of 25-hydroxy vitamin D, as
indicated in literature, alter the metabolism of minerals
and lead to myocardial dysfunction in the congestive
heart disease patients. It is thus an aggravating factor
for pathogenesis of congestive heart failure and leads to
marked decrease in the quality of life.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Endophthamitis
Post Intravitreal
Injections

(Original Article A Study on Incidence of

Endophthamitis Post Intravitreal Injections

In Southern Punjab Rural Population
Ali Afzal Bodla® and Maria Afzal Bodla®

ABSTRACT

Objective: To evaluate the incidence of endophthalmitis post intravitreal injection in rural population of southern
Punjab (Multan District) of anti-vascular endothelial growth factor.

Study Design: Observational / descriptive study

Place and Duration of Study: This study was conducted at Multan Medical and Dental College, Multan between
January 2014and December 2015.

Materials and Methods: Addresses on National Identity Cards were used to enroll the patients who are residing out
of multan municipal area. Patient’s medical records were maintained to identify the incidence of endophthalmitis.
Patients presenting with post operative endophthalmitis between January 2014 till December 2015 were included in

the study. All IVIs were performed by single surgeon using standard sterile technique i
None of the patients were prescribed with preoperative topical or systemic antibioti

had a QDS dose of topical ofloxacin.

Results: A total of 416 intravitreal injections were performedduring the study pg
as intravitreal anti vascular growth factor (Anti-VEGF).Out of total pa
endophthalmitis. This led to an incidence of 0.48%,(95% confidence j
had intravitreal specimens which were later found to be culture neg
Conclusion: The risk of post intravitreal Anti-VEGF in rural sout
national and international standards though we had a small patient g

sample size.

Key Words: Endophthalmitis, Intravitreal Injections, Begaciz‘Eab!
Citation of article: Bodla AA, Bodla MA. A Stud

Injections in Southern Punjab Rural Population.

operation theatre settings.
stoperatively all patients

All phtients had bevacizumab
th were two cases of
R5-0.0220%). These two cases

rn.Pun b was found to be higher than quoted
ch demands a similar study with larger

idence of Endophthamitis Post Intravitreal

@ 2017;28(3):22-26.
f ra@

INTRODUCTION Endophthalmitis is not the only complication
ophthalmologists come across post intravitreal
There has been an increasing role antibiotic injections. Other complications already
injections  of Anti-VEGF in curren®QopMgalmic  documented in the literature include retinal
detatchment, vitreous haemorrhage and iatrogenic

practice.? It has become the main 0 atment
forwet age related macular degenera@wd diabetic
macular oedema. ? Intravitrgal i re given in
office as well as operati 0 ings. At some
s reserved as it has

efure in ophthalmic

There has been no study published so far from our
region which take into account the local socioeconomic
factors, hygienic conditions and our rural practice
leading to an increased incidence of devastating
complication as endophthalmitis.
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lenticular trauma.® However the risk of mentioned
complications is relatively low and if managed
appropriately can lead to a satisfactory visual
outcome.*® Mentioned statement, though greatly differs
for devastating complication as endophthalmitis. In
contrast to other intraocular surgeries, intravitreal
injections appears to be associated with more virulent
organisms.®Streptococcal strains of organisms appears
to be most frequently associated with post injection
endophthalmitis. These patients tend to have worse
visual outcomes as reported in literature.’

There has been multiple large trials published so far
looking at the safetly of IVl and associated
complications. The international documented incidence
is relatively low as compared what has been found in
our study. The risk of endophthalmitis in published
trials range from 1 in 1500 to 1 in 5500 injections. >"®
Endophthalmitis as mentioned earlier is the most
dreadful complication ophthalmologist comes across. °
There has been a lot of controversy regarding the best
evidence based practice for intravitreal injections to
minimize this risk. °In our country, taking into account
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the resources, procedure is performed in operation intravitreal injection. Injections were performed in the
theatres as well as in physician’s offices. The use of  inferotemporal quadrant. Needle was inserted 3.5mm
sterile environment may reduce the incidence of  from the limbus for phakic and 3.5mm for
endophthalmitis. It is equally important to conduct such pseudophakic and aphakic patients. Following the
study in our rural population as they comprise the  procedure, speculum was removed and patients had a
largest group of patients and majority belong to a low  single drop of ofloxacin eye drops combined with a
income group. In order to test the above mentioned single drop of povidone iodine solution. All patients
assumption a prospective clinical trial was conducted at had a sterile eye pad and were instructed to remove it 2-
Eye Unit, Multan Medical and Dental College. This 3 hours post procedure. No topical antibiotics were
study also looked at the role of pre and post injection used preoperatively. All patients were prescribed with

topical antibiotics. topical ofloxacin eye drops. Clear written instructions
in native language were provided to them for the use of
MATERIALS AND METHODS topical antibiotic drops to be used four times a day for

five days in the operated eye, starting on the same day
following eye pad removal. Data was thoroughly
analyzed by the biostatistician using the Wilson score
method.

A study, including the rural population presenting to
eye out door at Multan Medical and Dental College,
Multan was carried out between January 2014 till
December 2015. All patients included in the study had
an informed consent of their recruitment prior to RESULTS
intravitreal injections. As this study specifically focused

on the rural population which makes approximately A total of 416 intraviigag
90% of the total out patients, their addresses were  vascular endotheliag

confirmed from national identity cards. had the standa@)

inJedtions were given of anti-
fagror. All patients (100%)
evacizumab. There were two
of endophthalmitis,(95%

All patients had intravitreal bevacizumab as anti docume

vascular endothelial growth factor. Entries were made confidefice inter,

in hospital register and cross checked prior to compargai oups as standard protocols were

compilation of results. Hospital theatre register was followed | the procedures and all patients had

used to identify patients presenting and being treated S drug. Two  patients presenting  with

for endophthalmitis. Endophthalmitis was defined as® e halmitis had a vitreous tap followed by
XN

patients presenting with intraocular inflammation and ravitreal injections, though they were found to be
treated with intravitreal antibiotics post vitreous t ure negative. Both patients had three ports parsplana
following intravitreal injections. Patients who had gthe itrectomy afterwards but they ended up losing any
intraocular  procedures e.g. phacoemulsifi‘ functional vision due to severity of the complication.
vitrectomy though very few, were excludegy{iroMumtic Case 1 (HAD): A 67 year-old man with diagnosed
study. Patients presenting to outdoor pglin with diabetic macular oedema on clinical assessment and
endophthalmitis resulting from trea where  optical coherence tomography had intravitreal
were also excluded from the study. bevacizumab. Central macular thickness at the time of
All patients had the standard dose umab (1.25 presentation was 458 microns. This was his third
mg/0.05 mL) provided local supplier. injection in the same eye. He presented a day later with
Source of injections ifled compounding severe pain and loss of vision in the same eye. On
pharmacies based i Il injections were examination his visual acuity at timeof presentation had
administered under the s onditions in operating reduced to counting fingers from 6/36. There was
theatre. Surgeon used magk, sterile gloves, theatre  anterior chamber hypopyon with hazy view of fundus.
gowns and had surgical scrub prior to the procedure. Patient had a vitreous tap with intravitreal injections of
Patients had topical anaesthetic drops (Alcaine  vancomycin 1.0mg and ceftazidime 0.4mg as per
manufactured by Alcon) preoperatively for local protocol. Vitreous culture failed to grow any organisms.
anaesthesia. Injections were administered using Patient was prescribed a topical combination of
standard prefilled insulin syringes with 30 gauge  tobramycin and dexamethasone, ofloxacin and oral
needles on them. Prefilled syringes however, as prednisolone following intravitreal antibiotics. He had
provided by the local supplier were non sterile as is the  three ports parsplana vitrectomy with silicone oil 48
common practice in our country. All patients had a  hours after initial presentation as there were no clinical
thorough cleaning of periocular tissue and lids using 5-  signs of improvement. Unfortunately he ended up with
10% povidone iodine. Same drops were instilled in the  a visual acuity of hand movements. He is still being
eyes to be operated for two to three minutes in order to  followed up in the out patients.

achieve the maximum possible sterility.Patients had a  Case 2 (ZB): A 58-year-old woman with diabetic
self-adhesive surgical drape covering periocular tissue, macular oedema and proliferative diabetic retinopathy
nose and part of face prior to the procedure. Patients presented three days after receiving intravitreal
had a sterile speculum inserted followed by the bevacizumab injection. She had a history of poorly
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controlled diabetes. Best corrected visual acuity had intravitreal injections performed between operation
dropped to hand movements in this particular case. theatre and outpatient rooms. A statistically higher
Clinical findings were consistent with acute incidence of endophthalmitis was noticed in procedures
endophthalmitis. She had the vitreous tap with performed in out patient clinics. Although incidence
intravitreal vancomycin and ceftazidime as per quoted i.e. 0.12% (4 in 3,376 IVI) is significantly less
protocol. Cultures failed to grow any pathogen. Day  than our study. Author again will like to highlight a
after her vision improved to 6/60, which again declined cohort size almost ten times larger than what we had as
to hand movements four days post intravitreal the  critical  limiting factor.  According to
antibiotics. She had a three ports pars plana vitrectomy  recommendation of this study procedure should be
with resulting visual acuity of hand movements. She carried out in sterile operating room environment.

was lost to follow up afterwards. Author is of the view that systemic disease control is of
vital importance in preventing post procedural
DISCUSSION complications. Both of our patients who developed

endophthalmitis despite following strict procedural
protocols had poorly controlled diabetes with raised
HbALC levels. Endophthalmitis though a rare but no
doubted vision limiting condition can be prevented with
improved systemic status, hygiene level and better
understanding of préscribed post-operative
medications.**** Autho finds it interesting to
conduct a similar coryparing outpatient and
operating room _i r endophthalmitis. By
following_spterg gported incidence the rate of

This is a prospective study of 416 intravitreal injections
and a very first of its kind to include the rural
population of southern Punjab. This prospective
analysis was performed to compare the incidence of
most devastating complication i.e. endophthalmitis with
what has been documented in international trials. It has
confirmed the fact that incidence was found to be
relatively higher in southern Punjab rural population
despite of following standard accepted protocols for the
administration of intravitreal antibiotics. Study did not
had a comparative group due to its patient pool hence it
is not possible to compare the difference between urban

and rural population. Moreover no direct comparison . X . .
pop P randomized, prospective study. A direct comparison
b

was done between administration of injections in. " r studv and incidence reported by Brencher
operating theatre or outdoor clinics.The higher xee our study a cidence reported by Brenche
p

3'6 . - - -
incidence of endophthalmitis can be explained with the d McCa_nneI_ W'“ requiré a minimum Of. 5000
relatively smaller sample size. edures. This will incur 5|gn|f|9ant increase in the
One of the largest study published so far looking 2 st and human resources and is beyond author’s
&

o . ; . - institutional capacity.
incidence of endophthalmitis post intravitreal In Endophthalmitis results from direct inoculation of

was the meta analysis by McCannet et al._ Thiga athogen at the time of procedure or immediatel
included prospective as well as retrogéct ata. pﬁ g ds, 1112 HI theti p” th'u bl redia é’
There were 52 reported cases of end halgitls post afterwards. == - Hypothelically this can bé minimize
105,536 injections administered in ol patjent clinics. by following international documented standards. This
The, incidence rate was found 049% per includes reducing the load of pathogen in conjunctival
injection (95% CI: 0. This analysis f_ac bty US'nE E’f,’l‘g"g'h“.e |<I)d|n_e ?ng glg/hmg It o?tlinqun
excluded all the studie ide of United States. Ime o work. IS alS0 Includes the use of sterile
operating facility, sterile instruments, surgical drape,

Only studies with of endophthalmitis following standard technique for drug administration

which had a vitreous ta included. Comparing nd f bost rative tobical antibiotics. ® Author
McCannet study with ourg; we had a significantly and use ot post operalive topical antibiotics. = AUtho
find it very interesting to have a higher incidence

higher incidence. Author will like to mention that it is despite of followi Il the standard. d tod
difficult to provide any direct comparison of this study espite 013 oflowing all the standard, documente
with any meta analysis performed in the western world. protocols. Nevertheless_, In our society there m'ghF be
We have to take into account the rural southern Punjab sortne otherd fac:jori \t’)\'h'.gh tp;% Ezeltrh role in tﬂ?r?l
population with their general health conditions, hygiene outcome and needs 1o be 1aentitied. AUthor Supports the
level, psychological considerations, poverty, literacy international recommended standards devised for this

' i ' procedure. One important recommendation to be made

rate, socio-economic factors and spiritual/cultural from our results i £ or rative tonical antibioti
values and beliefs. These factors can have a great OM Our results 15 use of preoperative topical antibiotic
drops for atleast a period of three days. This

influence on post-operative practices which may lead to hvoothetically will ol ianificant role in achievin

a less than favorable outcomes and a higher incidence y’?i(rJn ?nci ?/ilit rf)ayr?_ Sngtiv ﬁa ° ﬁd ha(r:1 € Wiﬁ

of post-operative complications. These factors are clear optimum stertlity’ of conjunctival sac and hence wi
minimize the incidence of endophthalmitis. Author will

limitation when we compare our cohort with . .
also recommend for a prospective study comparing

international meta analysis. mentioned groups to prove his hypothesis. We have to
H 10 .
Another recent study published by Abell RG et al, take into account the fact that there are published

comparing incidence of endophthalmitis  post
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studies against the use of preoperative topical
antibiotics. The main concern, being increased in the
resistance against pathogens post antibiotic use.'*
Difference however as reported by Moss JM and Roger
DL is not statistically different and hence no
recommendations can be made on these bases.***®
Taking into account other associated factors leading to
endophthalmitis are respiratory droplets and needle
contamination. Risk from respiratory droplets how ever,
in this study is not considered to be significant. *°
Surgical masks was used by the surgeon during all
procedure with sterile drapes being placed on patient
minimizing this particular risk factor. Moreover,
vitreous tap failed to grow any pathogen associated
with airborne contamination.

Rate of needle contamination has been reported from
0.36% to 18%. *"*® Author will like to point out the fact
that in our study injections were transported in non
sterile condition as this is the common practice in the
country. Lack of local pharmacies, equipped to prepare
the injection under sterile condition lead to a transport
source 350 km north of the city. This incurs a
significant time delay which can greatly effect the
sterility of the product. Another important consideration
is that bevacizumab syringes are recapped following
preparation. This again is against internationally
recommended standard for maintaining sterility and

contamination free product.*®This study’s main®

limitation is it’s sample size. Author will like to
recommend further studies especially focused

0
country’s rural population with larger sample si
Author will also like to recommend for a n@

metanalysis based on local published studies a
CONCLUSION

In this study we have found a hig@cidence of
endophthalmitis in our rural popu ompared to

the standard internationa ) igures. Author
will like to register b# ion on our current
national practices an a robust change in
order to reduce the incide endophthalmitis.Author
will also like to recommend”for a national metanalysis
based on local published studies and audits.

reser
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Anti- Phospholipid Antibodies in
Multiple Blood Transfusion Dependent B-Thalassemia
Major Patients at Hyderabad

Roohi Nigar', Amir Igbal Memon?, Nisar Ahmad Khokhar*, Arshi Naz* and
Ikramuddin Ujjan*

ABSTRACT

Objective: The study aimed to observe the anti-phospholipid antibodies in multiple blood transfusion dependent [3-
thalassemia patients at the Hyderabad.

Study Design: Observational / cross sectional study.

Place and Duration of Study: This study was conducted at pathology and pediatric department, Liaquat University
of Medical & Health Sciences, Jamshoro, from June 2013 to May 2015.

Material and Method: A total of 121 patients were enrolled. Blood samples were collected in citrated tube. APTT
was performed on Sysmex (CA 500) while Lupus anticoagulant and Anticardiolipin antibodies were performed on

commercial Kits.

Results: Of 121 patients 81(66.9%) patients were positive for anti-phospholipid
negative. Lupus anticoagulant were present in 69 (57%) and were not detected i
were found positive in 45 (37.2%) while negative in 76 (62.8%) cases.

Conclusion: Anti-phospholipid is common in patients with beta thalassg
common acquired autoimmune hyper coagulation state for thromboti 3
Key words: Anti-phospholipid antibodies, anticardiolipin antibodie§, Lupus
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INTRODUCTION

Beta- (B) thalassemia is an inherited blood digaggle
caused by a defect in the synthesis of B-globin C‘
Prevalence of beta thalassemia has been re Yo
in Cyprus, up to 14% in Thailand, Inf&,
Bangladesh, China and 0.9% & 0.1 ipm\fi lacks
and Europe respectively.? Transfusion %blood cells
and iron chelation therapy hgs imghels proved the
quality of life of thalasse j ients* however;
these patients may dedel ications including
thrombosis pulmonar sion and thrombo
embolic events.® The esti of risk in patients of
thalassaemia regarding hemdstatic anomalies is thought
to be resulting from hepatic dysfunction, chronic
platelet activation, red cell membrane alteration and
activation of intrinsic coagulation system. However
further studies are required to clearly understand the
risk factors.®’ Studies have reported the presence anti-
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y while 40(33.1%) were
4379. Cardiolipin antibodies

. APLs are considered as a

coagulant, B-Thalassemia
fan 1. Anti- Phospholipid Antibodies

pholipid antibodies such as (APA), lupus
icoagulant (LA) and anti-cardiolipid antibody
(ACA) in beta thalassemia major.® Antiphospholipid
syndrome (APS) is an autoimmune disease in which
antibodies such as lupus anticoagulant (LA),
anticardiolipin  antibodies (ACL) and anti-p2-
glycoprotein-1 (anti-p2-GP1) are present and hence
causing arterial and venous thromboembolism. Patients
with  repeated  pregnancy  morbidity  and/or
thromboembolic complications are distinguished by the
presence of these antibodies. They are also associated
with fetal loss, thrombocytopenia and neurological
manifestations and has influence on multiple pathways
including coagulation and complement pathways.®°
APLs with its associated clinical features got
increasingly significant recognition from the past
decade in various pediatric diseases. In the neonatal
period APLs may be present as a result of vertical
transmission resulting in disturbance of intricate
balance between coagulation and anti-coagulation
factor including reduced concentration of naturally
occurring anticoagulant proteins and increased levels of
factor VIII and von Willebrand factor with less active
fibrinolysis that leads to the prothrombotic state.
Numerous congenital and acquired risk factors such as
coagulation inhibitors, genetic mutations like
polymorphism of methylene tetrahydrofolatereductase
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(MTHFR) gene, maternal eclampsia, traumatic
delivery, hyperchromocyteinemia, infections,
dehydration, complex inherited heart diseases and
catheter placement in the newborn may lead to neonatal
thrombosis’®** The hypercoagulable state in beta
thalassemia major patients is due the presence of
reduced naturally occurring anticoagulation proteins
such as The natural coagulation inhibitors protein C,
protein S and anti thrombin.”* Thrombocytopenia is a
frequent finding in patients with APS, and balancing
the need for anticoagulation when faced with
significant thrombocytopenia can be a considerable
challenge for clinicians managing such patients. This
study will help us to identify the presence of anti-
phospholipid antibodies in beta thalassemia patients so
the new for approach for screening of such patients and
treatment could prevent from the coagulation
abnormalities.

MATERIALS AND METHODS

This Cross sectional study was conducted at
Department of Pathology and Pediatric, Liaquat
University of Medical & Health Sciences (LUMHS),
Jamshoro and thalassemia centers from June 2013 to
2015. A total of 121 subjects were selected for this
study after an informed consent from the patient or next

of kin and fulfilling the inclusion criteria. IRB approval e

was reserved for this study from institutional ethics
committee. Two blood samples were collected frog

each individual, Ethylene diamine tetra acetic_aci
(EDTA) and citrate 3.8%. Full blood count (F
activated partial thromboplastin time (a j

performed on sysmex XE2100 and syjgie 500
automated coagulation analyzer respegtiWgly.” Anti-
phospholipid antibody :Lupus an§icoagulant and
anticardiolipin  antibodies , we ined by
commercially available KkitSqStastignl Package for
Social Science (SPSS) goftwareNgersion 22.0 was used
for data analysis. De pfetstatiStics was applied for
qualitative variables sucRyas/ gender anticardiolipin
antibody, lupus anticoagufént and antiphospholipid
antibodies. Effect modifier was controlled through
stratification of age, gender and number of transfusions

by applying chi squire test, p<0.05 was considered as
significant.

RESULTS

A total of 121 patients of beta thalassemia major with
mean age 9.21+2.5; (range 3-13 years) of them most of
the patients were the age group of 11-13 (57%).Sixty
two were male (51.2%) while 59 (48.2) (male /female:
1.05:1). Lupus anticoagulant, cardiolipin antibody and
anti-phospholipid antibodies were positive in 69(57%),
45(37.2%) and 81(66.9%) patients respectively.
Antibodies were negative LA 52(43%), cardiolipin
antibody 76 (62.8%) and anti-phospholipid antibodies

40(33.1%) (Tablel). Minimum number of transfusion
were 20 and maximum were 370 and mean transfusion
were 132.17+62.173 (Table 2). Patients age and gender
with anti-phospholipid antibodies were found to be
non-significant i.e. (0.063), (0.082) while transfusion
were found to be highly significant i.e. (0.001) as
shown in table 5.

Table No.l: Frequency of lupus anticoagulant,

cardiolipin antibody and anti phospholipid
antibodies
Types of antibodies Positive Negative
test
Lupus anticoagulant 0 0
(n=121) 69(57%) 52(43%)
cardiolipin antibody 0 0
(n=121) 45(37.2%) 76(62.8%)
anti-phospholipid 0 0
antibodies (n=121) 8((66'9 %) 40(33.1%)

Table No. 2. Anti-phgaohO™#d antibodies status and

number of transfugbn

Number of gative | Positive | Total
Transfyehen

4-100 \ '35 15 50
101-2 ) 5 53 58
201-37 0 13 13

Tﬁble !No.s: Anti-phospholipid antibodies status
I rious age groups

e Groups Negative Positive Total
-6 4 7 11
7-10 19 22 41
11-13 17 52 69

Table No.4: Anti-phospholipid antibodies status in
male and female

Gender Negative Positive Total
Female 24 35 59
Male 16 46 62

Table No.5: Statistical significance in antiphos-
pholipid antibody and various age groups, gender
and no, of transfusions

Age Gender No, of
group Transfusions
p-value 0.06 0.08 0.0001
DISCUSSION

It is recommended to test the LA after discontinuation
of antithrombotic therapy as screening for LA is
performed using two phospholipid dependent
coagulation tests.**® Patients who are on oral
anticoagulants show prolonged clotting time, mixing
and confirmatory tests. Hence may lead to false positive
results.” However ACL and anti P2-GP1 can be
detected by using enzyme-linked immunosorbent assay
(ELISA) techniques. Standardization of these assays is
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not well established and variations may exist among
batches.? This study revealed 57% incidence of LA in
patients of thalassemia major.*

Anticardiolipin antibodies were positive in 37.2% of the
thalassemia major patients. There was a 2 GP1 ACA in
13% of the cases of a-thalassemia. LA positive patients
manifested higher numbers of transfusions and mean
age as compared to LA negative patients but still the
comparison was not proven significant statistically. A
correlation of LA with multiple transfusions were
observed.® Our study also showed no evidence of
thrombosis in the patient having LA. One international
study has mentioned the same findings. Two studies
have reported the incident of intracranial bleeding and
cerebral infarction associated with LA.®

The present study is of value for the blood transfusion
dependent thalassemia patients as it will improve the
health in future. The main limitation of the present
study is small sample size, particular race and ethnicity
of particular geographical area; hence results should be
interpreted cautiously for other settings.

CONCLUSION

The present study shows increase frequency of lupus
anti-coagulant and anti cardiolipin antibodies in
multiple blood transfusion dependent B-thalassemias

major demonstrating the presence of in comparison to ®

normal individuals. The blood transfusions
requirements were higher in patients with positive antj
phospholipid antibody as compared with negative.
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ABSTRACT

Objective: To determine the modalities and manners of unnatural deaths among all cases brought to the district
headquarter hospital Lakki Marwat for autopsy.

Study Design: Observational / descriptive study

Place and Duration of Study: This study was conducted at the District Headquarter Hospital, Lakki Marwat,
Khyber Pakhtunkhwa from January 2013 to December 2014,

Materials and Methods: A total of 126 dead bodies received during two years for potmortem examination through
autopsy This study was a based on a data of unnatural deaths. The data were collected on structured checklist

March, 2017

|Unnatural Deaths|

whereas, data analysis was done using SPSS version 20 and presented in terms of freque
Results: Out of 126 dead bodies, 116 (92.1%) were males and 10(7.9%) females.
found decomposed. The dead bodies received for autopsy were in the age rangggfro
manner of death 95(75.4%) were homicidal, 22(17.5%) accidental, 7(5.5%) s @
undetermined. Furthermore the types of modalities included; death due tofigs WD
traffic accidents 19(15.1%), blunt weapon and hanging each 4(3.2%),

the cause of death in 2 (1.6%) cases remained undetermined which yfere label®
Conclusion: A high proportion male were referred for forensic ex
them were from young age. Homicide was noted as the major type
arm injury was reported as the major modality of death followe
Key Words: Autopsy; Homicide; Suicide; Accidents; Weund
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INTRODUCTION

To ascertain the cause and manner of d%j&tways

the demand of judicial system in r provide
justice to community*. Such medi iglestigations
are carried out through an ps@y which has no
substitute.  The inf vided  trough
medicolegal autopsy e value in cases of
information gathered
from crime scene investigat§#, circumstantial evidence
or externals examination cannot answer the question for

cause of death which necessitates the performance of
proper autopsy®.
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ination as compare to female where, most of
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Medicolegal autopsy is the detailed systemic external
and internal scrutiny of dead body supported by
laboratory examination carried out by authorized
medical officer in the pursuance of law to ascertain the
underlying and possible contributing cause and manner
of death®. A competent legal authority can ask for
investigation through autopsy in case a person
reportedly committed suicide or a case of homicidal
death or death caused by an accident or death under any
suspicious circumstances®. Law also has provision to
investigate the deaths occurring in prison, police
custody or any other similar conditions”.

It is required to determine the cause of death as natural
or unnatural which is caused either by an accident or by
hostile action of a member of community®. Manner of
death can be natural and unnatural. The natural deaths
are caused by a disease which may include
environmental insult or chronic over usage of drug
while, unnatural deaths include; suicide (self murder
where the lethal action of some one’s is intentionally
inflicted), homicide (death caused by the act of other
person), accidental (death occurred without intention to
cause harm). Hence, undetermined is used when
reasonable classification cannot be made®.
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Despite of its undoubted value for improving the death
certificate in term of determination the cause of death, it
is considered fallible in revealing the true cause of
death’. It contributes to conclusion in many cases but in
sometimes it has less finding for the reason that ante
mortem trauma being obscured or destroyed by
decomposition or even cause of death is equally
difficult to prove®. This, results in negative autopsy
despite of adopting all standard procedure by medico
legal doctor, the rate of negative autopsy can be
minimized by improving in skill and other facilities®.
The global estimate of homicides indicates that there
were 475,000 cases reported in 2012, where majority
victims (82%) were male™. Literatures from Bangalore
and Dhaka reveal accident was the main manner of
death followed by suicide and homicide™*. In Pakistan
homicides were the most common manner of death
followed by accidents and suicides.*'* Gunshot
wounds were reported as the leading cause of death in
homicides in Pakistan’**®'’. This study aims to
determine the modalities and manners of unnatural
deaths in district headquarter hospital (DHQ) Lakki
Marwat.

MATERIALS AND METHODS

This was a cross sectional study based on post mortem
reports (PMR) at district headquarters hospital (DHQ)
Lakki Marwat. The data pertains to two years, started
from January 2013 to December 2014. After taking
permission from in-charge, a total of 126 post mort
reports were reviewed during the study period. A
cases regardless of gender and age were selecte
study, only those cases with incomplete data g theRGiis
decision about autopsy awaited were .
data were scrutinized on the bases of € , type
of weapons used, nature of assault @utcome of
autopsy examination in termg of | and manner
of death. Data were analyZe®yus SS version 20

and results were presen#€d in te of frequencies and
percentages.

RESULTS

A total of 126 Post Mortem Reports (PMRs) were
evaluated, 73(57.9%) cases were reported in 2013 and
53(42.1%) in 2014. Out of total 116 (92.1%) were
being males and 10 (7.9%) were females. The mean age
of the victims was 31.7+13.6 (ranged from 3 -72 years).
Most of the cases 71 (56.3%) were between 20-39 years
(Table 1).

Frequency of various types of modalities were: deaths
due to fire arm injuries were 93(73.8%), road traffic
accidents 19(15.1%), blunt weapon and hanging each
4(3.2%), bomb blast 3(2.4%), strangulation 1(0.8%)
and 2(1.6%) of unknown causes were examined
(Table 2). 2(1.6%) cases were labeled as negative
autopsy and 3(2.4%) cases received as decomposed
bodies (Table 2).

Table No.1: Age and Gender wise distribution of
unnatural deaths

Sex

f‘agt]:gories Female Male Total

F (%) F (%) F (%)
< 20 years 1(5.6%) 17(94.4%) | 18(14.3%)
20 -39 years | 6(8.5%) 65(91.5%) | 71(56.3%)
40 —59 years | 3(10.0%) | 27(90.0%) | 30(23.8%)
>59years 0(.0%) 07(100.0%) | 07(5.6%)
Total 10(7.9%) | 116(92.1%) 126

Table No.2: Modalities of unnatural deaths- Gender
wise

Type of Modalities | Male | Female | Total | Percent

Fire Arm Injuries 85 8 93 73.8
Road Traffic

Accidents 18 1 19 15.1
Blunt Weapon 4 0 4 3.2
Hanging 3N 1 4 3.2
Bomb Blast 0 3 24
Strangulation 0 1 0.8
Unknown 2 0 2 1.6
Total 6 10 126 100

The frgquency anner of death was as follow:
homicid@s 95(75%.4%), accidental 22 (17.5%), suicides

7(5.5%) .6%) cases remained undetermined (Fig

1)y®he homidal deaths were further grouped as 90

(% cases of fire arm injuries, 4 (4.2%) as blunt
apon and one case (1.1%) of strangulation.

ISCUSSION

Autopsy is a vital tool for forensic investigation of
death which is caused either by natural or unnatural
causes. Legal aspects of human deaths have always
been part of the human experience, which can be
evaluated from different medico-legal approaches, the
intimal screening for manner and cause of unnatural
remain the core component of this investigations. To
attain the objective of present study, secondary data of
autopsies were used. The result reveals that male were
the common victim especially in the young age (20 to
39 years). This finding is in consistence with studies
conducted in India'®. Homicidal assault was noted as
major type of manner of death in our study followed by
accident and suicide, this is relevant to a study reported
from Karachi and Faisalabad that homicide was the
most common manner of death followed by accident
and suicide >,

Out of the reported homicidal cases 90 (94.7%) were
due to fire arm injuries which correlates with a study
stating that fire-arm injury was the commonest causes
of homicidal death in Dera Ismail Khan'®. The same
finding is also reported from a study in district
Faisalabad and Peshawar that fire arm injuries are the
leading cause of homicidal deaths' *°. A study from
India about fatal fire injuries reported that homicide
was the most common manner of death in fatal fire arm
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injuries’® Similar studies performed in Bangalore and
Dhaka with a dislike reports from our result that
accident is a major manner of death followed by suicide
and homicide™ *2,

According to the frequency of various modalities of
death in this study, the higher no of deaths were found
due to gunshot wounds followed by road traffic
accidents, which matches with the results of a study
conducted at Karachi®.

Negative autopsies in present study accounted 1.6%,
which is approximately similar 1.5% to a study
conducted in Peshawar®, however results of studies
from Peshawar 4% and Faisalabad 9.2% shown an
increases in proportion”” °, While the rate in Dhaka,
Bangladesh is reported 5.9%.

CONCLUSION

Male were the common victim mostly from young age.
The common manner of death was homicide followed
accident, while the fire arm injury was the main
modality of death in the present sample. A thorough
multi-sectorial study is needed to investigate overall
aspects of medicolegal autopsies, incorporating all
factors.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Orignal Article] A gocigtion Between Chewing Tobacco and Oral

Pre-cancer
Tobacco and Lesions of Oral Precancer

Hafiz Muhammad Rafique Tagar®, Saima Aqil?, Dost Muhammad Kalhoro®, Muhammad
Abdul Hafeez* and Farhan Jaleel®

ABSTRACT

Objective: To evaluate the association between different addictive habits and oral premalignant conditions/lesions.
Study Design: Cross sectional Study

Place and Duration of Study: This study was conducted at the Department of Biochemistry in collaboration with
Clinical Oncology department of Basic Medical Sciences Institute (BMSI), Jinnah Postgraduate Medical Centre
(JPMC), Karachi in 2015.

Materials and Methods: A total of 34 patients visiting the outpatient clinic of clinical oncology department with
different addictive chewing habits were included in this study. Initial assessment and diagnosis was made by history
and clinical examination which was subsequently confirmed histopathologically. The socio-demographic profile of
the patients, type of habit and nature of lesion all were recorded. The collected data was then evaluated for its
statistical significance on SPSS version 19.

Results: Out of 34 patients, 55.8% (n=19) were female while 44.2% (n=15) were The mean age was 39.1
years and 47% of the patients were in the 21-40 year age group. Gutka chewi theymost prevalent lifestyle
habit (41.2%) followed by chaliya (29.4%), naswar (14.7%), and pan (11.7%:. lalk® was the most frequent

precancerous lesion to be observed (58.8%) followed by oral erythroplakia (
Conclusion: The habit of Gutka chewing showed a statistically si
precancerous lesions and conditions.

Key Words: Oral precancerous lesions, Lifestyle habits, Gutka, Cha

ifican iatigh to the development of oral

war, pan

Citation of article: Tagar HMR, Aqil S, Kalhoro DM, H z MA, Jaleel F. Association Between Chewing
Tobacco and Lesions of Oral Precancer. Med Forum®Q17%8(3):33-36.

INTRODUCTION Q« arch has found that these habits are risk factors for

oducing oral lesions'. A change in colour of the
The lesions of oral cavity constitute the major jem normal reddish oral mucosa to white constitutes one of
problem in South Asian countries including % the most frequently encountered oral abnormalities®. A
The public of these areas have habits of cRe UtRa,  variety of malignant and premalignant lesions of oral
pan and betel quid (Quid is defined as e or  cavity appear white, like leukoplakia, oral submucous
group of substances remaining in con I e oral  fibrosis, oral lichen planus, erythroplakia and
mucosa containing one or bo% two basic  erythroleukoplakia'. ~ The initiation  of  these

ingredients i.e. tobacco angharedq@g/nul) Chaliya/areca  precancerous conditions may depend upon extrinsic
(s

nut, smoking and nasw;
common addictive habj

X These are the  local factors. The more frequently blamed factor is
b|\| pn this region. tobacco used in different ways i.e. smoking and

chewing that causes local irritation*. Pindborg and
Renstrup®® found that, smoking, chewing tobacco alone
2 Department of Biochemistry, Altamash Institute of Dental or |nclud_ed in pan are the causative _factors _for
Medicine, Karachi. leukoplakia. They further reported that habit of keeping

% Department of Biochemistry, Chandka Medical College, ~ Naswar (snuff) in the vestibule of mouth produces oral

1 Department of Biochemist i Aseefa Dental College,
SMBB Medical University, LarKana.

SMBB Medical University Larkana. precancerous lesions®. Caniff® reported that there is
* Department of Physiology, University of Sindh Jamshoro. general agreement in the literature that the areca nut
* Department of Biochemistry, Liaquat College of Medicine  chewing is another significant causative factor for oral
and Dentistry, Karachi. lesions®. Tilakaratne pointed out in his study that eating
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Larkana. deleterious chewing habits of Gutka, chaliya/ areca nut,
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Email: drmrtagar@gmail.com naswar and evaluated the association of these risk

) factors in causing oral precancerous lesions.
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MATERIALS AND METHODS

The study was carried out on 34 patients of
precancerous lesions (i.e. leukoplakia, erythroplakia
and oral sub mucous fibrosis) of oral mucosa, at the
department of Biochemistry, Basic Medical Sciences
Institute (BMSI), in collaboration with Clinical
Oncology ward of JPMC, Karachi in the last one year.
The criteria of oral examination were included on the
colour of oral mucosa and site of occurrence. The
patients were asked about the habits of taking gutka,
chaliya/areca nut, pan, spicy food, smoking, naswar and
all the findings were noted in a specially designed
proforma. The diagnosis of lesions was made clinically
which was later confirmed by histopathological
examination. Patients were categorized according to the
type of lesion and using deleterious chewing habits of
gutka, chaliya/areca nut, pan, spicy food, smoking, and
naswar. The data was analyzed by using the SPSS
(Statistical Package for Social Sciences) version 19.
The results were tested for risk factors and statistical
significance was evaluated by applying students-t-test
and chi-square test.

RESULTS

The study involved 34 patients with suspected
precancerous lesions out of which 15 (44.1%) were

male and 19 (55.9%) were female. The youngest patient e

seen in this study was 14 years old and the oldest one
was 70 years old. The mean age of study subjects bei
43.97 years. The mean age for male patients was 4
years and female mean age was 40.66 years .1%

)

Figure. I). The lesions were provisionally N

clinical examination and histologically cQgfirfgd, Out
of 34 Patients, 20 were diagnosed higioNgigdlly as
Leukoplakia, 10 patients of erythr@a and 04

Table No.2: Distribution o

patients were of oral submucous fibrosis (Table 2,
Figure 2).

Table No. 1: Distribution of study subjects
According to age and gender (n=34)
Age Group Male Female Total
(years)

Under 25 2 1 3
25-34 3 5 8
35-44 2 5 7
45-54 3 4 7

55 & above 5 4 9
Total 15 19 34
Mean ages 47.28 40.66 43.97

W Under 25

m25-34
35-44

m45-54

m 55 & above

FigurefNo. I: ing age wise distribution of
precan@grous cpnditions

® Gutka

m Chaliya/areca nut
Pan

mSmoking

W Naswar

Figure No.2: Showing predisposing factors of
precancerous lesions

cefjous Lesions In Relation To Predisposing Factors

Precancerous Chaliya/ Pan Smoking Naswar Total
Lesions areca nut
Leukoplakia 06 02 01 03 20
Erythroplakia 03 02 - 02 10
Oral Submucous 01 - - - 4
Fibrosis
Total 14 10 04 01 05 34

All of these 34 patients were asked about their
deleterious chewing habits like gutka, chaliya/ areca
nut, pan, spicy food, smoking and naswar. It was
observed that most of the subjects were having
deleterious chewing habits of Gutka (41.2%) followed
by chaliya/areca nut (29.4%), naswar (14.7%), and pan
(11.7%). Some of the patients had mixed habits of
using more than one of the risk substances. These
predisposing factors were statistically analyzed and
results showed that gutka chewing was more
predominant and statistically significant risk factor with

P value <0.05 where as the association of other factors
to oral premalignant lesions or conditions was not as
such significant (Table. 2).

DISCUSSION

A variety of oral precancerous lesions have been
identified to exist in conjunction with oral habits of
chewing the deleterious addictive substances®°. In our
study all the patients were habitual of chewing gutka,
chaliya/areca nut, pan, spicy food, smoking or naswar
in different forms and frequencies either in a single or
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joined form™. The gutka and chaliya/areca nut

chewing habits were statistically found significant.
Interpretation of data from a single institution has clear
limitations. The data reflects the specific patient
population reporting to this hospital and not the
community as a whole. In various studies regarding the
addictive habits of smoking, gutka, pan, chaliya/areca
nut, spicy food, naswar etc were found in positively
association with oral precancerous conditions®*". In the
study of Gupta®, leukoplakia was seen more frequently
in smokers than non smokers and reducing tobacco
consumption regressed the lesion while in the study of
Silverman and Griffith!* disappearance of oral
leukoplakia had occasionally been reported in patients
who continued to smoke. In same study the pan-
chewers lesion consisted of a thick brownish black
encrustation on the buccal mucosa at the site of
placement of areca nut/betel quid, their study shows
that the pan-chewers lesion deserve the designation of
leukoplakia®*>*.

The chewing of betel quid (gutka) is practiced in
several different ways in various countries, while the
major components are comparatively consistent!"*%. In
Pakistan and Southeast Asia, tobacco is usually used as
an ingredient for areca nut products especially in gutka,
chaliya, pan therefore it is difficult to know the
individual risk effect of tobacco or areca/betel
quid*®*®° A higher relative risk of oral cancer for®
areca/betel quid chewing with tobacco was notably
higher®®? than that for betel quid chewing withou
tobacco, and the evidence for leukoplakia as well

oral submucous fibrosis was also in the
direction®"®, ¢
In our study it was found that gutka, chali &Sa ut
and pan consumers were on a significa& r the
development of oral cancer which is ifi ConsiStent with
Khan' and Akram' (Table No. e study of
Yang® many oral lesions s@wwe significant
statistical power to clari e OWeCct™ areca/betel quid
from tobacco. In the nd Sharma® 2.6%
were quid chewers, 20.8 chewers had tobacco
as an ingredient, 13.1% use®Han masala with tobacco.
For oral lesions in this study the ratio of gutka and
chaliya/areca nut users was high which was comparable
to our study.

In our study the gutka and chaliya/areca nut chewers
were found more significant as compared with study the
of Y-H Yang® who showed in their study that
chaliya/areca nut quid chewing was a significant risk
factor for developing oral precancerous lesions®

But Mahar'’ found in his study that the quid chewers
with tobacco and quid chewers without tobacco were
affected by oral precancerous lesions which are
inconsistent with the present study. Pan was found
significant in the study of Sarawathi?*. Other so many
workers have found that the chewing/smoking of
Tobacco and areca nuts/betal quid usage were

positively associated for producing oral mucosal
lesions®*?®. In the study of Hashibel® the above factors
were found significant in producing oral leukoplakia.

This study demonstrated a significant positive
association between oral precancerous lesions and
addictive chewing habits especially of gutka,
chaliya/areca nut and pan®°*°. As pan is a mixture of
different substances i.e. betel leaf, areca nut, tobacco,
slacked lime and different other seasonings therefore
the individual roles of each of these ingredients in

causing oral precancerous lesions need further
investigation.
CONCLUSION

The habit of gutka, chaliya/areca nut and pan chewing
has showed a statistically significant association to the
development of oral precancerous lesions. Therefore, it
is recommended that the pegples aged > 40 years who
are habitual cigarette s ry areca nut, gutka, chaliya
and betel quid chewgiigs undergo oral mucosa
screening regularly, pgential of oral precancer

can he identifjegs ly as possible. Synergistic
effects e % ts all the above habits had an
over 4 OMer risk of developing oral cavity

uld be aware of such high risk factors
the oral precancerous lesions induced by

c
g@t life styles/social addictive habits.

flict of Interest: The study has no conflict of
terest to declare by any author.
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orignal Articlel— Clinjcal Presentation and
Histopathological Assessment of Acalculous
Cholecystitis

Shahnawaz Abro?, Shahida! and Adnan Ahmed?
ABSTRACT

Objective: To determine the clinical pattern and histopathological assessment in patients with acalculous
cholecystitis.

Study Design: Descriptive case series study

Place and Duration of Study: This study was conducted at the all units of General Surgery, LUMHS, Jamshoro
from January 2016 to July 2016.

Materials and Methods: Patients after diagnosis of acalculous cholecystitis through ultrasound were incorporated
in the study. Patients were selected from OPD of general surgery and admitted for the cholecystectomy. Surgeries
were carried out by senior general surgeons with more than 5 year experience. After surgeries all the specimen of

March, 2017

|Acalculous Cholecystitis|

the removal gall bladder, were sent to the laboratory from all the cases for the histopath
Results: This study contains 49 cases with diagnosis of acalculous cholecystitis,
Females were found most common 59.19%. Right upper quadrant pain was the rge
following by epigastrium pain, fatty food intolerance, nausea and vomiting and /%
abdominal discomfort were found with percentage of 51.02%, 12.24%
cholecystitis was the most common histological finding in 57.1
Xanthogranulomatous cholecystitis was in 10.20%,
malignancy was found only in 1 case and 2 cases were without path
Conclusion: Female gender is more associated with acalculous cho
was right upper quadrant pain and most prevalent higopa

W~

15.32%,

carcinoma was very low only in one case.
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INTRODUCTION '&
f & uation

Acute acalculous cholecystitis (AC)
which typically happens through seve

and also relatively rare and

thetype of pathology i

thicken.? Cholecystitis >10% of peoples
increases with the age. onest causes of the
GB pathologies are the D rogen, pregnancy, liver
cirrhosis, hemolytic diseaseS and the obesity.*Though
estimately 2 - 15% of acute cholecystitis may occur
without the events of gallstone, and without calculus
these are namedas, acalculous cholecystitis, and this
condition is diagnosed through increasing frequency in
critical cases and is also stated worldwide.™**

Many clinical observations occur but are nonspecific
to acalculous cholecystitis: painat right upper-quadrant,
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omryon in 92% of the cases,
Il as feeling fatigue and
0.40% respectively. Chronic

30 a . i . i
at cuf iti i
g@ingrenou olecystitis was in 4.08%, while

cholecystitis was found in

titis; most common clinical presentation
ogical finding was the chronic cholecystitis and

Presentation and Histopathological Assessment of

temperature elevation, leukocytosis, and some hepatic
abnormal tests ‘“aminotransferases, ALT, and the
bilirubin”.>* Several situations predispose to its
presence. It has not been likely to reliably determine the
prevalence of risk factors ofAC, but several studies
have listed their occurrence frequency in their cases
populations.

Etiology of AC is multifactorial and likely outcomes
from bile stasis or ischemia or both. Bile stasis
maycausedue to fasting, obstruction, postsurgical/
procedural irritation or ileus “TPN]”, those may lead to
bile inspissation which is directly toxic to GB
epithelium.*® Ischemia to organ may occur from several
risks related with systemic inflammation and could
have deleterious effects directly to all the walls of GB
layers.>’ It is observed that current practice is not to
send cholecystectomy specimen, in really all cases, for
histopathology; solely relaying upon gross examination
of the tissues to avoid additional financial burden on
patients’ family.®> Therefore aim of this study to
determine the histopathological evaluation in patient
with acalculous cholecystitis.
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MATERIALS AND METHODS Chronic  cholecystitis was the most common

histological finding in 57.14% patients, acute
This descriptive case series study had done at LUMHS  cholecystitis was found in 15.32%, Xantho-

in the all units of general surgery Jamshoro. Study
duration was 7 months from January 2016 to July 2016.
Patients after diagnosis of calculus cholecystitis through
ultrasound were incorporated in the study. Patients were
selected from OPD of general surgery and admitted for
the cholecystectomy. After admission all the required
laboratory investigation were carried out. Ultrasound
was repeated in all the cases after admission. Complete
clinical examination was carried out. After complete
preoperative  workup cases prepared for the
cholecystectomies. Surgeries were carried out by senior
general surgeons with more than 5 year experience.
After surgeries all the specimen of the removal gall
bladder, were sent to the laboratory from all the cases
for the histopathological assessment. All the
information regarding patients clinical presentation and
histopathological findings were recorded in the
proforma. For results analysis data was entered in the
SPSS program version 20.

RESULTS

This study was contains 49 cases with diagnosis of
acalculous cholecystitis, mean age was 43.12+4.23
years. Male were found in most common 59.19%, while
female were 40.81%. History of disease duration less e
than 5 years in 71.42% and 28.58% patients has disease
more than 5 years. Table:1.

Right upper quadrant pain was the most commop i

92% of the cases, following by epigastrium pai
food intolerance, nausea and vomiting and,Bth®g 35
well as feeling fatigue and abdominal dis were
found with percentage of 51.02%, 12.24%, % and
20.40% respectively. Figure 1.

Table No. 1: Basic charact

Basic variables A ency/%
Age (mean+SD) D A9%2+4.23 years
Gender
Male 29/59.19%
Female 20/40.81%
Disease duration
Less than 5 years 35/71.42%
More than 5 years 14/28.58%

Table No.2: Histopathological pattern n=49

Histopathology Frequency (%)
Chronic cholecystitis 26(57.14%)
Acute cholecystitis 08(15.32%)
Xanthogranulomatous 05(10.20%)
Gangrenous cholecystitis 02(4.08%)
Malignancy 01(2.04%)
Normal 02(4.08%)
Others 06(12.24%)

granulomatous cholecystitis was in 10.20%, gangrenous
cholecystitiswas in 4.08%, while malignancy was found
only in 1 case and 2 cases were without pathology.
Table 2.
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Figure Mo.1: paftern n= 49

DISGRISSJON
dey was contains 49 cases with diagnosis of

Nausea and
vomitings

adglculpus cholecystitis, mean age was 43.12+4.23
ale were found in most common 59.19%, while
feYrale were 40.81%. History of disease duration less
an 5 years in 71.42% and 28.58% patients has disease
more than 5 years. Comparable findings were found in
the study of Siddiqui FG et al® reported that 193 were
females and 27 were males with ratio f1:7. Meanage
was 32.3+5.3 years with range 19 - 80 years. On other
hand Soomro AG et al® reported that 79 were males and
442 were females and mean age was 47 years with
range of 7-75 years. While Gelani et al*® also reported
comparable mean age as well as 42.7 years.
In this study commonest clinical presentation was right
upper quadrant pain in 92% of the cases, following by
epigastrium pain, fatty food intolerance, nausea and
vomiting and others as well as feeling fatigue and
abdominal discomfort were found with percentage of
51.02%, 12.24%, 30.61% and 20.40% respectively. In
the comparison of our study Ghimire P et al'* reported
that the main presentation was the epigastrium pain in
70.11% patients, and dyspepsia in 62.84% patients,
nausea was in 56.96% and anorexia was in 44.57% of
the cases. Pain at right hypochondrium, radiating to
epigastrium and scapula, presents the condition onset.
Elevated temperature, vomiting and nausea may occur
in 70% of the cases.” Abscesses formation; GB
gangrene should raise suspicions in occurrence of
elevated temperature, leukocytosis and peristalsis
decreasese.? Subsequently several of these symptoms
are often observed in the cases having severe
conditions, who needed sedation, clinical consideration
may impaired, therefore impeding rapid diagnosis.*
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Some other studies**'* reported such elevated

temperature, vomiting and nausea, altered mental
status, dyspepsia and the occurrence of jaundice may
occur, but these very nonspecific presentations in
patients with a calculus cholecystitis.

In our study chronic cholecystitis was the most
common histological finding in 57.14% patients and
acute cholecystitis was found in 15.32%. Similarly
Talreja V et al*® found matching results and reported
that chronic cholecystitis was the most common and
noted in the 756 cases and acute was in the 61 cases.
On other hand, Kumar H et al*® demonstrated that from
histopathological assessment commonest finding was
chronic cholecystitis in 66.75% cases. We found
xanthogranulomatous  cholecystitis  in  10.20%,
gangrenous cholecystitis was in 4.08% and 2 cases
were without pathology. Similarly Kumar H et al*®
stated that gangrenous cholecystitis in the 2.25% cases,
xanthogranulomatous cholecystitis only in the 0.50%
cases, empyema in 1%, and adenocarcinoma in 1.25%
and 1% were normal gallbladders. Talreja V, et al™®
mentioned other histological results as
anthogranulomatous cholecystitis in the 12 patients and
gall bladder carcinoma was in the 11(1.14%) patients.
Similarly we found in this study malignancy of gall
bladder specimen only in 1 case. Mukhopadhyay S
et al'’ reported that intestinal metaplasia was in the
9.8% cases and dysplasia was found in the 5% of the
patients. Chronic inflammation containing GB may
develop the dysplasia, and consequent progression of
the GB carcinoma.

CONCLUSION

on Was

Female gender is more associated with a I

cholecystitis; most common clinical pr
right upper quadrant pain and m alent
histopathological finding was the chr cystitis
and carcinoma was very low onlyasg ase. More
research is required to mor on@ assessment of

acalculous gallbladder ¢
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Medical and Surgical
Options for Incomplete

|Original Article] Comparlson of Medical and

Surgical Management Options for Aportion
Incomplete Abortion
Fouzia Shaikh, Sabreena Abbas, Nabila Hassan, Sabreena Talpur and Sajida Yousfani
ABSTRACT

Objective: To compare the maternal outcome in medical versus surgical management of incomplete abortion.

Study Design: Comparative cross-sectional study

Materials and Methods: This study was conducted at the Department of Obstetrics and Gynaecology Unit Il
Liaquat University Hospital Hyderabad from 1% August 2015 to 31% July 2016.

Materials and Methods: Non-probability purposive sampling of 100 patients was done. During the study period, a
total 100 cases of incomplete abortion were enrolled in the study with gestational age <12 weeks and vaginal
bleeding with ultrasound showing retained products of conception for comparison analysis. Half of them were given
Misoprostol 200 pg twice daily for 5 days, and out of rest, 25 underwent manual vacuum aspiration and 25
underwent conventional evacuation under anesthesia. Maternal outcome was noted ang compared in both groups

using chi square test.

Results: The mean age of women in both study groups was 28.09+5.60 years. Maj
with mean parity 2.90+ 2.25. Mostly the women were at gestational age of 10
less in medically treated group (22%) as compared to surgically treated group

under anaesthesia (P-value=0.022).

Conclusion: Medical treatment is the safest method to offer to a
least side effects and no hospital stay. Manual vacuum aspiration is

where medical treatment fails or is contraindicated.

Key Words: Incomplete abortion; medical treatment, gurgi

under anaesthesia.
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INTRODUCTION Q

loss of a pregnancy prior to the agg=ef
fetus'. Each year throughout the wor
210 million women became,preg
some 80 million pregna

n countries where
abortion is legal it is fe in contrast to the
countries where abortion styfcted and large numbers
are performed under unsay¥ conditions®. In United
States, the overall mortality rate from abortion is
1.1/100,000  of  legally  induced  abortions.
Approximately 1.2 million legal abortions are
performed annually in the united states®. Data form
developed countries suggest that about 15 % of

pregnancies end in miscarriage.
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Distinguishing between an incomplete spontaneous
abortion and induced abortion is significant as there is
high-risk of complications as uterine perforation,
infection, infertility. Incomplete miscarriage is a major
public health problem in developing countries *.
Management of miscarriage includes expectant,
medical and surgical. Expectant management of
miscarriage is safe and likely to be cost-effective. In
medical treatment the misoprostol is commonly used
worldwide®. Medical treatment using an antiprogestin,
mifepristone (RU486), followed by a prostaglandin
(misoprostol or gemeprost), can also be used for
evacuation of uterine cavity. Medical approach is easy,
safe and given as outpatient basis®’. Of the Surgical
techniques used in the first trimester. Manual vacuum
aspiration is commonly applied to uterine evacuation
using a hand-held syringe as the source of vacuum®.
Vacuum technique is quicker, produces less blood
loss, and has a lower rate of perforation hospitalization
for post abortal infection than sharp curettage. Vacuum
aspiration should whenever possible; replace dilatation
& curettage®’®. Other surgical treatment option is
dilatation & curettage. It is less safe and more painful
than aspiration, so reserved for patients in whom other
options fail or not available®.
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Considering the prevalence of this problem and
multiple methods available for managing a case of
incomplete abortion, this study was planned. The
objective of this study is to compare the maternal
outcome in medical versus surgical management of
incomplete abortion. By conducting this study, we may
be able to appreciate the first line option for all women
with incomplete abortion in our setup and reduce the
associated maternal morbidity and mortality.

MATERIALS AND METHODS

The patients fulfilling the inclusion criteria (gestational
age < to 12 weeks with vaginal bleeding, ultrasound
showing retained products of conception) admitted
either from outpatient department or through
emergency were enrolled in the study after well-
informed verbal consent. Hemodyanamically unstable
patients, those beyond first trimester, with bleeding
disorders or other comorbidities were excluded from
the study. Patients were randomly assigned to two
equal groups. Group | patients were given Tab
Misoprostol 200umg orally twice a day for 5 days to
evacuate the uterus and Group Il patient received
surgical management. Half of them underwent Manual
vacuum aspiration and the rest underwent evacuation
under anesthesia. Relevant obstetric history and
examination carried out. Maternal outcome was
measured in terms of uterine infection, perforation and
failure of procedure in terms of incomplete evacuation
diagnosed on ultrasound on day 7 of treatment. D
was collected on a pre-designed proforma and analyge
on computer software SPSS version 19. Chi s u
was used to compare the outcome between

P value < 0.05 taken as significant.

RESULTS

It was observed that among G@ cases (Medical
treatment group), the n+ was 28.4+4.56
years. In Group Il (su eatrpnt group) mean+SD
age 27.78+6.52 years. sideging parity, in group |
majority were multiparous Wi 19 (38%) cases and the
mean+SD parity in this group was 3.0£2.30. Among
group |l cases also, majority were multiparous with 22
(44%) cases and the mean+SD parity in this group was
2.80+2.21.

Regarding gestational age, in group | the most
frequently presented gestational age was 10 weeks
presented by 21 (42%) cases. Amongst group Il also the
most frequently presented gestational age was 10 weeks
presented by 17 (34%) cases. Among medical treatment
group 39 (78%) cases did not develop any
complication, 2 (4%) cases developed infection and 9
(18%) cases had incomplete evacuation. Among
surgical treatment group 27 (54%) did not develop any
complication, 6 (12%) cases developed infection, 5
(10%) cases had perforation and 12 (24%) cases had
incomplete evacuation. Cases treated by manual

vacuum aspiration were less likely to develop infection
than cases treated by dilatation and curettage and the
difference was statistically significant (Chi square =
9.61, P-value = 0.022). Among medical treatment group
38 (76%) cases were successfully treated for
incomplete abortion whereas among surgical treatment
group 37 (74%) cases of incomplete abortion were
successfully treated. There was not statistically
significant difference in success rate between both
treatment modalities (Chi square = 0.53, P-value =
0.817).

Table No.l: Complications Among Procedures in
Surgical Treatment Group (n=50)

Complication MVA (n=25) | D&C (n=25)
None 16 (64%) 11 (44%)
Infection 01 (04%) 05 (20%)
Perforation 05 (20%)
Incomplete 04 (16%)
Evacuation

Chi Square =9.61, P
MVA = Mannual V

D&C = Dilatati

Medical Surgical
Treatment Treatment
Group (n=50) | Group (n=50)
cessful 38 (76%) 37 (74%)
nsuccessful 12 (24%) 13 (26%)

"Chi Square = 0.53, P-value = 0.817

DISCUSSION

Surgical techniques for first trimester pregnancy
abortion have been practiced since ancient times.
Progress in methods, development of improved
procedures and inventions of better equipment have
been done in the greater benefit of women as well as for
ease of the clinicians. The most widely practiced
surgical techniques for first trimester abortion in this
modern world are dilatation and curettage (D&C) and
vacuum aspiration—of which manual vacuum aspiration
(MVA) is more likely to be used among resource
limited developing countries like ours'* .

Progression in medical technology has offered women
a safer, cheaper and simpler alternative namely
‘medical abortion'?. Since more than a decade This
treatment is gaining acceptance by clinicians and
patients'®. Although misoprostol could be given alone
to induce a miscarriage, some studies have reported that
its effectiveness is still low in addition to a higher rate
of side effects '*. While mifepristone and misoprostol is
registered in the WHO Model List of Essential
Medicines® and is recommended to be used for early
pregnancy terminations', this is not the case in
Pakistan where mifepristone has yet to be registered,



Med. Forum, Vol. 28, No. 3

March, 2017

leaving clinicians with misoprostol alone instead of a
better option of these two drugs combined.

In the present study the mean+SD age was 28.09+5.60
years. Similar observations were made by Sochet T et
al'’ and Zhang J et al'®. In a study carried by
Woldetsadik MA et al'® the reported mean age of study
population was 23.0+4.4 years, which is quite lower
than that encountered in the present study.

In the study 34% subjects were nulliparous. Similar
observations were made in another study from Pakistan
by Farooq F et al®®>. However, contrast reports have
also been published. Zhang J et al*® reported lower
proportions of nulliparous cases i.e. 22%, whereas
Woldetsadik MA et al*® reported quite higher
proportion of nulliparous cases i.e. 67.3%. This
difference in the proportion of nulliparous cases seems
to be highly correlated with the age of the women
because there is a considerable difference in mean age
of the subjects between these studies.

The mean gestational age was 9.93+1.52 weeks.
Graziosi GCM et al # reported similar findings. In
contrast, Bagratee JS et al % have reported a higher
mean gestational age i.e. 10.6+1.3 weeks, whereas
Woldetsadik MA et al*® reported lower mean
gestational age i.e. 7.4+1.2 weeks. This difference in
gestational age also seems to be correlated with the age
of the subjects in a directly proportional manner.

In the present study the safety of medical abortion was @

compared with surgical abortion. Among medical

abortion group only 4% cases developed infection i
comparison of surgical abortion group in which 2

cases developed complications i.e. 12% dev

infection and 10% developed perforation )
medical abortion was found to be the fal ﬁ? od
than surgical abortion in the present stLN ever,
unlike the present study, medical abgftion,is®fikely to
have similar or higher complicatg n surgical
abortion. Trinder J et al® o@on—significantly
different complications ee ethods, whereas
Woldetsadik MA et a e igher complication
rate in medical abortionoupPthan surgical abortion
group i.e. 11.6% and 6.3%¥é€spectively. Most of the
studies available in the literature on management of
first trimester abortion have been conducted on large
scale with careful selection of subjects, heavy funding,
supported by a government or an NGO, and/or carried
out by skilled and designated medical personnel. On the
other hand, the present study was carried out in a
tertiary care hospital of a developing country with
limited resources. The cases were dealt as per hospital
protocol by different teams who may have different
skill levels in performing the relevant surgical
procedures and in use of particular tools. Also, the
sterilization levels may not be up to the mark
sometimes. These all factors may have added up and
caused this higher complication rate. 20%
complications among surgically treated group were

developed in cases who underwent D&C and only 2%
in those who underwent MVA. Similar results were
reported by Farooq F et al®® In their study more
complications were developed in D&C group than in
MVA group with very high statistically significant
difference (p=<0.0001).

In the present study, the difference of success rate
between medical abortion and surgical abortion
was statistically non-significant (p=0.817). Moodliar S
et al* reported insignificantly lower success rate in
medically treated group, as also reported by Zhang J
et al’® Woldetsadik MA et al'® However, Graziosi
GCM et al** reported significantly low success rate in
medically treated group (53%) than in surgically treated
group (96%).

CONCLUSION

Medical treatment is fousd to be a safer mode of
treatment than surgi eatment in terms of
complications. Both ical"qnd surgical methods for

the treatment of i te glbortion were similarly
efficient in terprseg cess rate. Among surgically
treated aI ctuum aspiration was safer
i erms of complications.
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orignal Article] - >_Reactive Protein Elevation [, SRective Protein

in Patients With Acute Pancreatitis

Rasool Bux Behan', Agha Taj Mohammed®, Faiza Hameed' and Rafigoue Hingoro?
ABSTRACT

Objective: To find out the frequency of CRP elevation in patients having severe acute pancreatitis at tertiary care
Hospital.

Study Design: Cross-sectional study

Place and Duration of Study: This study was conducted at the Surgery Department of LUMHS from September
2015 to March 2016.

Materials and Methods: Total 60 selected for the study and informed consents were taken. All the patients of acute
pancreatitis were selected for study while patients with other severe co-morbidities and other infections were not
selected. C-reactive was noted in all the cases by blood test from diagnostic laboratory. Patients who had other co
morbidities were excluded from the study. All the information was gathered on self-designed proforma regarding
age, gender, clinical features, ¢ reactive protein etc.

Results: Total 61 patients were included in the study. Mean age was 32+2.04. 13(20.1
group of <30 years while 18(30%) patients were from 30-40 years of age group.
while 15(25%) were males. According to the cause of acute pancreatitis choliljsig s the most common in
33.34% of the cases, alcohol consumption was in 16.6%. 45(75%) patients wi w is had raised c reactive
protein while 15(25%) had normal c¢ reactive protein. CRP is the ood@ Sive diagnostic tool for acute

patients belonged to age
0) patients were females

pancreatitis.
Conclusion: We concluded that CRP elevations is the good find noninvasive diagnostic tool for pancreas
inflammation with good efficacy

Key Words: C-Reactive Protein, Pancreatitis.

Citation of article: Behan RB, Mohammed AT, Ha?nee@(ingoro R. C-Reactive Protein Elevation in
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INTRODUCTION Qo 30% containing on the occurrence of non-infected
versus infected necrosis.* In United States, up to
Acute pancreatitis is the commonest diseas @ 210,000 cases for each year are admitted in the
tract, prominent to incredible, physical and thafin hospitals due to acute pancreatitis. Hallmark symptom
burden.? In 2009 in US acute pa%' the  of the acute pancreatitis is an onset of acute pain of
commonest  gastroenterological diagM®si h 26  upper abdomen, with nausea and the vomiting
billion dollars cost.” Despite the f c@ the illness  frequently. Frequent locations of the pain are umbilical

procedure might be constraiged t tic tissue, it region and epigastrium regions. Pain may originate to
additionally can include pari gtissues or more back side, trunk, flanks, and lower part of the abdomen.
Al
ul i

reserved organ locatj pancreatitis may  CRP is a generally utilized diagnostic tool for
happen as a segregated ight be recurrent. It emergency, particularly in febrile and equivocal
has an assortment of caus can run in seriousness infective cases. It was distinguished in 1930 and was in
from gentle to extreme anC life threatening. A few  this manner arranged into an "acute phase protein”.
patients may require prolonged hospital stay, while CRP may be significant in the evaluation and diagnosis
others might be fundamentally sick with numerous of the acute. C receptive protein reactions and
organ dysfunctions requiring ICU observing. Mild progression rate in the acute pancreatitis reflect
acute pancreatitis having very less rate of mortality as  distinctive severities. CRP large concentrations more
well as < 1%,> While the mortality is significantly  than 10mg/dL sustained in the severe attack, and give
associated with severe acute pancreatitis estimately 10 the cautions of following strict local inflammations in

cases whose early disease is comparatively mild and

1. F a2
Department of Surgery / Medicine”, LUMHS, Hyderabad. clinical course is at first generous. ESR can also predict

Correspondence: Dr. Rafiqoue Hingoro, Department of  the severity of the acute pancreatitis with a somewhat

Medicine, LUMHS, Hyderabad. substandard implementation to CRP. Consolidated ESR
Contact No: 0313-2851728 and CRP at twenty four hours can perfectly predict the
Email: dr.sajidarain@gmail.com severity of acute pancreatitis®. For pancreatitis, CRP is

an evaluation tool to assess the pancreatic severity.
Truly we can't recognize the bacteremia from the non-
bacteremia illness through CRP level, and doctors must
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take the definite history of fever onset to enhance the 25.00% 20.00%
accurate prediction of the bacteremia before the blood 40.00% 33.34% .
culture findings came out®. Acute-phase reactant CRP is Bt
presently the serum variable of the choice to early, 25.00%
perfect and cost effective assessment of the severity of 20.00% 16.66%
in routine clinical practice of acute pancreatitis. Very 10.00%
few studies on this aspect are conducted in our setup so o . . .
we aimed to find out the association between c reactive
- LU : - o o
protein elevations in patients with acute pancreatitis. 08" &&@ o&a
MATERIALS AND METHODS L4 o\-a'?'
This cross-sectional study was conducted in surgery &
department of LUMHS from 2015 to 2016. Total 60 Figure No.1: Causes of acute pancreatitis n=60
patients were included in the study after taking 80.00% -
informed consent. In this study all the patients with 75.00%
diagnosis of acute pancreatitis were selected. Acute 70.00% -
pancreatitis was confirmed by CT scan and C reactive 60.00% -
protein had assessed through taking 2CC venous blood 50.00% -
and referred to the Hospital diagnostic laboratory. All 40.00% -
the patients with history of any severe co morbidities R
and any other inflammatory disease were not selected. 30.00% - 0%
All the cases were diagnosed according to the 20.00% -
presenting sign and symptoms and according to the 10.00
serum amylase level and lipase levels. After those
patients in whom diagnosis had confirmed, through 0.0 ' '
serum CRP elevation after 2" day of admission and all Normal Raised
and by abdominal contrast enhanced CT scan after 72 o Fi No 2: Frequency of CRP elevation in patlents

hours of admission. All the information was gathered
on self-designed proforma regarding age, gender,
clinical features, ¢ reactive protein etc and in SP
analyzed.

RESULTS Q
Total 60 were studied. Mean age \“ .04.
13(20.1%) patients belonged to age gr, 0 years
while 18(30%) patients were fro ars of age
group. 45(75%) patients e s \while 15(25%)
were females. Table 1

According to the 0 cute pancreatitis
cholilithiasis was the compnon in 33.34% of the
cases, alcohol consumption in 16.6% patients while
40% cases were with multiple causes and 10% were
unknown fig:1.

In this study, 45(75%) patients with cholecystitis had
raised c reactive protein while 15(25%) had normal c
reactive protein. Figure 2

Table 1:Age and gender distribution of the patients
n=60

Age and gender Number Percentages
Agegroups
< 30 years 12 (20%)
30-40 years 18 (30%)
>40 years 30 (50%)
Gender
Males 45 (75%)
Females 15 (25%)

ute pancreatitis n=60

SCUSSION

Acute pancreatitis is the condition in which sudden
inflammation that goes on for a brief timeframe. It
might run from mild to severe, discomfort life-threating
disease. Mostly cases having acute pancreatitis may
completely manage after taking right and timely
treatment. In cases having severe acute pancreatitis in
resulting may bleed in the gland severely tissue damage
formation of the cysts and infection. It is an acute
pancreatic inflammation presenting clinically with the
acute abdomen.” Disease severity associated with
macroscopic hemorrhage and fat necrosis in and around
the pancreas. ’

In our study in 75% cases with severe acute pancreatitis
CRP elevatlon was found in 75% of the cases. Similarly
Alfenjo et al® reported out of 157 patients of acute
pancreatitis whose serum CRP level were determined.
Out of 157, 132 patients had high CRP level less than
or equal to 200mg/L obtained at 72 hrs of symptoms
onset is valuable to interdict with the big degree of the
probability, the presence of necrosis. On other hand
Vermeire S et al® also found the relationship between
the CRP level and pancreatic necrosis and reported that
out of 78 patients most of patients had high CRP level
cut off of 110mg/L In the favor of our study Tariq
Saeed et al.'® demonstrated that estimation of the
severity state in patients having Acute pancreatitis
constitute a significant part of diagnosis and complex
treatment so in this diseases early diagnosis and
severity can prevent complications and CRP level can
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early predict the severity of diseases. Barauskas G et
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orignalAriclel Cystic Duct Anomalies Encountered

During Laparoscopic Cholecystectomy

Huda Ashfaque Ali, Sohail Ahmed Memon, Ambreen Muneer, Shiraz Shaikh, Ghulam
Akbar Khaskeli and Tahmida Almani

ABSTRACT

Objective: To determine frequency of cystic duct anomalies and its common types in patients during laparoscopic
cholecystectomy.

Study design: Descriptive / cross sectional study.

Place and duration of study: This study was conducted at Liaquat University of Medical and Health Sciences,
Jamshoro and in Rajputana Hospital, Hyderabad from July 2014 to December 2014.

Materials and Methods: After all relevant investigations, patient with diagnosis of cholelithiasis was submitted for
laparoscopic cholecystectomy. Final outcome of cases operated in terms of cystic duct (C.D) anomalies were entered
on proforma provided to all operating surgeons having >5 years of experience.

Results: A total of 301 patients were included in this study. The mean age of the patients was 40.58+16.82 years

March, 2017

Laparoscopic
Cholecystectomy

(range is 31-60 years) . Most of the patients were lie < 46 years 175(58.1%)only. O
116(38.6%) patients were male and 185(61.4%) were females. Cystic duct anomalies
cases only. In the present study the most common and higher incidence rate of anogalie
observed. Statistically the Incidence was found to be higher than in the previous g \%
Conclusion: In this study the most common & higher incidence rate of 3
observed. Statistically the Incidence was found to be higher previou ud@n
especially with anomalies prevent the damage to biliary tree during lffparosc

Key Words: Bile duct injury, Laparoscopic cholecystectomy, Cysti
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duct, Spiral cystic duct
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INTRODUCTION

being performed in  Pakistan.  Laparog
cholecystectomy (LC) is now considered as
standard surgical option for treatment of
and nowadays it is also being widely acC®y )
society L vVariations have been observ hewg
of gallbladder, intrahepatic as wel atic ductal
system and vasculature sup in@and liver. It is
important for the surgeg® to ese variations,
i sepenomalies may lead
, bipMary injuries, leaks and
stricture after laparoscopic ecystectomy?. In billiary
surgery though ductal injury is an uncommon
complication but with increasing use of LC, there has
been an associated rise in the incidence of billiary
ductal injury®.Therefore a surgeon should know and be
aware of variations in anatomy in order to avoid
significant ductal injury during billiary surgery.*

to inadvertent ductal liga
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h®wfCidence and variety of biliary anomalies have
reported to be as high as 47% of the population,

b
Cholecystectomy is one of very common operatiDQased on operative, cholangiography, and autopsy

studies. Within a 3-cm critical zone along the cyst-
hepatic angle, 85% of all aberrant bile ducts are found®.
Incidence of cystic duct anomalies in study is (4.33%)>
Incidental finding have been reported in the literature as
case reports, unique anomalies of cystic duct (CD)° .
Anomalies found in literature are spiral cystic duct
(7.9%)’, low insertion of the cystic duct (9%)*® and
aberrant right hepatic duct draining into common bile
duct (CBD) and common hepatic duct (4.6-8.4% )°.
However, drainage of aberrant right duct into cystic
duct is rare and only four cases reported® Most of these
cases were reported from United State of America
(USA) and from United Kingdom (UK). Little is known
about its rate of occurrence and varieties in our
population.

Therefore, this study is planned to assess types of
anatomical variations of the cystic duct morphology
during laparoscopic cholecystectomy, in our society, in
order to help the future surgeons to avoid serious
complications during laparoscopic cholecystectomy.

MATERIALS AND METHODS

Study was conducted in department of surgery of
Liaquat University of Medical & Health Sciences
(LUMHS), Jamshoro and in Rajputana Hospital,
Hyderabad. It is a descriptive cross sectional study.



Med. Forum, Vol. 28, No. 3

March, 2017

Non-Probability Consecutive sampling technique
applied where every patient meet the inclusion criteria
will be recruited. All cases of elective laparoscopic
cholecystectomy after confirmation of diagnosis of
cholelithiasis by history, clinical examination and
investigations were included in study . Investigation for
confirmation of diagnosis includes ultrasound abdomen
, LFTs and if needed CT scan upper abdomen or MRCP
is also performed. All patients with acute cholecytitis,
empyema of gall bladder, acute pancreatitis, obstructive
jaundice and carcinoma of gall bladder were excluded
from the study. This was conducted from July 2014 to
December 2014 after ethical committee approval. Data
was collected using structured proforma including all
variables like age, gender, cystic duct anomaly and its
common types which will be filled by principle
investigator and by all operating surgeons having > 5
years experience.

Data was entered and analyzed by SPSS version 20.
Descriptive statics was calculated. Where mean and
standard deviation was calculated for age of patient
respectively. We arrest frequency and percentages of
ages was calculated for gender distribution, cystic duct
anomalies (yes/no) and its outcome variables: spiral
cystic duct (yes/no), low insertion of cystic duct (yes/
no), aberrant hepatic duct (yes/no). To see the effect
modifier of outcome variables was controlled through

stratification like age & gender. Chi square test was @

applied when frequency found to be less than 5. Fisher
exact test was applied and p value <0.05 will be take

as significance.

RESULTS
A total of 301 admitted in the departm

meeting the inclusion and exclusiopgCrigria were
included in the study. The mean age @0. 8+16.82
(range 31-60 years). Most of, the ere lie < 46
years 175(58.1%). Media 2 years. Out of
301 number of cases 8.6 atients were male
and 185(61.4%) were feRgaJés:
Table No.l: Types gstic Duct Anomaly
according to their 3§ numb¥€r of Patient’s

When we compare age and gender with cystic duct
anomalies we found both of the variable were
statistically significant with p-value less than
0.05.(Table 2,3)

Table No.2: Comparison of Cystic Duct anomaly
with gender distribution (N=301)

Cystic Duct
Gender Anomaly Total P Value
Yes No
Male 08 108 116
(2.7%) (35.9%) | (38.5%) .
30 155 185 | g0
Female (10%) (51.5%) (61.5%) ignificant
Total 38 263 301
(12.6%) | (87.4%) (100%)

Table No.3: Comparison of Cystic Duct anomaly

Types of Cystic Duct | Frequency (f) | %oages
Anomaly

Spiral cystic duct 20 52.6%
Low insertion of cystic 13 34.2%
duct

Aberrant right hepatic 05 13.1%
duct joining cystic

duct

In this study among 301 cases, Cystic duct anomalies
were noted in 38 (12.6%) cases. In the present study the
most common and higher incidence rate of anomalies
like Spiral cystic duct were observed. Statistically the
Incidence was found to be higher than in the previous
studies. (Table 1)

with Age Group distribution (N=301)
Cystic Duct

Gender Anomal Total P Value
Yes 'M

Age<46 29 | /1 6 ) 175

Years (9.6% %) (61.5%) 0,000

Age>46_In ‘ 126 .00

Yearg/ (3&’ (38.9%) (41.9%) Significant
3 263 301

TOta\(_lg}%) (87.4%) | (100%)

IﬁUSS ION
Xﬂ thiasis and cholecystitis commonly affecting our
p

lation especially the female patients. Laparoscopic
olecystectomy and also open cholecystectomy are the
two surgical options for symptomatic gallstones with a
cure rate of up to 95%.° In the present times
laparoscopic cholecystectomy has become a very
common procedure for patients with choleliathisis
producing symptoms. The success and safety of
laparoscopic cholecystectomy depends upon the basic
knowledge of normal anatomy and common variants of
extra-hepatic billiary system and cystic duct™® A
thorough knowledge of the Extra-hepatic biliary
apparatus could go a long way to minimize post-
operative complications. As early as 1803 a study by
Luschka showed the presence of accessory hepatic
ducts. In a prospective study(1996) on 513
cholangiograms by Kullman E et al, anatomical
aberrations of bile ducts were found in 98(19%) cases.
In 8.4% cases the aberrant bile ducts opened into cystic
duct.! Lamah M, et al(1999) also found anatomical
variation by intra-operative cholangiography in twelve
cases out of 2080 cases and commonest anomaly(n=5)
was accessory bile duct followed by  abnormal
termination of cystic duct (n= 3). ** Hence anomalies of
the cystic duct was viewed with extra interest.
In this study the average age of patients was
40.58(16.82) years. Minimum age was 31 years and
maximum age was 60 years. There werel85 (61.4%)
females and 116 (38.6%) males. A study from Sindh
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Pakistan studied 300 cases of cholelithiasis reported the
similar gender and age distribution™® Another study
from Iraq reported Patients' age ranged from 20-69
years, with a higher frequency during the third and
fourth decade. Females constituted 84% of the
patients™.

In our study 38 (12.6%) cases have cystic duct
anomalies out of 301 cases. Out of thirty eight case
spiral cystic duct anomaly was common and found in
20 (50.6 %) cases. While aberrant right hepatic duct
joining cystic duct was found only in 5 (13.1 %) cases
and low insertion of cystic duct was found in 13
(34.2%) cases. The incidence and variety of biliary
anomalies have been reported to be as high as 47% of
the population, based on operative, cholangiography,
and autopsy studies. Incidence of cystic duct anomalies
in study is (4.33%).2 Incidental finding have been
reported in the literature as case reports, unique
anomalies of cystic duct (CD)® like spiral cystic duct,
low lateral insertion and narrow-winding of the cystic
duct reported with incidence of (7.9%)” and (9%)*®
respectively. Aberrant right hepatic duct draining into
common bile duct (CBD) & in common hepatic duct
with incidence of 4.6-8.4%, however, drainage into
cystic duct is rare and only four cases reported.[3] A
local study reported anatomical variation in 14% cases,
among total anomalies of 14 cases, the Moynihan’s

hump (6%) ,accessory cystic artery (6%) , Double ®

cystic duct (1%) and Long cystic duct (1%) were the
total encountered variations ™ In another local study th
operative findings revealed variations in 61 (20.33
patients mainly involving cystic artery (10.67%),/CY9§
duct (4.33%), right hepatic artery (2.6786 (
gallbladder (2%).1° Other studies reporteq, jrfgence of
accessory cystic duct from 1 to 30%.*
Anatomic variation of the extra hepati€ Dili

been the subject of numerous igations, the

reported incidence of co it%malies varying

from 1.6 to 47.2%. In thiS stu mical variation
e

was noted in 12.6% (ng38) . Wiliary tract has more
anomalies in 1cm - 13 of ghe space in the cystic
duct region than in any 218
Careful exploration of Calot's triangle and exact
identification of extra hepatic biliary tree and cystic
duct anomalies such as spiral cystic duct, low insertion
of cystic duct and aberrant right hepatic duct joining
cystic duct is important to avoid biliary injuries during
laparoscopic cholecystectomy. %%

CONCLUSION

In the present study the most common & higher
incidence rate of anomalies like Spiral cystic duct were
observed. Statistically the Incidence was found to be
higher than in the previous studies. Identification and
careful dissection especially with anomalies prevent the
damage to biliary tree during laparoscopic
cholecytectomy.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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with early Onset Sepsis in Pakistan Institute | “g o

of Medical Sciences Islamabad

Misbah Anjum®, Chetan Das? and Devi Dass’

ABSTRACT

Objective: To see frequency of neonatal Meningitis in early onset of neonatal sepsis.

Study Design: Descriptive study

Place and Duration of Study: This study was conducted at the Children’s Hospital NICU and Neonatal Nursery of
MCH Centre PIMS, Islamabad from February 2015 to August 2015

Materials and Methods: Total of 90 septic neonates were screened who fulfilled the inclusion criteria. All the
information recorded in the proforma and data was entered in software SPSS version 18. The descriptive analysis
were carried out and reported as mean with standard deviation for age. The level of significance was selected as 5%

(p-value 0.05). The results are presented as tables and graphs.

Results: Total of 90 septic neonates were enrolled in this study. The mean (standard
neonates was 36.3 (x 20.2) hours and half of the neonates with sepsis 51 (56.7%) wer,
ratio was 1.9 to 1 and intrapartum maternal high fever was present in only 4 (4.4%).

meningitis (p-value 0.001).

Conclusion: We concluded in this study that there is low incidence
early onset sepsis, but it is quite important to have lumbar punctur
these 3.3 percent cases of meningitis would have been otherwise mi
Key Words: Neonatal, meningitis, early onset, sepsis, Lumbar punc

deviation) age of all septic
pieterm. The male to female
qpoor feeding which was
th septic neonates with
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INTRODUCTION

not doing well, with lethargy, irritability, poorfe

017;28(3):51-55.
TERIALS AND METHODS

g Neonatal Intensive Care Unit (NICU), The Children’s

Septic neonates are defined on clinical grounds a; II neonates with suspected sepsis admitted at the
ap d,

temperature instability, respiratory distre
abdominal distension, vomiting or po;

Laboratory investigations shows Lep®peNg ‘<5000
white blood cell (WBC) per mm3\or Deukocytosis

3 ive protein

as presentation of
neonates with sepsis hours of life. Late
onset neonatal sepsis isWgefided as presentation of
neonates with sepsis after hours of life. Neonatal
meningitis is defined as: Positive cerebrospinal fluid
(CSF) culture (Gold Standard) or Negative CSF culture
but raised CSF WBC count >25 WBC per mm3 of an
atraumatic tap with Red Blood cells (RBC) count
<1000 RBC per mm3. 2
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Hospital, Islamabad and Neonatal Nursery of Mother
and Child Health (MCH) Centre, Pakistan Institute of
Medical Sciences (PIMS), Islamabad were screened
and fulfilled inclusion criteria were enrolled in the
study. The study was conducted from February 2015 to
August 2015. The sample size for the study was
estimated by using Statcalc program of Epilnfo
software. By selecting the population size as 100,
(estimated admissions of suspected early onset neonatal
sepsis at our setting in six months) and expected
frequencies as 6% with worse expected as 3%. With the
confidence level selected as 95%, the estimated sample
size was 71. A convenience, non-probability, sampling
technique was chosen. Inclusion criteria for enrollment
were age less than 72 hours, both gender, diagnosed to
have sepsis as defined above and informed consent
given. The neonates who has age more than 72 hours,
major congenital abnormalities such as
meningomylocele, hydrocephalous, consent refused by
parents and traumatic lumbar puncture were excluded
from study. Parents/caretakers were informed about the
nature of the study and about the association of
neonatal sepsis with meningitis and consequences of
delayed or missed diagnosis of meningitis. The
approval from hospital ethical committee was taken.
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All parents/caretakers were interviewed and detailed neonates with sepsis, more than half of neonates with
information regarding the maternal and neonatal risk  sepsis, 52 (57.8%) had positive blood culture, while 38
factors was collected. General physical and systemic (42.2%) neonates had negative blood culture.
examination was carried out. Afterwards, a lumbar  Amongst the 52 neonates who had positive blood
puncture was performed by keeping aseptic measures in culture, the most common micro-organism was
each neonate. Samples were taken and sent for the  Coagulase Negative Staphylococcus, which was found
laboratory investigations at the time of enrollment. All in 27 (51.9%) neonates with sepsis. However, cultures
the information regarding history, examination and positive for coagulase negative staphylococci were
laboratory investigations was filled on a proforma, regarded as contaminants. In remaining 25 blood
especially designed for this study. The management of  culture positive cases, other micro-organisms were
neonatal sepsis was then started in all neonates. present and the most common organism was
Data Analysis: All the information recorded in the Enterobacter reported in 12 (48%) neonates with sepsis.
Proforma was entered by using the software SPSS Other organisms grown were Klebsiella, E-Coli and
version 13. Student t test and Chi-square tests were Staph Aureus present in 9 (36%), 3 (12%) and 1 (4%)
carried out. The Chi-square test values were estimated respectively (Figure 1).
and p-values were obtained and reported. The level of  The frequency of meningitis among all the neonates
significance was selected as 5% (p-value 0.05). The  with sepsis enrolled in this study. Out of 90 neonates
results are presented as tables and graphs. with sepsis, only 3 (3.3%) neonates were declared to
have neonatal meningitis F culture was negative in

RESULTS all three neonates and t nates were diagnosed to
During the study period of six months, a total of 90 have neor_1ata| ment n thy basis of abnormal CSF
septic neonates, who fulfilled the inclusion criteria were ~ P1€OCYOSIs.

enrolled in this study. The age in hours at the time of The NECNALES 0 to ha\_/e menlngl_tls_ were
enroliment of all the enrolled neonates with sepsis are  S119Ntlyfyoungegan nebnates with no meningitis as
shown in Table 1. The mean (standard deviation) age of (sta_n_d rd deviation) age of all septic neonates
all septic neonates was 36.3 (x 20.2) hours. The . was 29.3 (.i 167) hours and among
youngest neonate was only one hour old, while the se neonates W|th_out r_nenlngltls it was 36.6 (i .20.5)
oldest one was 71 hours of age. The peak age of ® h_ rs. JHowever, this difference was not statistically
enrollment was between 21 to 50 hours of age, as 62% %'s a_nt (p-value = 0.'55)' N .

(n = 56) of neonates with sepsis were aged between eptic neonates with meningitis were male, while
and 50 hours. ong septic neonates \_Nlthout meningitis, 56 (_64.4%)
Out of 90 neonates with sepsis, majority of n were boys and this difference was not statistically

were male 59 (65.6%), whereas only 31 (34,4% jNaigse significant (p-value = O'.ZO) (Ta_ble 2).

neonates were females. The male to fero Nio The presence of various risk factors were also

19101 compared between septic neonates with meningitis and
' ' without meningitis and shown in Table 3. No statistical

ble 2. The significant differences were found in the presence of

' various risk factors between the septic neonates with

mmon risk factor as  Meningitis and without meningitis. All septic neonates
sepsis 51 (56.7%) with meningitis had positive blood cultures. Out of

Were preterm. three septic neonates with meningitis, one had
The history of intrapartumPmaternal high fever was Enterobacter, other had Klebsiella and the third one had

present in only 04 (4.4%) neonates, while 18 (20.0%) E-Coli.
neonates with sepsis had positive history of premature  Table No.1: Frequency of maternal risk factors

maternal risk factors are pgesen
preterm, defined as less
age, was identified as
more than half of th

rupture of membrane. among neonates (n =90

Amongst the neonatal risk factors, birth weight less No. of neonates %age
than 2.5 Kg was the most frequently reported risk Intrapartum maternal

factors among the neonates with sepsis, as 64 (71.1%) high fever

neonates had birth weight less than 2.5 Kg. Yes 04 4.4%
Low APGAR score, defined as less than 5 at 5 minutes, NoO 86 95.6%
was reported in 09 (10.0%) neonates with sepsis, PROM > 24 hours

whereas chorioamnionitis was present in only 2 (2.2%) Yes 18 20%
neonates with sepsis. No ) 80%
Leukopenia was present in 09 (10.0%) of neonates with Preterm (< 37 weeks)

sepsis, while leukocytosis was present in 19 (21.1%) Yes 51 56.7%
neonates with sepsis. Out of 90 neonates with sepsis, 45 o
(50.0%) had positive C-reactive protein. Out of 90 No 39 43.3%
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Figure No.l: Frequency of presence of various
organisms among the blood culture positive septic
neonates (n = 25)

Table 2: Comparison of demographic characteristics
of septic neonates with meningitis versus septic
neonates without meningitis (n = 90)

Demographic With Without p-

features meningitis | meningitis value
(n=3) (n=187)

Age (in hours)

Mean (SD) 29.3(= 36.6 (x20.4) | 0.55
16.7)

Gender

Male 3(100%) | 56(64.4%) 0.20

Female 0 (0%) 31(35.6%)

Table No.3: Comparison of presence of risk fact
among septic neonates with meningitis versus
neonates without meningitis (n = 90)

Septic Neonates
Risk factors With Withg

meningitis | megingitis

(n=3)
Intrapartum 0 (0.09 %) 0.70
maternal  high
fever \
PROM > 24 |1@EW%)Y | 17 (19.5%) | 0.55
hours
Preterm (< 37 | 1(33.3%) | 50(57.5%) | 0.40
Weeks)
Low APGAR 0 (%) 9 (10.3%) 0.71
Birth weight < | 02 (66.7%) | 62 (71.3%) | 0.86
2.5 Kg
Chorioamnionitis | 0 (0%) 2 (2.3%) 0.79
Abdominal 1(33.3%) | 15(17.2%) | 0.47
distension
DISCUSSION

Early onset neonatal sepsis is usually caused by micro-
organisms such as Group B Streptococcus, E-Coli,
Klebsiella, Listeria or other Gram-negative organisms.
These micro-organisms are usually acquired from the

maternal genitourinary tract. The timing of clinical
infection depends on the density of colonization of the
mother, rate and density of colonization of the newborn,
strain and hence the invasiveness of the micro-
organism, and presence or absence of various obstetric
risk factors. *4°

Incidence of neonatal meningitis in early onset sepsis in
this study is comparable with other studies. A recent
study by Shiva and colleagues in Iran enrolled 380
suspected cases of neonatal sepsis. Out of 380, 248
neonates were younger than 72 hours of life. Among
neonates younger than 72 hours, meningitis was
diagnosed in 17 (6.9 percent) neonates. In India,
Chacko and Sohi examined 36 neonates with early
onset sepsis and found that meningitis was present in 3
(8.3 percent) of neonates ® &,

A hospital based study in Nairobi, Kenya, reported a
much higher rate of meningitis among neonates with
sepsis 15 (17.9 percent) septic neonates had neonatal
meningitis.”

On the other hang
extremely low yi

utine lumbar puncture.
es evaluated 861 neonates for

mbar punctures should be reserved for

infagts with central nervous system signs or
b%ﬂia.lo, 11,12

i y, another study from Nigeria, examined 562
n@pnates and lumbar punctures were performed in all

onates less than 72 hours of age and no case of
meningitis is found in neonates less than 72 hours of
age. The authors suggested that meningitis is very rare
in the first 72 hours of life and therefore, the expected
yield of routine lumbar punctures in early onset sepsis
does not justify the risks associated with the procedure.
They subscribed to the view expressed in several earlier
studies that routine lumbar puncture should be
eliminated from early onset sepsis evaluation and
reserved for bacteremiac infants, or infants with
neurological signs.*®
There are several reasons for variation like sample size,
medico-legal perspective in different health settings
from less than 1 percent to around 18 percent of
incidence of neonatal meningitis among septic
neonates. In communities with heightened awareness of
medico-legal implications, there is a trend to be very
stringent in the work-up of a possible septic neonate,
resulting in a low yield of positive lumbar puncture. If
the selection criteria for a septic work-up would have
been similar in different settings then the incidence of
meningitis would not have shown such diversity in
different surveys. However, early recognition of
neonatal meningitis is of prime concern because of the
increased morbidity and mortality associated with
delayed or missed diagnosis. Because neonates have a
limited repertoire of responses to any stressful
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condition, sepsis with or without meningitis is often
invoked as a possible diagnosis in any sick infant.

In current study, out of 90 neonates with sepsis, blood
culture was positive in 25 neonates with sepsis. The
most common micro-organism is Enterobacter, which is
reported in 12 (48 percent) septic neonates with positive
blood cultures. Other micro-organisms cultured are
Klebsiella, E-Coli and Staph Aureus present in 9 (36
percent), 3 (12 percent) and 1 (4 percent) septic
neonates with positive blood cultures respectively.
These results are comparable with other studies in this
region.

In India, a study reported approximately 42 percent
blood culture positive cases of early onset sepsis. In
their sample, they reported pseudomonas (60 percent)
as the most common micro-organism. Other micro-
organisms,Klebsiella, Staph.Aures, S. Viridin and E-
Coli were present in 13 percent, 13 percent, 7 percent
and 7 percent respectively among the septic neonates
with positive blood cultures .

A study from Iran reviewed 136 neonates with sepsis
and found pseudomonas as the most common micro-
organism, as 42 percent blood cultures were positive for
this organism. Other most common organisms were
Klebsiella and coagulase negative Staphylococci, as 32
percent and 15 percent respectively among the septic
neonates with positive blood cultures. Other 10 percent

were due to micro-organisms such as E. Coli,®

Enterococci, Micrococci, Citrobacter, Staph. Aureus
and Streptococcus group B 13. In another study in Ira
researchers reviewed 242 neonates with sepsis. T

researchers found that Staph Aureus and Kleff/Sio%a
were the leading etiologic micro-organisms for, %

sepsis ** &
From Libya, Misallati and colleagues VM ively
rov

reviewed 36 cases of blood culture eonatal
septicemia. Out of 36, 11 (31 pe nates were
less than 72 hours of age e@of presentation,
and therefore diagnose y onset sepsis.
Among the ly onset sepsis,
most common micro-
organism cultured in those§rieonates. Other common
micro-organisms were Salmonella, Klebsiella and
Pseudomonas. E-Coli were present in only one neonate
with early onset sepsis .

Not a single case of Group B Streptococcus is found in
our study. This is consistent with other studies which
reported a significantly low rate of early onset Group B
streptococcus sepsis and meningitis. This reduction is
further evidence of the effectiveness of maternal
intrapartum antibiotic prophylaxis in preterm neonates.
There is a positive correlation between positive blood
culture and neonatal meningitis. Johson and colleagues
also reported an association of positive blood culture
with the presence of meningitis in neonates *3141%1¢,
Results of this study are quite similar with other studies,
out of 25 cases of blood culture positive sepsis, 3 (12

percent) have neonatal meningitis. Hence, all septic
neonates with meningitis have positive blood cultures.
Out of three septic neonates with meningitis, one has
Enterobacter, other has Klebsiella, while third one has
E-Coli. Our results are comparable with an Indian study
where researchers examined 36 neonates with early
onset sepsis and found that meningitis was present in 3
cases. Similar to our study, in their study too, all
meningitis cases have positive blood cultures.
Therefore, some experts have pointed out that in early
onset sepsis, lumbar puncture is indicated in the
presence of a positive blood culture or if the clinical
picture is consistent with septicemia °.

However, it is difficult to rely on blood culture to
perform lumbar puncture because the blood culture
results are wusually available after 48 hours.
Furthermore, blood cultures are negative in 15 to 55
percent cases of neonatgl meningitis. If lumbar
punctures are performed onl¥ in neonates with positive
blood culture, a numb eonates with meningitis
will be missed "2,

In this study,

meningitisaang eningitis regarding their
demogr, as age and gender show no
statistio@l differgnce. Moreover, there is no statistical

ding the maternal and neonatal risk
factgrs between neonates with meningitis and with no
ningjtis. However, out of three neonates with
mfitis, two have weight less than 2.5 Kg in our
si9ety. Some researchers suggest that in low birth
eight babies with respiratory distress, a lumbar
puncture is not necessary. On the other hand, Stoll and
colleagues have shown their concerned that meningitis
may be under diagnosed in very low birth weight
neonates due to failure to perform lumbar puncture in
these neonates. ** %
Our results show that apart from irritability, there are no
statistical differences regarding presence of various
symptoms between the septic neonates with meningitis
and without meningitis. The septic neonates with
meningitis are statistically more likely to have
irritability than septic neonates without meningitis.
However, in our study cases, the septic neonates with
meningitis also have various specific as well as non-
specific symptoms for neonatal meningitis such as poor
feeding, seizures, lethargy and abdominal distension but
no statistical differences are seen between septic
neonates with meningitis and without meningitis.
Likewise, several studies have shown that neonates
with  meningitis  have  shown  neurological
manifestations including seizures, lethargy, stupor,
irritability. However, neurological symptoms are more
common in late onset sepsis; consideration of
meningitis remains prudent whenever a neonate
demonstrates even slight lethargy or irritability.
Therefore, on the basis of symptoms in neonates with
early onset sepsis, it is difficult to distinguish to
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perform a lumbar puncture to rule out meningitis and
hence, lumbar puncture should be carried out in all
neonates with early onset sepsis, regardless of their
symptoms. "¢

CONCLUSION

Although a low incidence of neonatal meningitis with
early onset sepsis, but it is quite important to have
lumbar puncture in all neonates with early onset sepsis
because these 3.3 percent cases of meningitis would
have been otherwise missed. All neonates with early
onset sepsis diagnosed to have meningitis have positive
blood cultures. Apart from, irritability, there are no
statistical differences regarding the fetal and maternal
risk factors and symptoms between septic neonates with
meningitis and with no meningitis. Hence, we suggest
that the lumbar puncture should be a part of routine
septic work up in all neonates less than 72 hours of age
with suspected sepsis.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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(Original Article] Epidemiological Profile of Agriclture
Poisoning

Agriculture Pesticide Poisoning: An
Experience at a Tertiary Care Hospital of Sindh

Ismail Saleem?, Ikram Ahmed Tunio?, Mohammad Qasim Memon® and Waheed Ali
Nahyoon®

ABSTRACT

Objective: To study the current trends of Epidemiological Profile of Pesticide Poisoning Cases reporting at a
tertiary care hospital of Sindh.

Study Design: Prospective observational study

Place and Duration of Study: This study was conducted at the Chandka Medical College Hospital from January
2015 to May 2016.

Materials and Methods: A sample of 60 agriculture pesticide poisoning cases was studied in accordance to the
inclusion and exclusion criteria. Biodata and physical examination were noted in the proforma. The patient data

was kept confidential. Written informed consent was mandatory. SPSS 22.0 (IBM
available for the data analysis at 95% Confidence interval (P<0.05).

Results: Mean+ SD age noted was 43.5 + 9.6 years; majority belonged to the 4"
subjects, 51 (85%) were male and 9 (15%) were female (p=0.0001). Male to
pupil, hypotension, unconsciousness, sweating, cyanosis, and bradygpea NG
subjects. Medicolegal aspects of poisoning show 51.6% were acgi

homicidal cases.

Conclusion: The findings of present study show accidental agric

urgently and strictly.

corporation, USA) was

ife (p=0.0001). Of 60
; was 5.6:1. Pinpoint
d in the majority of study
ental, \@L.6/ wert suicidal and 16.6% were

esticide poisoning as most common

followed by suicidal and homicidal poisoning. Legal restrictio:f of safe use of pesticides should be implemented
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INTRODUCTION

A poison is a substance capable of cau@oody

damage, dysfunction or death of a AIVi ganism
when administered or absorbed i . A poison
usually interferes with the f tio%nzyme systems.
Entry into body may ppeduciylo r general toxic
effects. Poisons are &knon e ancient times.
Pesticides are a class oT@mpopnds used to Kill pests,

which may be mites, ticks, Wpdents, insects, nematodes,
herbs and weeds, etc. Agriculture pesticides are
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S

commonly used substances for the protection of
agriculture crops and horticulture. They are also used
for domestic purpose.? Agriculture pesticides are now
easily available; hence the problem of intentional or
accidental poisoning is on the rise particularly in the
developing countries. Pesticide poisoning now accounts
for 3 million cases yearly, with approximately 200,000
deaths. Now >90% of cases are reported from the
developing countries, such as the Pakistan.®* In
Developing countries, Agriculture pesticide poisoning
has risen to serious level which may be called as a
"Social calamity”.*> Modern facilities of agriculture
pesticides have revolutionized the agriculture crop
production, but had appeared as easily available
poisonous substances for suicidal and homicidal
purpose. This led to an increased frequency of
poisoning cases.>’ Death toll has increased due to
agriculture pesticide poisoning despite of advanced
medical treatment and awareness. A number of
agriculture pesticides are available, which are handy for
misuse or accidental calamity. Some of persons use for
the purpose of suicide as these poisons causes a
peaceful death. The agriculture pesticide poisoning now
equals to the deaths in road traffic accidents, however,
this type of death is being neglected.”® Acute
agriculture poisoning may be intentional or accidental;



Med. Forum, Vol. 28, No. 3

March, 2017

the former exceeds the later one.’ Agriculture poisoning
is now a calamity because of easy availability by a
particular class of society. Deaths by the agriculture
pesticides now account more than road traffic accidents
for the villagers. This is because of improper handling
of lethal pesticides, although they are liable to be
handled as per rules and regulations, but the
implementation of laws is neglected seriously, leading
to severe misuse often for the poisoning purpose.
Agricultural Organophosphorus compounds are freely
available poisonous substances. These have helped
greatly in the green revolution as a boon but at the cost
of risk of death due to poisoning.”® WHO estimates
show approximately 1 million accidental poisoning
cases and 2 million suicidal poisoning cases per annum
throughout the World.** The agriculture pesticide
poisoning have assumed an alarming situation in
developing countries like Pakistan, because of lack of
implementation of law handling these pesticides. This
has been attributed to various casues but easy
availability, indiscriminate handling, lack of rules and
regulations implementation, lack of knowledge and
handling by un- educated farmers.*? In Pakistan, the
surveillance of poisoning substance is lacking seriously,
this has resulted in mishandling and misuse of
agricultural pesticides for other purposes. Now days the
agriculture pesticides are most suitable poisons for

suicide and homicide because of their easy access. The ®

present study is being reported on the current trends of
Epidemiological Profile of Pesticide Poisoning Cases
a tertiary care hospital of Sindh.

MATERIALS AND METHOD Q

The present prospective observationalgst was

conducted at the Chandka Medical spital
from January 2015 to May 2016. O ital is 500
bed tertiary care hospital which c nding rural

population comprising of
agriculture land and
subjects, diagnosed
poisoning, was the inclus teria. Subjects of other
poisoning, urban poisoning” cases and subjects with
severe co morbid systemic disease such as the Diabetes
mellitus, chronic kidney disease (CKD) and heart
failure, etc were excluded. The diagnosis of poisoning
for pesticide poisoning was established by clinical
history and physical examination. Conscious patients
were interviewed, while attendants of unconscious
patients were enquired about the type and cause of
poisoning.

Approval was provided by the Institutional ethical
committee. A sample of 60 agriculture pesticide
poisoning cases was studied. Case selection was in
accordance to the inclusion and exclusion criteria. A
pre structured, pre-designed proforma was used for the
collection of data. Patients presenting at the emergency
department and admitted in the wards were approached

are busy in the
tjon. Adult villager
griculture pesticide

as per Helsinki's declaration of human research ethics.
Biodata and physical examination was noted in the
proforma. The patient data was kept confidential. Only
authorized doctors engaged in the research project were
allowed of access to the patient’s data. Written
informed consent for was signed by patients or legal
guardians.

The data was typed on the Excel sheet. Compiled data
once completed was ready for statistical analysis. SPSS
22.0 (IBM, Incorporation, USA) was available for the
data analysis. The Continuous variables were presented
as meanz S.D after analysis by Student t-test. Contrary
to this, the categorical variables were analyzed by Chi-
square test and results were presented as frequency and
%. All data variables were analysed at 95% Confidence
interval (P<0.05).

RESULTS

Total sixty subjects
department and admitjg
studied. The de
summarized in

seNting at the emergency
i intensive care unit were
f study subjects is

435+ 98 ritYpelonged to the 4" decade of
life (pHD. Bugh young age was also noted as
shown
Table MeDemography characteristics of study
syRects (n=60)
No % P-value
roups

+720-29.9 years 12 20.0

» 30- 39.9 years 16 26.6

» 40-49.9 years 21 35.0

+ >50 years 11 18.3 <0.01
Male 51 85.0

Female 09 15.0

Villagers 60 100

Table No.2: Clinical findings of study subjects
(n=60)

No %
Pinpoint pupil 51 85.0
Hypotension 50 83.3
Bradycardia 21 35.0
Conscious 11 18.3
Unconscious 51 85.0
Fasciculation 50 83.3
Salivation 41 68.3
Sweating 56 93.3
Cyanosis 39 65.0
Bradypnea 43 71.6
Total 60 100%

Male to female ratio was 5.6:1, this shows male
dominancy. Of 60 subjects, 51 (85%) were male and 9
(15%) were female (x’= 45.8, p=0.0001). All of 60
subjects were villagers. Clinical findings of study
subjects of organophosphate poisoning are summarized
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in the table 2. Pinpoint pupil, hypotension,
unconsciousness, sweating, cyanosis, and bradypnea
were noted in the majority of study subjects. Types of
agriculture agents used are shown in table 3 and graph
1. In 11.6% cases, the nature of poison was not known.
Medicolegal aspects of poisoning show 51.6% were
accidental, 31.6 were suicidal and 16.6% were
homicidal cases.

Table No.3: Agriculture Pesticide (n=60)

No %
Chlorpyrifos 11 18.3
Methyl Parathion 09 15.0
Propanophos 12 20.0
Trichlorophos 17 28.8
Acephate 04 6.60
Not known 07 11.6
Total 60 100%

Table No.4: Medicolegal Aspects of Agriculture
Pesticide Poisoning (n=60)

No %
Accidental 31 51.6
Suicidal 19 31.6
Homicidal 10 16.6
Total 60 100%

DISCUSSION

The present study is a first prospective study reporting
on the agriculture pesticides poisoning in villagers
Sindh population. Agriculture pesticide poisonin
becoming a public health problem in the rural s

this is because of illiteracy, lack of training of ¢®r
agriculture agents on the crops and | &u lic
awareness about the agriculture pestigi t

much dangerous substances they ar§ ha
More than this is the misuse of @9 pesticides
for the suicidal and homici ur@)y the villagers.
The situation has now 0 alarming level
where the mortality rRicd®y are proposed to
increase at the most. ichlture pesticides have
already taken lives of bready¥arners of village families
due to accidental poisoning. Accidental poisoning was
most common encountered type noted in the present
small scale study. Mean+ SD age noted was 43.5 + 9.6
years; majority belonged to the 4™ decade of life
(p=0.0001) although young age was also noted
(table 1). The findings are in agreement with previous
studies.”**® Male to female ratio was 5.6:1, this shows
male dominancy. Of 60 subjects, 51 (85%) were
male and 9 (15%) were female (x’= 45.8, p=0.0001).
The male dominancy is in agreement with previous
studies.” **° This is a fact because the male partners of
village families are the workers engaged most of the
time in the agriculture lands. Pinpoint pupil,
hypotension, unconsciousness, sweating, cyanosis, and
bradypnea were noted in the majority of study subjects.

Our clinical findings are in agreement with previous
studies.'®’ Types of agriculture agents used are shown
in table 3. In 11.6% cases, the nature of poison was not
known; this is due to the illiteracy of villagers which is
highly prevalent. Medicolegal aspects of poisoning
show 51.6% were accidental, 31.6 were suicidal and
16.6% were homicidal cases. Our findings are in
keeping with previous studies.*®%

Most common poisoning cases were due to the
agriculture organophosphates, the finding is discordant
to a previous study by Gargi et al.* The Gargi et al.*
reported that aluminum phosphide as most common
followed by organophosphates. The findings are
inconsistent to present and previous studies.’®*’ A
previous study® has reported 75.4% male were suffering
from poisoning compared to only 24.6% in female; this
finding is in agreement with the 85% male observed in
the present study (table ,1). The World Health
Organization?? has warned\on the restricted use of
agriculture pesticide sa implementation of these
regulations is a dr deyeloping countries like
Pakistan. If the_'s riculture pesticides is
restricted cor@s rules, then the suicidal and
homici be prevented to some extent, this
is in ageement Yvith previous studies.”*?* Legislation of
pesticid d purchase has been effective in some

coygiries and they reported a decrease in the suicidal
arfd homicidal deaths.
r

g the farmers on the use of agriculture pesticides
reduce the accidental poisoning too. Public
ucation programs should be planned in order to
reduce the menace of the agricultural poisoning. Public
health poisoning centers should also be established at
the rural health center for early initiation of preventive
and therapeutic measure to prevent the mortality.?
Establishing Poisoning emergency centers at the Public
health dispensaries will be a good step in changing the
current scenario of agriculture pesticide poisoning.
Primary health care centers should be provided with
facilities of handling the poisoning cases as has been in
the China,** similar facilities should be provided in the
Pakistan.
As our primary economy depends on agriculture, hence
establishing poisoning centers at the rural areas will be
contribute greatly towards managing the agriculture
pesticides poisoning at the door step of villagers.
Periodic training and refreshal courses for the young
doctors will also be a useful who are working at the
basic health units. This will strengthen the public health
sector and will benefit the rural community.

CONCLUSION

The findings of present study show accidental
agricultural pesticide poisoning as most common
followed by suicidal and homicidal poisoning. The
accidental poisoning may be prevented if the farmers
are trained by the public health authorities. Suicidal and
homicidal poisoning cases may be decreased by




Med. Forum, Vol. 28, No. 3 59 March, 2017
implementation of legislation for agriculture pesticide organophosphate  poisoning and efffect on
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Exclusive Breast Feeding and

| Breast Feeding |

Reasons of its Failure in Infants Less Than 6
Months of Age

Ayesha Nadeem®, Bilquees Fatima? and Sidra Shaukat’
ABSTRACT

Objective: To know the frequency of exclusive breast feeding and the reasons given by the mothers for not

practicing 'exclusive breast feeding'.
Study Design: Cross sectional study

Place and Duration of Study: This study was conducted at the Children Outdoor of Bahawal Victoria Hospital,

Bahawalpur from July to September 2016.

Methods and Materials: 200 mothers visiting the Children Outdoor with infant less than six months of age were

interviewed.

Results: 200 mothers were interviewed. 89.5% of them were housewives while 10.5% were working ladies. 43.5%
mothers were having monthly family income less than 10000, 46% with 10000-49000 arf§j 10.5% with 50000 rupees
th
2%

or more. 18% infants were given colostrum as first feed while the 14.5% infants we
hour of birth. 26.5% infants were exclusively breast fed while 73.5% were belon
breast fed’. The three most common reasons included ‘mother milk is insuffic

weak (14.3%)' and ‘she is a working lady (11.6%)".

Conclusion: The exclusive breast feeding practices are poor and th

n breast milk within one
roup of 'not exclusively
, ‘mother feels baby is

asons are maternal perception of

having insufficient milk, mothers feeling baby is weak/ill and motheks are wqrKing ladies.
Key Words: First feed; colostrum; exclusive breast feeding; insufficgat mi
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c;@Breast Feeding and Reasons of its Failure in
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INTRODUCTION

The breast milk is the best and most safe form o
for infants'. The World Health Organizationg(
has defined exclusive breastfeeding ‘as theg inggnt
six months of age should receive only bigst [no
other fluids including water or sol t oral

rehydration solution, or vitami r ghedicines].
Breastfeeding provides nutrigats f@ growth and

development in infants immunity. The
exclusive breastfeeding/ fory the t 6 months gives
protection against infe especially gastrointestinal
and iron deficiency afMyg#a. It causes delayed
recommencement of menses (thus avoiding unplanned
pregnancies) and more speedy loss of maternal
postpartum weight loss®. Breast feeding also stimulates
sensory cognitive and development. It also decreases
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idence of atopic dermatitis in infants. It also
reases  infant  mortality*>. The  exclusive
reastfeeding is the most cost-effective intervention in
reducing infant mortality especially in developing
countries. Globally, less than 40% of infants of age less
than six months are exclusively breastfed and the poor
breastfeeding practices are responsible for 800 000
deaths each year in children under five years of age®. In
Pakistan exclusive breast feeding is practiced in about
38% infants’ which is much below the global target of
65.6% for year 2025°. The exclusive breast feeding rate
varies, not only, across the countries™®* but also
varies from place to place in Pakistan'* ***4,
The objective of the study was to know the frequency
of exclusive breast feeding and the reasons given by the
mothers of not practicing 'exclusive breast feeding'.

MATERIALS AND METHODS

This is a cross sectional study that was conducted at the
Children Outdoor of Bahawal Victoria Hospital,
Bahawalpur from July to October, 2016. The mothers
visiting the Children Outdoor with infants less than six
months of age were included. The verbal informed
consent was taken from the mothers before including
them in the study. Infants who remained admitted in the
hospital for more than first five days of life due to some
serious illness causing interference in breast feeding,
infants with congenital malformations interfering in the
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breast feeding, infants with neurological disorders,
infants not accompanying with their mothers or if the
mother is having some chronic illness or having HIV
were excluded.

The interview from the mother was taken in her
understandable language by one of the researchers. The
mother was asked about her age, her educational status,
her employment status, monthly family income, age
and sex of infant, whether colostrum given to the infant
after birth as first feed or not, was infant put on breast
within one hour of life, anything other than breast milk
given in the last 24 hours given and reasons if infant
was not on exclusive breast feeding by using a prepared
performa. Exclusive breast feeding was labeled if the
infant did not take any liquid including water or any
semisolid in the last 24 hours before the interview. The
data were entered and analyzed by SPSS version 10 and
were presented as proportions or percentages.

RESULTS

There were 200 mothers who were interviewed, 26
(13%) were of age group less than 20 years, 99 (49.5%)
were of 20-30 years, 60 (30%) of 30-40 years and 15
(7.5%) were of age group more than 40 years. 52 (26%)
mothers were either illiterate/primary failed, 74 (37%)
primary passed, 45 (22.5%) were having secondary
school certificate, 15 (7.5%) were having higher
secondary school certificate, 11 (5.5%) were graduate
and 3 (1.5%) were postgraduate. 179 (89.5%) mothers
were housewives while 21 (10.5%) were worki
ladies. 87 (43.5%) mothers were having monthly fag
income less than 10000, 92 (46%) with 10000
and 21 (10.5%) with 50000 rupees or more.

There were 111(55.5%) male while 89 (4§

infants. 45 (22.5%) infants were belgwg tfMag
months, 77 (38.5%) between the age o@vonths and
78 (39%) were > 4 months Qut le months of
age. There were only 36 in ho were given
colostrum as first feed e 2 .5%) infants were
put on breast milk wit ourof birth.

Table No.I: The reasons by the mothers of not
practicing 'exclusive breast feeding" Total cases: 147

Reason Number | Percentage
of cases

Mother milk is 87 59.2%

insufficient

Mother feels baby is 21 14.3%

weak/ill

Mother is a working lady | 17 11.6%

Mother feels she is 11 7.5%

physically weak/ill

Mother feel that her milk | 8 5.4%

causes illness in the baby

Twin pregnancy 1 0.7%

She is pregnant 2 1.3%

There were 53 (26.5%) infants who were exclusively
breast fed in the last 24 hours while 147 (73.5%) were
belonging to group of 'not exclusively breast fed’. The
reasons given by the mothers of not practicing
‘exclusive breast feeding' recommendation are shown in
table-1. The three most common reasons included
‘mother milk is insufficient (59.2%)’, ‘mother feels
baby is weak (14.3%)’ and ‘she is a working lady
(11.6%)’.

DISCUSSION

There were 13% mothers belonged to age group less
than 20 years, 49.5% to 20-30 years, 30% to 30-40
years and 7.5% to age group more than 40 years in this
study. The study done at Gilgit* showed mean age of
mothers was 24.3 years+4.8.

There were 26% mothers who were illiterate/primary
failed, 37% primary pasqed, 22.5% were having
secondary school certifi .5% were having higher
secondary school cerjif .5% were graduate and

Jring matriculation while the
showed that 43.5% mothers
ducatgd. The study done at Nowshera®
N rate of illiteracy (71.8%) among the

rs.
@tudy showed that 89.5% mothers were
usewives. The study done at Islamabad®® showed that

showed

m
T
,&) mothers were housewives. This study showed that

3.5% mothers were having monthly family income
less than 10000, 46% with 10000-49000 and 10.5%
with 50000 rupees or more. The study done at
Islamabad®® showed that the monthly income was
16542+12761 (mean+SD) rupees.

There were 55.5% male while 44.5% were female
infants in this study. The study done at Gilgit** showed
that 61% infants while the study done at Islamabad™
showed that 59.7% were male. There were only 18%
infants who were given colostrums as first feed in this
study. The study done at Lahore'” showed that first feed
was colostrum in 41.8%.

14.5% infants were put on breast milk within one hour
of birth. The study done at Islamabad™ showed only
0.6% babies the breast feeding was started within <1
hour after birth. This study showed that there were
26.5% infants who were exclusively breast fed in the
last 24 hours .Other studies done in Pakistan'®***
showed exclusive breast feeding in 19%-64.8% infants
while the international studies®'®™* showed exclusive
breast feeding in 13.8% -81.1% cases.

The three most common reasons given by the mothers
of not practicing 'exclusive breast feeding' included
‘mother milk is insufficient' (59.2%), ‘mother feels
baby is weak' (14.3%) and ‘she is a working lady'
(11.6%). The study done at Islamabad® showed the
reasons of non exclusive breastfeeding were deficient
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milk production in 93.2%, working lady in 4.2%, ill World Health Organization. Geneva: World Health
health of infant in 0.65% and the mother ill health in Organization; 2001.

1.9% cases. The study done in interior Sindh™ showed 6. Health in 2015: from MDGs, Millennium
the reasons of non exclusive breastfeeding were Development Goals to SDGs, Sustainable
working ladies in 40%, to make acquainted baby to Development Goals Geneva: World Health
bottle feeding in 22.5%, inadequate milk (presumed by Organization; 2015.

mothers) in 17.5%, true inadequate milk in 7.5%, 7. UNICEF. The State of the World’s Children 2016.
family pressure in 3.75%, prematurity in 3.75%, and New York: UNICE; 2016

delivery by Cesarean in 2.5% and next pregnancy 8. World Health Organization. Global Nutrition
in1.25% cases. The study done in Nowshera®® showed Targets 2025: Breastfeeding policy brief. Geneva:
that maternal perception of having insufficient milk World Health Organization; 2014.

(45.9%), working ladies (18.4%), ill mothers (13.1%), 9. Al-Sahab B, Lanes A, Feldman M, Tamim H.

illness in infants (17%), pregnancy of mothers (3.61%),
infants whose mothers were died (0.98 %) and twin
infants (0.98%) were the causes. The international
studies'®** showed that employment in mother is
associated with exclusive breast feeding.

CONCLUSION

The exclusive breast feeding practices are poor and
three common reasons are maternal perception of
having insufficient milk, mothers feeling baby is
weak/ill and mothers are working ladies.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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ABSTRACT

Obijective: We will assess depressive symptoms with diabetes on diabetes self care treatment non adherence,

functioning and health care.
Study Design: Cross sectional study

Place and Duration of Study: This study was conducted at the Department of Medicine, PMCH Nawabshah from

Jan 2016 to dec 2016.

Materials and Methods: 120 patients both males and females were selected for this study. We administered a
Questionaire to 120 patients with type 1 and type 2 Diabetes, depressive symptoms, diabetes control, self care.

Assess the impact of depressive symptoms on adherence to diabetes self care HbAlc |

and health care.

els functional impairment

Results: 120 cases were selected, 79 were males 41 were females, 25 pts f type 1, 95 were of type2.
Depression was diagnosed using the structural clinical interview using Beck s D n I®entory.

Conclusion: Findings demonstrate association of depression with digbet ic& consideration, treatment non
adherence, proper drug treatment of diabetes, depression, self carg/and ¢ ng /otality can be reduced with

incidence of depression.

Key Words: Depression, Diabetes Mellitus, Complications, GlycemWgon

I, Treatment, Quality of life.

Citation of article: Daidano JK, Siyal NB, Abro MA, MmRA, Channar NA. Frequency of Depression

among Patients with Diabetes Mellitus at PMCH Nawh

INTRODUCTION

percent population. Diabetes Mellitus is

h&. Ned Forum 2017;28(3):65-67.

r socioeconomic level, poor glucose control low

history of depression.’ Risk of type 2 Diabetes Mellitus

cial support, ,low education level, complications of
Diabetes mellitus is chronic illness present in Diabetes mellitus, any medical co morbidity and past
OW)
disSesse

problem, 180 million people affected wi
world wide."
h

This count can be doubled in 2030%( are two
types of Diabetes Mellitus, type 2. Insulin
therapy for type 1, oral antiydi @\r:gs for type 2
and for uncontrolled typ, b ellitus insulin
therapy is recommend
Depression is more diaptic than in general
population with poor qu of life,® patients with
diabetes mellitus are 1.4 t0 3 times to suffer from co
morbid depression as compared to non diabetic_*
Uncontrolled diabetes Mellitus with Increase in blood
glucose level incidence of complications are
increased®. Depression in Diabetes Mellitus is due to
non adherence to treatment and self care.®

Risk factors for Depression in Diabetes mellitus are
younger age, female, unmarried or divorce and widow,
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with Depressed Patients is reported to be as high
as 1.6.2

Depressive symptoms are more in type 2 diabetic
patients as compared to type 1 patients.®

Depression is more noted in Diabetes Mellitus with
complications as compared without complications in
both typel and type 2 Diabetes Mellitus.™

With relationship between depression and diabetes
depression may be risk factor for the onset of
diabetes.™ Increased risk of diabetes type 2 patients
with depression is due to increased counterregulatory
harmone release, disturbance in glucose transport
function and raised immuno inflammatory activation.*
Insulin resistance and beta cell dysfunction result due to
above physiological mechanism and development of
type 2 diabetes mellitus. Poor glycemic control
associated with depression in diabetes both type 1 and
type 2 patients.™

High HbAlc level associate with depression in
diabetes.” Depressive symptoms are associated with
poor adherence to self care particularly medications,
diet and exercise.”® In a review of treatment adherence
among patients with depression in diabetes, it was
observed relationship between depression and treatment
nonadherence.’® Comorbid depression among patients
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with diabetes associated with less physical activity, Metric 9
unhealthy diet, and lower adherence to oral drugs, Intermediate 7
hypoglycemic, antihypertensives, and ipid lowering®’ Graduation 6
Unsatisfactory metabolic control associated with Masters 8
psychiatric ~ comorbidity, ~depression in diabetes  pepression as per marital status
associated with inadequate metabolic control in those Married 83
patients with poor glycemic control despite good Single 8
medical treatment. As a consequence poor disease Widow 19
control morbidity and mortality is increased™® Divorced 10
MATERIALS AND METHODS Depression as per occupation

Farmer 64
This cross sectional study was carried out in the House wife 26
Department of Medicine PMCH Nawabshah from Jan Unemployed 10
2015 to Dec 20186, this study was conducted to observe Service 7
depression in diabetes with other complications of Business 5
diabetes in a population poor adherence to treatment Laborer 8
and qu_ality of Iil_‘e. I_nformed consent was taken from Depression Socioeconomic status
the patients questionaire was Lower 80
Given to all patients data collected according to Middle 39
Questionnaire. Upper 1

clinical
Inventory on

Depression was assessed using structural
interview using Beck s Depression
separate questionaire.

Level of depression according BDI

Total score Level of Depression

1-10 These ups and downs are considered
normal

11-16 Mild mood disturbance

17-20 Border line clinical Depression

21-30 Moderate Depression

31-40 Severe Depression

Over 40 extreme Depression

Inclusion criteria:
Males and females
age 12ys to 60ys
depressed patients
DM type 1 and 2

«©

Exclusion Criteria:
Age below 12 ys and

Severe Psychotic illness
Severe medical illness

In order to get correct information Questionnaire was
translated into Urdu and Sindhi languages

RESULTS

120 cases were selected for this study 79 were males 41
were females 90 patients belonged to Rural areas 30
belonged to Arabian areas.

> Age no of patients
> 12-24ys 20
»  25-40ys 31
> 40-60ys 69
Depression as per education
Iliterate 56
Primary 19
Middle 15

Investigations

> no of patients
> [140-18 60
> 40
> 20
HPAlcyLevel
Valid | Cumulative
Frequency| Percent | Percent Percent
lid | 6.5 58 48.3 48.3
75 32 26.7 26.7
8.5 30 25.0 25.0
Total 120 100.0 100.0
Becks Depression Scale status
Valid | Cumulative
Frequency| Percent | Percent Percent
Valid | 19.00 1 .8 8
20.00 3 2.5 2.5
21.00 1 .8 8
23.00 1 .8 8
24.00 2 1.7 1.7
25.00 6 5.0 5.0
26.00 4 3.3 3.3
27.00 8 6.7 6.7
28.00 29 24.2 24.2
29.00 26 21.7 21.7
30.00 36 30.0 30.0
31.00 2 1.7 1.7
32.00 1 .8 8
Total 120 100.0 100.0
HbA1c
» HbAlc
> 65 58
> 15 32
> 85 30
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8.5 in 25 patients type 2 was present in 95 patients
diabetic ketoacidosis in 16 patients diabetic foot in 70
diabetic retinopathy in 6 pulmonary TB 10 neuropathy
11 diabetic nephropathy 7.

Statistical analysis was done on SPSS 15 version.

Std. Deviation 12.24703

Mean 42.9583

Maximum

Descriptive Statistics Minimum
Std.
N Min. | Max. Mean | Deviation N 120
Age In Groups | 120 | 15.00 | 60.00 | 42.9583 | 12.24703
V] 20 40 60 80 100 120 140
gad;’n; Be'|°°d 120 | 160.00 | 450.00 | 254.5833 | 86.09078
ugar ev ® Age In Groups
HbAlc Level | 120 6.5 8.5 7.267 .8274
Becks
Depression 120 | 19.00 | 32.00 | 28.1750 | 2.35026 Radum Blood Sugar evel
Scale status 500
Valid N P 450
(listwise) 120 250
~~
250 254.5833 —
HbAlc Level 200 7 N
Sum of Mean lgg <120 "‘ + 86.09078 — Radum Blood Sugar evel
Squares Df Square F Sig. 0
Between | 15851 | 12| 1.068| 1.665| .085 o
Groups &
Within
Groups 68.646 107 .642 Q
Total 81.467 119
ONEWAY \ ) HbAlc Level
Becks Scale BY RBS
120
Becks Depression Scale status
Sum of Mean
Squares Df Square F Sig.
Between
Groups 247.972 37 6.702 | 1.343
Within 6.5 8.5 7.267
Groups 409.353 82 4,992 Sy 0.8274
Total 657.325 119 o ]
3 N Minimum Maximum Mean Std.
ONEWAY Deviation
Becks Scale BY HbAlc
Becks Depression Scale statg N Minimum Maximum Mean Std.
Deviation
Sum of
Squares quare F Sig. 140
Between |14 495 5247 | .949 | .390 120
Groups 100
Within =1 616830 | 117 | 5528 0
Groups 60
Total 657.325 119 40
T-Test 20
PAIRS = HbAlc RBS WITH BecksScale BecksScale 0
(Paimd) N Minimum Maximum Mean Std.
Criteria = CI(.95) Deviation

Paired Samples Correlations

N Correlation | Sig.

Pairl | HbAlc Level &
Becks Depression 120 -.035 | .704

Scale status

Radum Blood
Sugar evel &
Becks Depression
Scale status

Pair 2
120 -.006 | .949

H Becks Depression Scale status

DISCUSSION

Depression is common problem in diabetes prevalent
and negative impact in clinical outcomes, quality of
life, associated with increased mortality in DM.*®
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The factors could explain the occurrence of depression
in diabetes. Dietary restrictions, financial problems,
treatment demands and hospitalization contribute to
depression. Severe Depressive symptoms associated
with less adherence to dietary recommendations.
Depression associated with high level of HbAlc level.
Depression in Diabetes mellitus is higher in younger as
compared with older age?® It has been found that
patients with Depression in diabetes mellitus are
knowledgeable about Diabetes and more likely
depressed. 10 to 15 percent patients with diabetes have
major Depression.”!  Depression associated with social
with drawl disengagement from social activities,
patients with increased level of depression report
more.?? Study has shown that in Diabetes Depression is
associated with poor glucose control than HbAlc
levels. Depression associated with poor physical
health.?® With poor glucose control there are changes in
autonomic nervous system hypothalamic adrenal axis
and neurotransmitter.*  According to winokur et al
Depression associated with insulin resistance compared
with without depression®. Depression is directly related
to Diabetic complications, retinopathy and macro
vascular complications.®® Depression diabetes and
cardiovascular disease are closely related, depression in
diabetes increases risk of cardiovascular disease®®?’.
Depression and diabetes associated with decrease in

physical activity, smoking and diet.®® Depression®

associated with activation of the hypothalamic pituitary
adrenal axis and release of cytokines disturbance i
sympathetic nervous system and increases the risk

mortality?® It has been shown that antidepressani§ ohg
cognitive behavioral therapy reduces HbAlc | %
ellitus

e
this study screening for depression in Di n%(

is compulsory. Screening, identification%ﬂ ment
of depression improve symptoms (‘and ctional
outcome in primary care patients.*’

keton et al report in a st%@ of 85 patients
incomplete rate of corregifecodNitio™epression over a
year of study.™ epica abetic association
recommends in DM pgor control should be
screened for depressio We found weaker
relationship between depression diet, and medication
adherence, management of depression in Diabetes
mellitus seems to be costeffective.® Missed
appointments are associated with increased provider
frustration and decreased empathy.* It has been found
that there is no evidence to suggest that relationship
between depression self-care varied as a function of
type of diabetes and major depression it was found that
severity of depression BMI total fat mass and HbA1C
decreased during acute phase treatment and adherence
to diet and exercise improved. *

Randomized controlled trials suggesting treatment of
depression in diabetes has positive effects on diabetes
self-care has been lacking trial of antidepressants
cognitive behavioral therapy®® There are data to suggest

'\Diabetologia 2006;49:1489-1497.

that Depression is associated with poor blood glucose
control®

CONCLUSION

Depression in diabetes is a chronic illness of unknown
etiology several neuroendocrine and neurotransmitters
abnormalities are same to diabetes and depression.
Treatment of depression with antidepressant drugs
improve mood and blood glucose level in diabetes
mellitus.  Glycemic control is improved by
antidepressant drugs and anti diabetic drugs quality of
life is improved.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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oranal Al Erequency of Perforated Appendicitis |Zeroraed]

and its Causes in Patients Underwent
Appendectomies at Tertiary Care Hospital

Agha Taj Mohammed, Rasool Bux Behan and Zameer Hussain Laghari
ABSTRACT

Objective: The objective of this study was to find out the frequency of perforated appendicitis and reasons of
perforated appendicitis at tertiary care Hospital.

Study Design: Cross sectional study

Place and Duration of Study: This study was conducted at the Department Surgery, LUMHS from February 2014
to January 2015

Materials and Methods: Total 107 patients were admitted in the surgery ward, out of those 75 were underwent
appendectomy. All the patients who underwent appendectomy were included in the study after taking informed
consent while other patients and patients having co morbidity were excluded from the study. All the information

regarding their presenting symptoms, cause of appendectomy etc was recorded on self-

entered on SPSS version 16.

Results: Mean age of the patients was 35+- 2.09. 21(28%) patients belong to JBR0
belonged to age group of 30-40 years and 15(20%) were from age group of 41-8 % .
56(74.66%) were males while 19(25.33%) were females. In this study,
48(64%) had inflamed appendicitis while 10(13.33%) had gangreno
In our study, the most common cause of perforated appendix w.
patients followed by delay in reaching hospital seen in 4(26.66
45(60%) patients had presented with pain in right iliac fossa, 16(21.3
Conclusion: We concluded that frequency of perforateg ap

misdiagnosis by general practitioners and delay in reachingth

available.
Key Words: Appendectomy, perforated appendicitis,
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Causes in Patients Underwent Appendecto{

INTRODUCTION
Appendicitis is characterized as ingard lining
inflammation of the vermifogn a di ich spreads

mptomatic and
inflamed appendix
of the more typical

to its different parts. Re
advancement in medjfati
remains a clinical criSi
reasons for the acute p the abdomen. Acute
appendicitis may because appendiceallumen
obstructions. Important reasons of the luminal
obstructions including hyperplasia of the lymphoid and
secondary to bowel inflammation disease or infection
(mostly in young adults and children), focal stasis and
the fecaliths (mostly in elderly cases) or more
commonly neoplasm and the foreign bodies.
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igned proforma. Data was

of <30 years, 33(44%)
jority of the patients i.e
5(2Q%0)NatNgts had perforated appendicitis,
e % d 2§2.66%) had normal appendix.
misdiagnosed by doctors as seen in 6(40%)
while 3(20%) were reluctant for surgery.
ad fever and 10(13.33%) had nausea.
icitis is 20% and its main associated factors are;
pitals where surgeons and surgical facilities are

omies

ri ZH. Frequency of Perforated Appendicitis and its
rtiary Care Hospital. Med Forum 2017;28(3):68-70.

Approximately 7% peoples having history of
appendicitis in their life' with peak prevalence around
ages of 10 to 30 years.’Assessing an elderly cases who
having pain of the abdomen is a difficult challenge and
one that we would face extra often as mean age
increases. Sympathetic why elderly cases having
different presentation as compare to Youngers,
counterparts can recover the outcomes through
decreasing the diagnostic mistakes and big delays in the
management. Acute appendicitis is the disease also
occurring in the elderly, and is subject to both late
presentation and the diagnosis. When compared to the
younger generation, the elderly have high ratio of
morbidity and mortality. Surgical treatment of the
appendicitis is the standard treatment for over a
century. Above than 300000surgeries for appendicitis
performed each yearinUnitedStates.> Appendicular
mass, gangrene, perforation; abscess and generalized
peritonitis are the complications which can occur if
appendicitis is not treated in a timely manner. The life
time risk for development of acute appendicitis in males
and females is 8.6% and 6.7% respectively.*
Appendicitis is frequently misdiagnosed and is among
the major reasons for malpractice by the emergency
room physicians. Appendicular perforation is highly
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linked with high rate of morbidity and mortality = our setup. In this study, 15(20%) patients had
comparing with non-perforated appendicitis. The  perforated appendicitis, 48(64%) had inflamed
purpose of this study was to find out the frequency of  appendicitis while 10(13.33%) had gangrenous

perforated appendicitis and reasons of perforation of
appendix.

MATERIALS AND METHODS

This cross sectional study was conducted in the surgery
department of LUMHS from February 2014 to January
2015. Patients with all age groups either gender were
incorporated. Total 107 patients were admitted in the
surgery ward, out of those 75 were underwent
appendectomies.  All the patients who underwent
appendectomy were further studied. Informed consent
was taken. Patients having other severe comorbidities
co morbidity were excluded from the study. All the
information regarding their presenting symptoms, cause
of appendectomy etc was recorded on self-designed
proforma. Data was entered and analyzed in SPSS 20.

RESULTS

Total 100 patients were admitted in the surgery ward,
out of those 75 were underwent appendectomies. Mean
age of the patients was 35+- 2.09. 21(28%) patients
belong to age group of <30 years, 33(44%) belonged to
age group of 30-40 years and 15(20%) were from age
group of 41-50 years. Majority of the patients i.e
56(74.66%) were males while 19(25.33%) were
females. Table 1

45(60%) patients had presented with pain in right ili
fossa, 16(21.33%) had fever and 10(13.33%Q

nausea.
In this study, 15(20%) patients had rf
appendicitis, 48(64%) had inflamed appeaici
10(13.33%) had gangrenous append@
perforated

had normal appendix. Table 2
In our study, the most co
ors as seen in
reaching hospital

appendix was misdiag
6) were reluctant for

hile
.66%)

6(40%) patients followgd by de
seen in 4(26.66%), Wi
surgery.

Table No.l:Patients distribution according to age
and gender n=75

Age and gender Frequency %
AGE

<30 years 21 28.0%

30-40 years 33 44.0%

41-50 years 15 20.0%

» 50 years 06 08.0%
GENDER

Male 56 74.66%

Female 19 25.34%

DISCUSSION

This study was conducted to find out the frequency of
appendectomy and causes of perforated appendicitis in

appendix and 2(2.66%) had normal appendix. Main
reason for perforation of appendix is obstruction in the
lumen of appendix, and the important reason for
luminal obstruction is fecolith, which accounts for 90 %
of perforation in appendix. Major factors responsible
for appendicular perforation are delay in reaching the
hospital after the start of symptoms. As more time will
pass, the risk of complications tends to be increases.
Diagnostic findings of acute inflammation of appendix
on ultrasound are presence of blurreness of fat around
the appendix with small exudates in periappendiceal
region. In various studies the percentage of these
findings varies between 68-100%.°
Acute obstructive appendicitis occurs due to formation
of closed enteric loop with inflammatory infiltration
and mucosal edema, formatjon of pseudo membrane,
hemorrhagic infarctio rations, gangrene and
finally perforation gf ecrdtic appendiceal wall. If
rfofétion occurs, than risk of
K peritoneal cavity increases
in serious life threatening
ading to paralytic ileus, generalized
ven systemic sepsis.® In our study, the
m common cause of perforated appendix was
o sdiagnosed by doctors as seen in 6(40%) patients
d by delay in reaching hospital seen in
.66%) , while 3(20%) were reluctant for surgery.
the study conducted by, AsadsS et al” in 30 (23.08%)
of the patients diagnosis was missed initially by
physicians and they were sent home as OPD case, while
40 (30.77%) were conservatively treated by non-
doctors as such OPD case.
It is most important to diagnose this condition, because
if it is missed than it may lead to life threatening
complications. On the other hand, its misdiagnosis is
one of the five most important medical malpractice
categories for law suits against attending doctor. In
Pakistan health care system, it is seen frequently that
mostly patients are first checked by general
practitioner’s, quacks etc , and they mostly decide
whether should be managed. Because of this delay in
referral, the morbidity increases,®*which may result in
increased risk of perforation.™
In our study, 45(60%) patients had presented with pain
in right iliac fossa, 16(21.33%) had fever and
10(13.33%) had nausea. Results of the study conducted
by Salahuddin O, also shows that all their patients had
presented with pain in the right iliac fossa which was
seen in in 24 (66%) patients, while pain in lower
abdomen was seen in in 6 (17.5%), in right hemi
abdomen in 2 (6%) patients, and diffused pain was
found in 4 (10.5%) patients.** Similarly in study
conducted by Rasool AG et al also found that non-
medical practitioners, hakeems etc are responsible for
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delay in the appendicitis diagnosis.”> The main
presenting cases complaints with acute appendicitis is
pain in the abdomen. Categorization of colicky central
pain of the abdomen followed by nausea, vomiting and
pain  radiating to right iliac fossa  was
1*'describedthrough Murphy. This classical presentation
of perforate appendicitis is seen in only 50% of
patients. Pain is mostly 24 h of colicky peri-umbilical
pain followed by migration to the right iliac fossa.
However in study conducted by Hall and Wright™ also
found right side abdominal pain was found in 83%
patients which is main symptom in patients with
appendicitis. This progression of pain is because in the
start, pain is referred from the visceral innervation of
the midgut followed by more localized pain when the
parietal peritoneum is involved due to acute
inflammatory process. Associated symptoms of
appendicitis are nausea, vomiting, loss of appetite.
There are many studies which suggest that delay in
surgery  for  appendicitis leads to increase
complications.**®

CONCLUSION

We concluded that frequency of perforated appendicitis
is 20% and its main associated factors are; misdiagnosis
by general practitioners and delay in reaching the
Hospitals where surgeons and surgical facilities are

available. Early diagnosis of appendicitis may reduce ®

the morbidity and mortality. General practitioners
should be taken the surgical opinion in patients havin
pain at right iliac fossae or suspected appendicitis.
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Fasciocutaneous Flap Used for Soft Tissue

Coverage For Open Tibia Fracture (Gustilo Type
[11B), Remote Area Hospital of Pakistan Experience

Abbas Memon', Faheem Ahmed Memon®, and Niaz Hussain Keerio?
ABSTRACT

Objective: To study the role fasciocutaneous flap as a method of soft-tissue reconstruction in Gustilo type 111B open

tibia fractures, LUMHS experience.
Study Design: Observational study.

Place and Duration of Study: This study was conducted at the Department of Orthopaedics, Liaquat Medical
University Hospital, Hyderabad/Jamshoro from 18th Aug 2015 to 18th Jan 2016.
Materials and Methods: A total of 49 patients with open tibia fractures (type 111B) were selected for this study.

Patients were operated using a standard prescribed surgical technique. The quantitative
mean £SD. The qualitative variables were presented by frequency and percentage.
by stratification. Chi-square test was applied post stratification and p-value <0.05
Results: Mostly young patients were involved in the tibia bone fracture wi
38.4years. Major cause of injury was road traffic accidents 32(65.3%). Anaj0rimga
proximal open tibia fracture were found in 15(30.6%) cases, mid %
cases. Rotational pattern of fasciocutaneous flap was applied in

pattern fasciocutaneous was used in 11(22.4%) cases and Cross-le
According to the complications superficial infection was found in
infection, Deep infection, and Marginal Necrosis were fognd
01(2.4%).External fixation was applied in all the cases

malunion, nonunion, Muscle wasting, Knee stiffness an
02(4.8%), 05(10.20%), 08(16.32?%) and 06(12. 24%)
Conclusion: Fasciocutanous flap is best optlon
achieve a safe and early durable coverage, av |
future reconstruction. The benefit of fasci

durable cover.

Key Words: Functional Outcome, Fa

riables were described by
odifiers were controlled
onsiyered as significant.

age of the cases was
eg was divided in three parts,
g%) Pases and distal in 14(28.6%)
e cases 31(63.3%), while Random
sciogutaneous was used in 07(14.3%) cases.
.20%), followed by Tenderness, Pintact
rcentage of 04(8.16%), 02(4.8%), 02(4.8%) and
was found in 42(85.71%) of the cases, while

20

%&tlffness were found with percentage of 05(10.20%),

en tibia fracture specially gustillo type Il B. It helps to

comal infection and optimize the healing and facilitate the
ap is that they have their own blood supply producing a good

cu
Kous flap, Open tibia fracture, Gustilo type I1IB.

Keerlo NH. Functional Outcome of Fasciocutaneous Flap Used
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For Soft Tissue Covera Ogen lela Fracture (Gustilo Type I1IB),

Pakistan Experience. Fo 7;28(3):71-74.

INTRODUCTI

Open tibia fractures are serious wounds to a great
extent mfluencmg many peoples and take normally 43
weeks to unite'. There is 13% non-union rate in well
developed centres. There have been various
developments in the different procedures to enhance
rate of early union of open tlbla fractures and early
wound coverage for open wounds®.
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Remote Area Hospital of

Multidisplinary and coordinated orthopedic
methodology, has additionally prompted critical
upgrades in patient outcomes. Gustilo Anderson type
I1IB wounds  with open tibia fractures is a real
challenge for today's clinicians, it needs early and
prompt attention, sufficient observation and early flap
cover for delicate tissue defect.

The most widespread injury mechanism in these
patients is road traffic accidents. Most of the traumatic
injuries to the tibia are caused by motor cycle or
automobile accidents. Motor cycle related tibia injuries
have high incidence of skin and soft tissues loss. To
decrease the morbidity, an activities spectrum is
required, including injury  prevention, injury
surveillance and improvement in care of wound e.g. by
use of fasciocutaneous flaps. Fasciocutaneous flaps
have been utilized effectively as a part of huge clinical
arrangement to early cover for open tibia fractures*®



Med. Forum, Vol. 28, No. 3

March, 2017

The vascularity of a bone is more important than
alignment and fixation, and in case of subcutaneous
bone, the status of soft tissue envelope is the one and
only significant factor influencing the outcome. The
significant  playing point  of  neighbourhood
fasciocutaneous folds is their relative effortlessness of
strategy. In open tibia fractures, timing for soft-tissue
coverage is controversial. Some promote early flap
coverage, while others promote late wound closure. A
healthy soft tissue envelope and good vascularity are
fundamental factors in the management®.

In open fractures delayed wound cover was
established as standard of care prior to the advent of
current antibiotics, modern debridement methods, and
improved fracture stabilization procedures. Currently
standard of treatment is early, and aggressive
debridment of wounds, early stabilization of the
fracture, and initiation of broad-spectrum antibiotics.
wound dressings and debridements are done after every
48-72 h, with closure of the wound after final adequate
debridement. It has been observed that delayed wound
coverage are associated with high infection rate. That
is why established open fracture management is based
on initial wound debridement and lavage, stabilization
of fracture, and early wound closure. Purpose of this
study is to assess the efficacy of fasciocutaneous flaps,
in covering soft tissue defects in open tibial fractures,

Gustilo 111B at Liaquat Medical university Hospital ®

Hyderabad/Jamshoro (LUMHS).
MATERIALS AND METHODS
This study was conducted in Departmeg
Orthopaedics at Liaquat Medical Universit

Hyderabad/Jamshoro Pakistan. Duration g s was
one year between 18th Aug 2015 to

type HIB) were included.
trauma patients was carrje
trauma life
reconstruction was ca

s. Soft tissue
ithin 2-5 days of initial
trauma. Before the proce mplete blood base line
(Blood CP, RFT, LFT. agulation profile, Blood
sugar, Hepatitis B and C profile ) workup was done, for
preanasthesia assessment. Xrays were taken in two
planes. Patients were resuscitated in A/E department .
Analgesia, antibiotics, Iv fluids, Blood, and tetanus
prophylaxis were given. Sounds were washed
thoroughly with copious amount of normal saline,
betadine, and hydrogen peroxide. wounds were
classified according to gustilo Anderson classification
system and only patients with type I1IB were sorted
out for this study. Limbs were splinted After preop
anasthesia assessment patients were prepared for
operation theatre where fractures were fixed with
external fixator. Soft-tissue defect with bone exposed
at the fracture site were covered by using the
fasciocutaneous flap. Donor site from where the flap

was raised the secondary defect were covered with SSG
harvested from thigh. All patients were kept on iv
antibiotics for 7 days, changed to oral from 8th day for
one wk . Analgesia was given and supportive treatment
was given. Flap was monitored regularly for any
hematoma or infection. Graft dressing was carried out
on 7th post-operative day and flap sutures were
removed on the 14th post-operative day. Patient was
discharge with advised to follow up regularly in OPD.
All patients were followed clinically and radiologically
until bony union or for 1 year. Post-operatively,
external fixation was removed once union was
confirmed radiologically.

RESULTS

Generally young patients were involved in our study,
the mean age was 38.4 years Men were observed in the
majority 41(83.67%), en 08(12.33%). Mean
duration of the |njury s found 8.2 + 3.7 Months.
Mostly patients were e to road traffic accident

32(65.3%), foIIow from height, Slip,
Gunshot with p f 06(12 2%), 08(16.3%) and
03(6.1% e No.1).

A Delnographlc Variable

@D

| No.Patients | Percentage

Gagder
Male 41 83.67%
Female 08 12.33%
de of Injury
e RTA 32 65.3%
e Fall from 06 12.2%
height
e Slip 08 16.3%%
e Gun shot 03 6.1%
Site Of Fracture
e  Proximal 15 30.6%
e Middle 20 40.8%
e Distal 14 28.6%
Types of fasciocutaneous flap
e Cross-leg 07 14.3%
e Random 11 22.4%
pattern
e Rotational 31 63.3%

According to site of fracture proximal fracture were
found in 15(30.6%) cases, middle in 20(40.8%) cases
and distal in 14(28.6%) cases. Rotational pattern
fasciocutaneous flap was applied in majority of the
cases 31(63.3%), while Random pattern
fasciocutaneous was used in 11(22.4%) cases and
Cross-leg fasciocutaneous was used in the 07(14.3%) of
cases. According to the complications, superficial
infection was found in 05(10.20%), following by
Tenderness, Pintact infection, Deep infection , and
Marginal Necrosis were found with percentage of
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04(8.16%), 02(4.8%), 02(4.8%) and 01(2.4%) (Chart
No.1). External fixation was applied in all the cases and
union was found in 42(85.71%) of the cases, while
Male union, Non union, Muscle wasting, Knee stiffness
and Ankle stiffness were found with percentage of
05(10.20%), 02(4.8%), 05(10.20%), 08(16.32%) and
06(12.24%) (Chart No.2).

Marginal
Mecrosis
01/(2.4%)

| Pintract infection
I 02/(4R%)

Chart No.1: Distribution of the Cases According To
Complications N=49

a5  42(85.71%)

40 7

Dsuin’

nee stiffness Ankle
stiffness

% 05{10:20%)
T d 02(4.8%
Union Male union No ion

Chart No.2: Distribution
Final Assessment N=49

DISCUSSION

Tibia is the most usually fractured long bone because
of its superficial position. Fracture of tibia is common
in all ages and is a major reason for morbidity in cases
with lower limit injuries. The mean age of 50 cases was
(33.28 + 13.83 years) with the youngest patient being
17 years of age and oldest 60 years. Similarly in this
series mostly young patients were involved in the tibia
bone fracture with the mean age of the cases was 38. +
7.2 years. In this study male were found in the majority
41(83.67%) as compare to female 08 (12.33%). 88%
patients were male and 12% patients were female. This
shows that in our society male are more exposed to

e Cases According To

accidents. 56 cases of tibia fractures in India in which
52 were male and only 4 were female and road traffic
accidents was cause in most of cases. Another study by
Ali et al” conducted in Karachi, Pakistan, also noted a
demography of 88.39% male patients and 14.6% female
patients with tibia fractures. In this study rotational
pattern fasciocutaneous was applied in majority of the
cases 31(63.3%), while Random pattern
fasciocutaneous was used in 11(22.4%) cases and
Cross-leg fasciocutaneous was used in the 07(14.3%) of
the cases. There are several procedure that have been
described for the coverage of defects in distal third Leg
and foot starting from the simple split thickness skin
graft ! to the different types of the flaps including
muscle flap*? septocutaneous flap, axial flaps and free
flaps® . In this study external fixation was applied in all
the cases and union was found in 42(85.71%) of the
cases, while Male union, Npn union, Muscle wasting,
Knee stiffness and Ank iffness were found with
percentage of  05(10. 02(4.8%), 05(10.20%),
08(16.32%) and 06 \Irfanullah Khan et al’
rate was 92% and average
parable to previous studies.

time to ugion
Drososgf al.™ 1
union 1@te of 97.5% with average time to union 25.8
weeks. er study by Nork et al.** who operated
36 dibial fractures and had mean union time of 23.5

eks.)In another study, the overall union rate was
0) nd average time to union was 24 weeks. Shah et

aNp> fixed 36 tibial fractures and his overall union rate
as 97.2% and mean time to union was 22 weeks.
|

nour study according to the complications superficial

infection was found in 05(10.20%), followed by
Tenderness, Pintact infection, Deep infection, and
Marginal Necrosis were found with percentage of
04(8.16%), 02(4.8%), 02(4.8%) and 01(2.4%). Shah
et al.”® reported 36 fractures achieved 86.1% union
within 6 months, 11.1% delayed union and 2.77% non-
union. Drososet al.** had 75.2% union in 6 months,
12.4% delayed union and 12.4% nonunion. The
external fixation techniques enables early postoperative
functioning and rehabilitation of limits which decrease
the treatment period and offers good outcome. Shaw et
al.*°chieved100% union in a 44 closed group of tibial
shaft fractures and open fractures Gustilo type | and
Gustilo type II, treated with the external fixation
technique. Keating et al*’. achieved 95% union
proportion after the external fixation of 100 fractures of
tibial shaft (53 open and 47 closed) with Orthofix
external fixator. The same authors had 6 per cent
nonunion in the same series after the external fixation,
14 per cent malunion after the external fixation of
closed tibial shaft fractures, and 32 per cent malunion
after the external fixation of open fractures. Krettek et
al 8 obtained 10.9 per cent nonunion after the external
fixation of 202 tibial shaft fractures (70 closed and 132
open).
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CONCLUSION

The goals of soft-tissue coverage in open fractures are
to achieve a safe and early durable coverage, avoid
nosocomial infection and optimize the healing and
facilitate the future reconstruction. Advantages of
fasciocutaneous flap is that they have their own blood
supply produce good durable cover and can be
reopened for bony surgery. The timing of wound
closure is debatable and that delayed primary closure at
5-7 days is probably optimal. This is study provides
better outcome with early local fasciocutaneous flap
coverage with less hospital, early rehablitation, help in
early fracture union, and decreased infection.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Diaphyseal Tibial
Fractures Treated by
Interlocking Nail

[Original Article] - Fynctional Outcome of Diaphyseal Tibial
Fractures Treated by Intramedullary Interlocking

Nail, LUMHS Experience

Faheem Ahmed Memon?!, Abbas Memon® and Niaz Hussain Keerio?
ABSTRACT

Objective: To evaluate the functional outcome of Diaphyseal Tibial Fractures treated by Intramedullary interlocking
nail by looking at the rate of infection, time of union and knee range of motions.
Study Design: Non randomized controlled trial.
Place and Duration of Study: This study was conducted at the Orthopedic Department of Liaquat University of
Medical and health Science Jamshoro from January 2016 July 2016.
Materials and Methods: Fourty patients with diaphyseal tibia fractures (the fractures 7cm below the articular
surface of knee and 4 cm above the ankle joint) were included in this study. Diagnosis was made on clinical grounds
& radiological examination. Closed intramedullary nail were performed in all skeletally mature (the patients whose
epiphysis has been united) patients with diaphysial tibial fracture. Intramedullary interlocking nail were performed
in static method in all closed as well as open tibial fractures upto Gustillo Anderson typeglll-b. Skeletally immature
patients, patients who showed signs and symptoms of infection at the site to be ope r elsewhere in the body,
pathological fractures, having any medical illness which effect the bone healing, a3 us knee or ankle disease
and Gustilo Anderson open fractures with neuro-vascular injuries (Gustilo 111-C ed from the study.
Results: In our study there were 34 (85%) male, 6 (15%) female patien gcan age of 42 yrs.27 (67.5%)
{9

patients presented with close fractures, while 13 (23.5%) patient; acgres. 10 (25%) patients were
operated within six hours and remaining 30 (75%) were operatedfwithin 22™8Urs. No patient had any infection
either deep or superficial, at the end of our study. Wounds of all §the patients became clean at the end of 12th
week. Full weight bearing was allowed to 39(9756%) patients at the 24th wks. At the end of our study most
of our patient’s 40(100%) got knee range of motion faom 135 degree. Fracture union was observed in 39
(97.5%) patints, while one (2.5%) patients did not show agy §ign #f union at the end of study. The overall results

were excellent in both close as well as open fractures.

and closed fractures can be managed effectively b

od of treatment. It provides early mobilization of the

Conclusion: Intramedullary interlocking nail is the M@ﬁ f choice in all diaphyseal tibial fractures. Both open
ol a

patient and decreases hospital stay. Early reha
patients.

Fracture

Citation of article: Memon FA
Treated by Intramedullar

INTRODUCTIQN

Fractures of the tibia arMgth€ fibula are subject of
ongoing controversy and discussion. Despite newer
innovations in implants and external fixation
devices, tibial fractures essentially remain
unresolved; they are among the most challenging
fractures to be treated by an orthopedic surgeon.
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nd early return to work makes it economical for the
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teRlgcking Nail, LUMHS Experience. Med Forum 2017;28(3):75-79.

This problem is predominantly attributed to the high
prevalence of concomitant closed and open soft-tissue
injuries. Approximately, 90% of all open tibial fractures
are located in the shaft.! The annual incidence has been
estimated to be 5.6 per 100.000 persons a year.’
Significant rates of infection, non or delayed union are
reported complications of those injuries®?,

The ideal treatment for open fractures of the tibia is less
clear. However, Intramedullary (IM) nailing has been
the treatment of choice for closed diaphyseal tibial
fracture as demonstrated by excellent results of multiple
clinical studies." Twenty years ago an open fracture
was the classical indication for the treatment with an
external fixator.* Since the 1990s, a number of studies
demonstrated favorable outcomes with intramedullary
nailing, resulting in amendment of policy. Advances in
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the surgical technique, antibiotic therapy, and tissue
coverage have occurred concurrently, enabling
surgeons to reduce the rates of infection and improve
overall clinical outcomes in open fractures. Delayed-
union, non-union and knee range of motion remains a
challenging complication not only in the treatment of
open but also closed tibial shaft fractures.

Patients with open fractures are known to be at higher
risk for superficial or deep wound infection, soft tissue
infection or acute purulent infection of the medullary
cavity.>® The literature shows deep wound infection
rates in open tibial fractures treated by intramedullary
nails, varying greatly from 2.5% to 33.3%.”™ In a
current multicenter analysis of open tibial fractures
treated with unreamed, small diameter tibial nails,
Gaebler et al. published a rate of deep wound infections
ranging from 2.5% to 5.4% *°.

Delayed union of tibial fractures treated by
intramedullary interlocking nails range for 0%—11% for
closed and from 9% to 47% for open fractures. In
published data, non-union occurs in 0% to 8% of the
closed and 3% to 17% of the open cases.”***® In
Gustilo type | fractures, the average time to union was
19 weeks, whereas for Gustilo types Il and Ill, it was 26
and 39 weeks, respectively™®.

The objective of the study was to evaluate the
functional outcome of diaphysial tibia fracture treated

by closed intramedullary interlocking nail by looking at ®

the rate of infection, time of union and knee range of
motions. This study was undertaken with the view t
have a clear picture of the intramedullary interlocki

nailing modality, so the same could be used in fu
diaphyseal tibial fracture with confidience

MATERIALS AND METH&&

This was a non randomized controllely tria) of patients
with diaphysial tibia fracturg trea amedullary
interlocking nail. Study at Orthopaedic
department of our hospi ion of study was six
months from Novem cember 2008.

Forty patients with dia | tibia fractures (the
fractures 7cm below the arti€ular surface of knee and 4
cm above the ankle joint) were included in this study.
Diagnosis was made on clinical grounds & radiological
examination. Closed intramedullary nail  were
performed in all skeletally mature (the patients whose
epiphysis has been united) patients with diaphysial
tibial fracture. Intramedullary interlocking nail were
performed in static method in all closed as well as open
tibial fractures upto Gustillo Anderson type IlI-b.
Skeletally immature patients, patients who showed
signs and symptoms of infection at the site to be
operated or elsewhere in the body, pathological
fractures, having any medical illness which effect the
bone healing, any previous knee or ankle disease and
Gustilo Anderson open fractures with neuro-vascular
injuries (Gustilo 111-C) were excluded from the study.

al.\Du

The functional outcome was measured in terms of the
rate of infection. Union was assessed both clinically
and radiologically. Clinical assessment was done for
local tenderness; radiological assessment was done with
presence of callus or loss of fracture line. Knee range of
motions was measured with the help of Goniometer.
Normal range of movements was taken from 0° to 135°.

RESULTS

A total of 40 patients with diaphyseal tibial fracture
diagnosed on clinical and radiological examination by
taking X-ray AP and lateral view. The average age of
the patients was 42.57 + 13.45 years. Out of 40 patients,
34 (85%) were males and 06 (15%) females with 5.7: 1
male to female ratio. Regarding type and sub type of
fracture, linear type of fracture was observed in 20
(50%) patients in whom subtype linear fracture was
transfer 14 (35%), oblique 4 (10%) and spiral 2 (5%).
Comminuted type of fragjire\was observed in 16 (40%)
patients and segmen peSyacture was in 4 (10%)
patients as shown Acggording to the modified
ication: Out of 13(32.5%)
he most common that was

-A.
ection was found in 4 (10%) patients at

weight bearing at 6™ week and full weight

ing were allowed after clinical and radiological
vidence of union. 34(85%) patients were allowed
partial weight bearing in 6 week, while 4(15%) patients

2"7veeks follow-up but at 12 weeks infection was

cagaplgely resolved (p=0.012) as shown in table 2.
r
w

were not allowed weight bearing in 6" weeks
(Table 3).
Table No.1: Type and Subtype of Fracture (n=40)
Type of Fracture Numb_er Percentage
of patients
Linear 20 50
Transfer 14 35
Obligue 4 10
Spiral 2 05
Comminuted 16 40
Comminuted < 50% 10 25
Comminuted > 50% 6 15
Segmental 4 10
Two level 4 10
Type of open fracture 13 32.5
Type | 11 27.5
Type Il 1 2.5
Type HlI-A 1 2.5
TYPE 111-B 0 0

36(90%) patients were allowed full weight bearing in
12th weeks while 4 (10%) patients were not allowed.
22(55%) patients were allowed full weight bearing in
18™ weeks and 18 (45%) patients were allowed full
weight bearing in 18" week. Finally at 24" week
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39(97.5%) patients allowed full weight bearing while 1
(2.5%) patient was only allowed partial weight bearing
(p=0.0001), as shown in table 3.

Radiological evidence of union according to follow-
ups visit of patients is presented in table 3. Union
occurred in 39 (97.5%) cases in 24™ weeks while one
(2.5%) case had non-union at 24 weeks (p=0.0005), as
shown in table 3. Range of motion according to
follow-up is presented in table 3. Four patients 10%
patients had range of motion was 0 to 125° and one
patients (2.5%) had 0-90° range of motion but at 18"
weeks all patients had improved their range of motion
(p=0.002).

Table No.2: Postoperative complications:

Complicati Follow-Up Visit

ons 2- 6- 12 18- | 24-
Weeks [Weeks | Weeks| Weeks| weeks

Wound condition P=0.0005
32 35 38 39 40(100)

Clean 80) | (87.5) | (95) | (97.5)

Inflamed 08 05 02 01 0 (0)

(0) |@12.5) | (05) | (2.5)

Condition of infection P=0.012
Non 36 38 40
(90) (95) (100)
Superficial | 04 02 0(0)
Infection (10) (05)
Deep 0 (0) 0(0) | 0(0)
Infection

Table No.3: Postoperative outcome

Follow-Up Visit
Outcome 2. 6- 12
Weeks |Weeks |Weeks
Weight
bearing
Non 40 (100)[6 (15) [4(10) §o@ [0 (0)
Partial NA 34 (83 |3 (55) [1(2.5)
( 18 (45) |39
Complete NA . (97.5)
\

Radiological 4 P-value |0.0005
union
Non 40(100) [40(100) [1(25) [1(2.5) [1(2.5)
Prqgress in 0(0) 0(0) 39(97.5) 29(72.5) 0(0)
union

. 0(0) 0(0) 10(25) |39
Union 0(0) (97.5)
Range of =
motion 0.002
0-90° 1(25) |0(0) |0(0) 0(0) --
0-125° 4(10) [4(10) [1(25) [39(97.5)]--
0-135° 35(87.5) | 36(90) |0(0) 40(100) |--
DISCUSSION
Tibial shaft fractures are the most challenging

fractures to fix for an Orthopedic Surgeon. Most of our

patients were young and very active. As most of the
young patient’s live active life, motorbike is their
favorite vehicle to drive. That is the reason males are
affected more common than females in our study. In
our study 34 ( 85%) males are affected while remaining
six (15%) were females. Study conducted in Toulouse
by Bonnevialle P and friends in 2003 show involvement
of 34 men (85%) and 15 women (15%)."" International
studies show little difference as compared to our local
studies because of cultural difference. Out of 13 open
fractures, 11 were type I, one was type Il and remaining
one was type Il A according Gustilo-Anderson
classification®.

Only 10 (25%) patients received definitive treatment
within 6 hours of injury. The remaining 30 (75%) of the
patient’s management was delayed. The causes of delay
in definitive treatment were{so many; out of them the
most common was late ation in our hospital. Out
of 13 patients (32" whd presented with open
fractures, 7 (17.5% op ted within six hours in

our hospit r Pgients were operated within 24
hours.I ost of the tibia fractures were
operate! 24 hours as proved by different
studies.” patients were also operated within 24

h . All the open fractures were operated early,
d@i and washed thoroughly and wounds were

S primarily. In the international literature

mediate debridment, irrigation of the wound and its
primary closure with stabilization of fractures is the
routine.’. Due to this protocol we obtain better results
especially rate of infection as compared with other
Asian studies.” Time of union is as per other national
and international studies.???. i.e: between 17 — 24
weeks. None of our patients were allowed full weight
bearing in the first week of their operation. Partial
weight bearing was allowed at 6™ week and full weight
bearing after clinical and radiological evidence of
union. 36(90%) were allowed full weight bearing in
12" week while 4(10%) were not allowed. Finally at
24™ week 39(97.5%) patients were allowed full weight
bearing while only 1(2.5%) remained partial weight
bearing at the end of our study because of associated
ankle fracture on same side. Union was achieved in
almost all patients, the radiological and as well as
clinical union was achieved in our 39 (97.5%) patients.
only one patient did not have radiological sign of union,
although clinically he was pain free and was allowed
full wt bearing at the end of this study. International
studies also suggest excellent result in regard of union
in diaphyseal fractures of tibia.”’None of our patient got
any wound infection either superficial or deep.
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Knee range of motions remained remarkable at the end
of our study. 35(87.5%) patients got almost full range
of motions of knee at the end of 2 weeks, while 4(10%)
patient’s knee range of motions were restricted, they
were able to move their knees from 0 to 125 degrees,
while one (2.5%) had range of motion up to 90 degrees.
This was because of lack of exercises and
physiotherapy by these patients. At the end of our
study all patients were able to move their knees with in
full range of motion (0 to 135 degrees).As comparing
with other national and international studies none of our
patients had postoperative complications like infection,
knee stiffness, and malunion, screw breakage,
misplacement of screw.?®?.

Our study is comparable to other international studies.
As compared to our national studies our study is so far
superior to all other studies, due to better modern
facilities with trained and experienced staff present in
our hospital. Most of our patients were also educated
and they were on regular follow-ups in our outpatient
department throughout the study period.

CONCLUSION

Intramedullary interlocking nail is the treatment of

choice in all diaphyseal tibia fractures. Both open and

closed fractures can be managed effectively by this

method of treatment. Intramedullary interlocking nail i
now recommended worldwide. It provides eaQ

mobilization of the patient and decreases hospita
thus total

cost of treatment is reduceg®
rehabilitation and early return to work it more
important and economical for the patieb
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orignal Articlel— Gynecological Encounters in gl
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Emergency Surgical Procedures
Abdul Malik Sangri*, Aneela Gul Shaikh? Zahoor Hussain® and Zulfigar Ali Shar*

ABSTRACT

Objective: To determine the incidence and management outcome in female patients who come to general surgeon
with acute abdomen due to certain gynecological reason.

Study Design: Descriptive / randomized study

Place and Duration of Study: This study was conducted at the Emergency Department, K.M.C/Civil Hospital
Khairpur (Mir’s) from 1st August 2014 to 30 May 2016.

Materials and Methods: All those female cases were included in this study, who went through the process of
exploratory laparotomywith accidental finding of underlying gynecological pathology. All described cases were
documented in specific proforma, tabulated and statically classified and the final results were prepared.

Results: Over the period of two years, 314 female patients were received in A/E department of this hospital with
acute abdomen and were managed. Among these 53 (17%) were those patients, where the cause of acute abdomen

was certain gynecological pathology. The mean age was 37 years and most of them we
multiparous, 35 (66%). Pain in Right lower quadrant was the commonest symptoms,
(24.53%) was major cause, followed by ovarian torsion 10 (18.86%) and rupturgigvari
diagnosis and Ultrasonography were little helpful to reach at correct diagnosis
reason of exploration was due to the clinical findings of appendicitis, it’
Conclusion: Acute abdomen in females, requires full clinical,
situation arises where gynecological pathology is encountered aft

advice should be taken before doing any procedure.
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married, 42 (79.24%) and
inflammatory disease 13
cyst 9 (17%). Clinical
entgeries of cases. Here the
copfpINg 1S or peritonitis.
0 % ragfological evaluation. If such

exploration, then the gynecological help and
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INTRODUCTION

abdominal pain, when reported in outdo
emergency room. The differential

abdominal pain is broad, and include
gastrointestinal, urogenital, gyneco
pulmonary system. During o dai
the situation arises, when
unexpected gynecologi

iSO while doing the
exploratory laparotomy: jseases mayor may not
be related to pregnancy de torsion of normal
ovary, ovarian cyst or mass, hemorrhage or rupture of
an ovarian cyst, pyelonephritis pelvic inflammatory
disease, acute salpingitis, tubo-ovarain abscess, ectopic
pregnancy, pyosalpinx, torsion or degeneration of a
uterine fibroid and endometriosis. In certain good
hospitals where the departments are established, if such
situation is faced then, help is sort out from concerned
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ecological colleague. However in certain
circumstances it becomes necessary for the surgeon to
take over the role of gynecologist, to perform that
required surgical procedure independently with
satisfactory results. Up to 13% women, who present to
general surgeon having symptoms of acute abdomen,
have gynecological problems X. The commonest general
surgical emergency dealt by surgeon all around the
world is acute appendicitis 2 and is also the most
common cause of non-gynecological pelvic pain®.Many
gynecologic conditions can mimic acute appendicitis,
making the diagnosis obscure and controversial
between two working departments. Female pelvic
pathology may also be confused with other intra-
abdominal disease processes. In such situations,
complete clinical and physical assessment should
include abdomino-pelvic, rectal, vaginal and bimanual
examination, in particular to careful inspection for
vaginal discharge or bleeding. However, any disease
process causing pelvic inflammation may result in
cervical motion tenderness, but other diagnoses should
not be excluded on the presence of this sign.* For
example, diverticulitis may be mimicked by an ovarian
cyst or tubo-ovarian abscess on either sides of lower
abdomen, pelvic inflammatory disease may be
misdiagnosed as generalized peritonitis secondary to a
perforated viscera, acute appendicitis and cholecystitis
may be confused with ovarian, or uterine pathology in
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the right upper quadrant during pregnancy. In such emergency or after investigations. The data of each case
situations clinical examination becomes more reliable  was entered in specifically designed proforma, then
then the scoring method and investigations in tabulated, analyzed and final results were prepared with
diagnosing appendicitis. However even then sometime  the help of SPSS.

there is overlapping between acute appendicitis and a

right side tubo-ovarian pathologies. Ninety five percent RESULTS

of ectopic pregnancies occur in the uterine tube, usually
in the ampullary portion. This an emergency which can
mimic the clinical scenario of other acute surgical
disorders, like peritonitis secondary to gut perforation.
The clinical signs and symptoms of ectopic pregnancy
can be variable, if the patient present with
hemodynamic instability, urgent laparotomy with
simultaneous resuscitation is mandatory.

The purpose of this study is to discuss common
obstetrical and gynecological abnormalities, which the
general surgeon may encounter, while dealing the
female patient with acute abdominal pain. In particular
those cases where the diagnosis was unclear before
exploration, but recognized per-operatively, have been
discussed with their clinical presentation, ultrasound

findings and surgical management. / Clinical features of various

frequent cause 3
MATERIALS AND METHODS gynecolga '09 were mimic by acute

abdomifal pain s different regions, very similar to
This randomized prospective study was conducted in 80 other ical jcauses. Pelvic inflammatory disease
bedded, two surgical units of Khairpur Medical (P.1.D) p ed with pain in right lower abdominal
College/ Civil Hospital Khairpur Mir’s, over the time of o que®rants, and also associated with nausea, vomiting
02 years, from 1st August 2014 to 30 May 2016. This is argl feyer. Torsion of ovarian cyst also presented with
our public sector, newly established Medical College 'X‘ right and left lower quadrant pain, and most of
and hospital, which provides health facilities to all si theéf also had nausea and vomiting. In certain number

peoples, without any territorial difference. @ f cases, where the acute abdomen turned out to be

Out of a total 314 patients in this study, 53 patients
(17%) were found to have some gynecological cause of
acute abdomen. Age ranges from 15-65 years, and
mean age was 37 years, most of the patients were in the
childbearing age, 42 patients were married and 11
patients were unmarried. Majority of the patients, 35
(66%) were multipara, 12 (22.64%) were primipara and
06(11.32%) were those, who did not have any past
history of pregnancy (Table 1). In this study we also
sort out the different gynecological diseases, which we
faced while performing the emergency laparotomy.
Majority among them was the category of those patients
who have pelvic inflamygatdyy disease, 13 (24.53%),
after this adnexal torsigg (0 n torsion) 10 (18.86%),
and ruptured ova st, (13.20%) was third

patients who seek medical advice due to any rea secondary to ruptured ovarian cyst, presented clinically
well as referred from different primary and géc with pain all over the abdomen but more marked in
health care units, come here and get adnjgsi this  both lower quadrants. In 07 cases of uterine perforation
hospital. In our present study all thoseep t and and 06 cases of ectopic pregnancy, clinical features
non-pregnant females patients are(incI’Jded, who were similar to gut perforation, like generalized
presented with severe abdo ina@ emergency  abdominal pain, guarding and rigidity, which was more

department of KMC/Civi it irpur. Over all marked in lower abdomen and associated with fever,
we sort out 314 womeg/over t riod of two years, vomiting, raised w.b.c count, with unstable vitals and
who were admitted ryi wards for further  the state of shock (Table 3).

workup, and full investiga®@ng” These reports include,

basic blood tests, ultra sofnd of the abdomen and Table No.1: Age, marital status, and parity. Status

of the patients (n=53).314

pelvis,x-rays of abdomen and chest in non-pregnant Characteristics Number (%)*
women, pregnancy test and human gonadotrophic 15-24 years 13 (24.52%)
hormone in urine, to rule out early pregnancy. All those 25-34 years 15 (28.30%)
haemodynamically unstable patients were resuscitated, Age Catedor 35-44 vears 9 (16 §8°/)
prior to any surgical procedure. Among these 314 ge Lategory Y oo
; > 45 years 16(30.19%)
women, 53 were those, where the reason of abdominal Married 42(79.24%)
pain was due to underlying gynecological pathology. . : '
These all cases were diagnosed per-operatively, earlier Marital Status Unma_lrrled 11(20'705 %)
to that, diagnosis was not conclusive, even after all . Mglt!para 35(66%’2
possible clinical and laboratory workup was fulfilled. Parity Prlm_lpara 12 (22'6‘%’)
The management of that group of cases, was not only Nullipara 6 (11.32%)

exclusively handled, but also advice and help was seek In all the cases ultrasonographic study was also added
from available senior gynecological colleague. Latter  &performed soon after admission in the emergency
on those patients were excluded from this study, who  department by a trained radiologist.13(24.53%) cases of
were owned by gynecological department from  pI.D were misinterpreted clinically either with
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appendicitis or perforated gut. That latter diagnosis was
also supported by emergency ultrasound modality,
except in 03 cases where it reported normal. In
10(18.86%) cases of adnexal torsion (ovarian torsion)
findings of ultrasound, co-related with the clinical
diagnosis of appendicitis, and in some cases described
it’s complications. In 09(17%) cases of ruptured
ovarian cysts and 07(13.20%) cases of uterine
perforations, ultrasound reported free fluid in peritoneal
cavity, where clinical diagnosis of peritonitis due to gut
perforation was boldly established, followed by
exploratory laparotomy. Ruptured ectopic pregnancy

complicated fibroid and 02(3.77%) cases of
endometriosis were also misdiagnosed clinically, and
here similarly ultrasound could not recognize actual
underlying pathology.(Table 4).

Table No.2: Gynecological acute abdomen causes.

Pathology n=53 (%)
Pelvic Inflammatory Disease 13 (24.53%)
Adnexal torsion 10 (18.86%)
Ruptured Ovarian cyst 9 (17%)

Uterine perforation
Ectopic pregnancy

7 (13.20%)
6 (11.32%)

was found in those 06 (11.32%) cases where the early Tubo-ovarian abscess 3 (5.66%)
ultrasound showed, moderate collection in peritoneal Complicated fibroids 3 (5.66%)
cavity and pelvis, describing these cases of gut Endometriosis 2 (3.77%)
perforation with peritonitis. 03 (5.66%) cases of
Table No.3: Symptoms and Signs at the time of Examination.
R.L..Q L.L_.Q B.I__.Q Fever Nau_sga/
pain pain pain vomiting
Pelvic Inflammatory Disease + + + +/- +
Adnexal torsion (ovarian cyst) +/- +/- - - +
Ruptured ovarian cyst + + + +/- +
Uterine perforation + + + + + +
Ectopic pregnancy- +/- +/- +/- + - -
Tubo- ovarian abscess + - - - + +
Complicated fibroids +- +- [/ + + +/- -
Endometriosis +/- +/- +/- - -

hd +/- +/-
ative diagnosis and procedure.

Table No. 4: Ultra sound findings, clinical diagnosis,
No. of Clinical Diagnosis Ultrasound F@ Per Operative Operative Procedure
Patient Dial Diagnosis
13(10) | Appendicitis Probe @s +ve Pelvic Inflammatory Appendectomy
Peritonitis dilated I collection Disease Exploratory laparotomy
?3) (perforated appendix, Pelvis (PID) Abdominal cavity toilet and
gut perforation) /9 al report placement of nelaton drain
10 Appendicitis / Wicitis / Appendicular Ovariotomy /
Appendicular abgcess/ abscess/ Mass Adnexal torsion salpingoOvariatomy /
Mass salpingooopherectomy
9 Peritg, Free fluid in peritoneal Ruptured Ovarian cyst Partial Excision of cyst
(gutp cavity/ pelvis
7 Perito Dilated loops of gut with Uterine perforation Repair of perforation/
( gut perforal pelvic collection hysterectomy
6 Peritonitis” Moderate collection in Ruptured Ectopic Salpingectomy salpingo /
( gut perforation) peritoneal cavity/ pelvis pregnancy Oophorectomy
3 Appendicular/ pelvic Appendicular/ pelvic Tubo-ovarian abscess Lower midline laparotomy
abscess abscess/ psoas abscess Ovariotomy Salpingectomy
peritoneal toilet
Placement of nelaton drain
3 Peritonitis/ sub-acute Degenerative changes Complicated fibroids Myomectomy/
intestinal obstruction in fibroid uterus/pelvic uterus hysterectomy
mass/collection
2 S.AL.O/ Dilated loops with Cystic Endometriotic cyst Exploratory laparotomy
Mesenteric cyst lesion in bowel/ mesentery Endometriosis Excision/ biopsy
DISCUSSION close monitoring, andoften need surgery. There is a

Acute abdomen is broad term comprising group of
surgical, medical and gynecological life threating
conditions, requiring immediate hospitalization with

long a list of possible causes of acute abdomen varying
from vascular pathology to psychogenic pain, their
clinical features are also variable from patient to
patient, with identical or totally different disease
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entities. It requires careful history taking, thorough
clinical examination and appropriate use of laboratory
and radiological investigations to reach at correct
diagnosis. It is also fact that, sometimes it becomes
difficult to diagnose the underline disease in significant
number of patients despite all possible measure. The
general surgeon continue to face the various
gynecological encounters, presenting with acute
abdomen®®. Lower abdominal pain remains challenging
and conflict zone between general surgeon and
gynecologist. In that respect, there are certain serious
conditions in women which must be evaluated and
managed properly, when they present in emergency.
The commonly faced acute gynecological conditions
are pelvic inflammatory disease, ectopic pregnancy,
ruptured or twisted ovarian cyst with or without
peritonitis, benign and malignant ovarian tumors and
endometriosis. These gynecological diseases come in
the differential diagnosis of different acute surgical
emergencies, like acute appendicitis, perforated
appendix, peritonitis, acute intestinal obstruction and
haemo-peritoneum etc.”®° The correct management of
these gynecological condition demands thorough
knowledge of female pelvic anatomy and complete
knowledge of disease process and their surgical
treatment.®**2 In our present study, we found
significant number of patients, which were accidently
encountered with gynecological
performing routine general surgical procedures. The
incidence of these particular encounters remained 17%,
which compares almost equally with another study
Pakistan, where it is reported 17.59%. * In 3

O
overseas center gynecological emergencies %
for other surgical emergencies were co %
cases,™ this is not a significant differenc% rate
of mistakes in diagnosis. Anofher eresting
observation was found in this scs emergency
surgeon initially diagnosed ec@l cause only in,
07 patients (11.86%), of s, in remaining
cases diagnosis was ratipnal general surgical
conditions. Many of the§ggns #hd symptoms of acute
appendicitis overlapped wi ose of the gynecologic
disorders in this series of patients. In fact, acute
appendicitis has been shown to occur simultaneously
with a variety of gynecologic diseases, including
endometriosis, ovarian cysts, uterine fibroids, and
hydrosalpinx.”> On physical examination majority of
patients have abdominal tenderness localized to the
right lower quadrant in over 90% of cases, the others
have signs of peritoneal irritation. These features were
also described by other peoples working abroad at
certain well reputed centers.’® P.1.D is found a common
entity in our series which presented like appendicitis or
peritonitis. Similarly pelvic inflammatory disease was
the most common gynecological emergency in district
hospital kasur, Pakistan.”” It is thought to be ascending
infection from lower genital tract and is a common

pathologies while ®

complication sexual transmitted disease in women.*
this is followed by adnexal torsion and ruptured ovarian
cyst, which is slightly un matching with the results of
other local and foreign studies where ruptured ovarian
cyst, supersedes P.1.D.*™*  Uterine perforation was
present in 13% of our series, whereas septic abortion
with uterine perforation accounted in 7% of the
gynecological emergencies in a study in Nigeria.'®
Ectopic pregnancy can present with abdominal pain and
hemodynamic instability and may be encountered by
the general surgeon, and is typically discovered
between 06™ to 10" weeks of gestation. Ectopic
pregnancy is currently the leading cause of death during
the first and second trimesters of pregnancy, accounting
for 10-15% of all deaths during this time.?° we found
ruptured ectopic pregnancy in 06 cases which were all
implanted in fallopian tube, and there was moderate
collection of blood and clots,in peritoneal cavity. Pelvic
endometriosis has been repdyted in 5-15 of all pelvic
operations.?we also fo cases, where they were

eit because of unclear diagnosis or when the
cdncerned department was reluctant to own these
a .

NCLUSION

Whenever the acute abdominal emergency is faced in a
female, then the underlying gynecological cause should
always be kept in mind. Detail history, thorough
clinical examination, utilization of possible diagnostic
modalities and expert opinion from gynecological
colleague, play important role to differentiate between
gynecological and surgical causes of acute abdomen.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Hand Washing
Among Surgeons
and Physicians

| Original Article] Hand Wash|ng Compllance Among

Surgeons and Physicians in Tertiary Care
Hospital at Multan

Allah Yar Malik*, Asim Shafi? and Muhammad Siddique Qadri'
ABSTRACT

Objective: To determine the Surgeons and Physicians compliance with the World Health Organization (WHO)
prescribed five moments of hand hygiene.

Study Design: Descriptive / cross-sectional Study

Place and Duration of Study: This study was conducted at the Department of Community Medicine, NMC,
Multan. from Dec.1, 2016 to Jan. 31, 2017.

Material and Methods: Non-probability convenient sampling was in this study. Hand washing compliance was
compared among Surgeons and Physicians. A survey was performed in all surgical and medical units of teaching
institution to observe the hand washing compliance randomly according to the WHO five moments of hand hygiene.
Semi-structured proforma was used to collect the data secretly without the knowledge4qf the personnel who were

being observed.

Results: The mean compliance among Surgeons and Physicians was very low,
There was a strong association between surgeons and physicians regarding hand @

83% and 6.11%, respectively.
ng & 95% confidence level.

(P< 0.00). Surgical wards sink to beds ratio was 1:24 and bar soap to beds/fa W 1:48. Medical wards sink to
beds ratio was 1:33 and bar soap to beds ratio was 1:49. Alcohol-b ha or ¥anitizer was not available in

both Surgical and Medical units during the study period.

Conclusion: Hand washing compliance was very low among s
adherence to hand hygiene was non-availability of good numbers of
for regular education, re-education campaign and provisign of
Key Words: Compliance, hand washing, Surgeon, Physici

Physicians in Tertiary Care Hospital at Multan.

ons ,and physicians. The reasons for poor
asins and bar soap. There is a necessity
enjties for hand hygiene.

2017;28(3):85-87.
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INTRODUCTION Q
All patients in the hospital care ar&%&k of

community-acquired and hospital-acge¥®e ections.

This is known fact since 150 years thege is a strong

association between hand tan@ nd infection.
h

The hand washing is the gal of prevention®.
The improvement in d-was practices by health

y ajsociated with reduction
iof rate.’

care personnel is signi

in community-acquired in

Unluckily, compliance withv’hand hygiene is still very
poor at most institutions.> * The phobia of hands
allergy, distance from wash basins, and a dearth of
time, are the main excuses mostly untaken to explain
poor adherence.> ® Overall hand washing compliance
was under 50% in studies carried out in last 20 years "8
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Lately, the introduction of alcohol-based hand
sanitising gel has been effective in snowballing the
hand washing compliance, particularly in intensive care
units & .

There have been few studies about hand washing; they
found potential pathogens on the healthcare workers
hands, such as Staphylococcus aureus, E. coli,
Enterococcus faecalis and Pseudomonas aeruginosa.*.

MATERIALS AND METHODS

All four Surgical units and four Medical units were
selected to collect data regarding handwashing
compliance among Surgeons and Physicians of
altogether 1800 bedded, Nishtar Hospital Multan.
Teaching Hospital had an infection-control team. There
was seven infection control personnel in the teaching
hospital. No change was made in the team during the
study.

The study was performed in 195 bedded surgical units,
and 198 bedded Medical units. The study was carried
out at the same time in surgical and medical units
during a two-month period, from Dec.1, 2016 to Jan.
31, 2017. The students of fourth-year MBBS were
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divided into two groups to collect the data. One group 250
observed hand washing opportunities for one hour
daily during the daytime in surgical units and another 200
group in Medical units under my supervision.

Each member of the study was directly observed. All
the Surgeons and Physicians working in the Surgical 100
and Medical units were not informed that the study was
being carried out and feedback performance was not
reported during the study period.

195 198

8 6 4 4

The following WHO desirable recommendations for
hand washing were observed:
- Before and after direct examining the patients

Availability of Total Beds Availability of Total Sinks ~ Availability of Total Bar
Soap

B Surgical Wards ™ Medical Wards

- Before and after invasive procedures (including
establishing intravenous line)

< After touching the patient surroundings. (Treatment
chart, bed, etc.)

Handwashing Compliance was defined as hand washing

with bar soap, Liquid Soap or washing hands with

alcohol base hand sanitizer. The use of disposable

gloves was also taken as compliance. Univariate

analysis to examine the associations between Surgeons

and physicians were compared by using Chi-square

Figure No.1: During the study period, no epidemic
outbreak was observed in both surgical and medical
units.

DISCUSSION

Our study showed bothers
compliance with hand
among surgeons an
respectively. Ther

e results: a very poor
. The mean compliance
iciand was 14.33% and 6.11%,
st®ng association between

tests. The level of statistical significance was 0.05.  surgeons agd p nS§ggarding hand washing at 95%
SPSS statistical software 21 was used to analyse the  confidepCe leve 0.0
data. We alq@ found)an underlying relation between little

basins and inadequate hand washing.
RESULTS The_poor hand washing adherence was due to non-
There were 314 opportunities for hand washing among. a@ﬁw Of h’a ng dsar}ltlzlirs,f gashpasms fa{: Hlity
the surgeons and 360 among the physicians N tial : ptatlent s beds. Lack of education may be an
; - ial factor

The mean compliance among surgeons and Physici ' .

was  14.33% pand 5 11%9 resgectively yO . study was done by Gould D and found that a high
com Iiaﬁce for han d. was,hin was obr hé h demand for hand washing was associated with low
Surggon,s compliance was bettergthan phpsic' A compliance which was congruent with the present

vas study™?
was a strong association between A study was undertaken by Rotter ML. and Pittet D,

Ferllyesilc(lsz (;egg)rdggbreag;i washing at Idence Mourouga P, Perneggr TV.In bo_th stud_ies, it was found
: R . . that low hand hygiene compliance in tertiary care
Table No.1: Hand washing gppo ompliance hospital in spite of infection control team of the
among Slergeons and Ph hospital. There was the unavailability of hand sanitizer
ngﬁho_ Han_ B . nearb}i3 }ziltient’s beds. This was consistent with our
Care washing ot Total | Value study "™ . . .
Worker Performed fformed A stqdy perfor_med in Argentina confirmed that hand
45/314 269/314 washing practices and health-care worker (HCW)
Surgeons (14.33%) (85.66%) 314 education considerably improved HCW adherence to
— 22/360 338/360 hand hygiene; however, after routine feedback was
Physicians | ¢ 1705) | (93.88%) | S0 | 000 | assimilated, hand washing compliance improved to a far
Column greater degree. Our study did not calculate steps to
Total 67 607 674 improve hand washing compliance since we only

Surgical units sink to beds ratio was 1:24 and bar soap
to beds was 1:48
Medical units sink to beds ratio was 1:33 and bar soap to

beds was 1:49

Alcohol-based hand gel or sanitizer was not used in both
surgical and Medical during the study time due to its

non-availability. (Figure 1)

desired a baseline assessment of hand washing
compliance in surgeons and physicians of tertiary care
hospital.”®> A study was undertaken by Pittet; it was
observed a significant progress in hand hygiene
compliance after an educational training program. There
was also a reduction in nosocomial infection rates and
MRSA communication. *°
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In another study, Harbarth also described a surge in
hand hygiene obedience in a paediatric hospital, after the
start of alcohol-based hand sanitizer and educational
struggles.™” This did not inconsistent with our study, due
financial constraints, lack of educational programs and
scarcity of hand washing facilities, compliance was
very low.

CONCLUSION

Hand washing compliance was very low among
surgeons and physicians. The reason for poor adherence
to hand hygiene was non-availability of good numbers
of wash basins and bar soap. There was a necessity for
regular education, re-education campaign and provision
of amenities for hand hygiene.

A health education campaign should address properly
in the health care workers to enhance their hand
washing compliance. Further research studies should be
carried out to emphasise issues of concern and
achievable solutions of hand washing adherence in
Surgeons and Physicians.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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original Article} N aternal and Fetal Qutcome in
Placenta Praevia

Farah Naz Aziz! and Riaz Ahmad?

ABSTRACT

Objectives: To determine maternal outcome in terms of morbidity and mortality in cases of placenta praevia to
determine the fetal outcome regarding morbidity and mortality in placenta praevia.

Study Design: Observational / descriptive study.

Place and Duration of Study: This study was conducted at the Aziz Bhatti Shaheed Hospital NSMC, University of
Guijrat, for a period of one year 2015 and 2016.

Materials and Methods: Two types of patients were included in the study.The booked patients who were diagnosed
by routine ultrasonography as cases of placenta praevia and the patients who presented with vaginal bleeding and
were diagnosed by ultrasonography. The babies were followed up for seven days and maternal condition for six
weeks after delivery.

Results: Total no of the patients included in this study was 104 and was done for a period of one year 2015-16at
Aziz Bhatti Hospital NSMC Gujrat. Majority of the patients who presented were mu{tigravida and none of the
primigravida had placenta previa. Mean gestational age was 33.4 weeks, 1.92% of t s had previous c-section.
The patients who required admission for more than once were 19.23%, 46.15% o0f ts had previous episode
of bleeding. The patients who required blood transfusion were 65.3%. Eighty foOfgp tient had c section and
the patient with PPH were 7.69%, 1.92% had cesarean hysterectomy and | " died because of hemorrhage.

March, 2017

[Placenta Praevial

The incidence of premature deliveries was 55.76% , and the perceptage* of\¢he fleon®es who died because of this
were 11.53%.
Conclusion: It is concluded, that in a country like ours, placenta pr
mortality and maternal morbidity. These cases should be screened an
by Macaffe. These cases should by managed in centres yher
ICU, blood transfusion and blood products and neonatal ingen
by a proper referral facility.

Key Words: Placenta, Praevia, Maternal Mortality, }-@ e, Prematurity. Neonatal
: dF
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ia is gtill one of the important causes of fetal
uld be managed expectantly as suggested
ilities for advanced sugery,specialized anesthesia,

re units are there and system should be backed

Prevalence was highest among Asian (12.2/1000 95%
C1 9.5-15.2) 3.6 / 1000 pregnancies in Europe, 2.9/
10000 pregnancies in North America and Sub-Saharan
Africa.

Ojha N in his study® found that placenta previa
contributed to .55% of the deliveries. The incidence of
major placenta previa was 21,4%, one patient required

INTRODUCTION
The placenta which is implanted e ti% in part in
the lower uterine segment is c praevia.

lle
Minor degrees of placenja p \@Iude the lateral
ia (t and type I1). Type
utdgrine segment and the

and marginal placenta
I encroaches on the

marginal reaches the inter . The major degrees of  hysterectomy and ten atients required blood
placenta praevia are type 41l and type IV. Type-Ill transfusions.
partially covers part of the OS and complete type-IV Low implantation was observed in 5-28% of

covers whole of the OS. The incidence of placenta  pregnancies during the 2™ trimester on ultrasonograply,

praevia is about 1 in 200, pregnancies as stated by
Macafee in his work on placenta praevia. Croswell JA
and associates’ found that overall prevalence of
placenta previa was 52/1000 pregnancies.
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but as the uterus grows the placental site appears to
migrate upward and by term only 3% are previas.

Two percent of those with low lying placenta before 24
weeks, 5% of those at 24-29 weeks and 23% of those at
> 30 weeks will still have a praevia at term. The exact
cause is unknown, but the endometrial damage due to
multiparty, increased age, previous C-Sections,
gynecological operations e.g., ERCP, D&C, increased
surface area of the placenta in pregnancies like twins
and succenturiate lobe predispose to the occurrence of
placenta previa.

Anisodowleh Nankali and associates in their study
found that patients with history of one previous
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c-section had mere chances of placenta previa and
neeed for hysterectomy rather than more than one
previous cesarean sections. The most common type of
abnormal placentation was accrete, percretta and
incretta respectively.?

Smoking and cocaine use also predispose to the
occurrence of placenta praevia. Cande V Ananth, and
associates, found that there® is a positive association
between smoking and placental abruption but weak
association with placenta previa and other uterine
bleeding. The incidence is 0.2% in nulliparous, but it
may be as high as 50% in the grand multipara. It occurs
in 1% of the pregnancies after a single Cesarean
section. The incidence after four to five C-section
increases up to 10%, and forty fold increased risk
compared with no C-sections. Placenta praevia doubles
the risk of congenital anomalies.

The other risk factors for placenta previa are multifetal
gestation, increased parity and maternal age.’

Placenta previa patients usually present with warning
and severe painless hemorrhages and malpresentations
late in pregnancy.

The management of patients of placenta praevia was
expectant as revised by Macaffe. The aim was to attain
the gestational age of 37 weeks with restricted physical
mobility of the mother supported by multiple blood
transfusions if required and liberal use of caesarean
section for delivery of the patient.

Oppenheimer L°® stated that the important diagnostic
tool is U.S.G. An overlap of more than 15mm (0s an

edge at 18 to 24 weeks) is associated with an increa

likelihood of placenta praevia at term. The os p
edge at 18-24 weeks is

important for gl
deliveries. When the placental edge lies &?wa
from the internal cervical os, women ca& ed
trial of labour with a high expectation ¢f su .

The diagnosis was done by clini tation and
was confirmed by ultraso ra@lacenta accreta
may be predicted by a hj ous section, low
lying placenta, 1.V.F reased fetoproteins
and estimation of the B .
When the bleeding is compW¥ated by premature labour
it would seem logical to inhibit uterine activity by
means of tocolytic agents.

Vaginal delivery would be possible in women with
minor degrees of placenta praevia, in whom the
placenta is anterior and the head engaged. In such
circumstances the bleeding usually controlled by
amniotomy augmented by syntocinon infusion.
Amniotomy should only be carried out under anesthesia
in an operation theatre with everything prepared for an
immediate transfusion and C-section, if the examination
provokes heavy bleeding, with the exception already
mentioned, delivery by C-section is the method of

choice for most women with any degree of placenta
praevia

o<

Pregnancy complicated by placenta previa is a high risk
pregnancy, and it increases the morbidity and mortality
of the mother because of the hemorrhages, these
pregnancies are  complicated by  postpartum
hemorrhages because of inadequate occlusion of the
sinuses in the lower segment. There are more chances
of surgical and anesthetic complications in major
degrees of placenta previa. There are increased chances
of air embolism. Postpartum sepsis is caused by
ascending infection of the raw placental bed. There are
15% chances of placenta accreta in placenta previa and
the risk of recurrence is 4% to 8% after one placenta
previa. There are chances of DIC in major degrees of
placenta previa because of repeated hemorrhages and
multiple blood transfusions.

Fetal outcome is poor in cases of placenta previa
because of preterm birth, the perinatal mortality
increases with decreasing gestational age, the overall
perinatal mortality range m 42 to 81 per 1000 but
much higher in devel countries. Fetal growth
restriction may occ p t0)16% of the cases. The
incidence of serig rm&tion of the baby doubles

in case of he other complications may
be cor d cOmpression, malpresentations,
fetal ar@mia, unexpected intrauterine death because of
rupture revia and severe feto maternal shock.

ERIALS AND METHODS

e Study was carried out for a period of one year in a
r@spective manner in Aziz Bhatti Shaheed Hospital,
SMC College, and UOG for a period of one year

(2014-15) it was an observational descriptive study.
Two types of patients were included in the study, the
booked patients who were diagnosed by routine
ultrasonography as cases of placenta praevia and the
patients who presented in emergency department with
the complaint of vaginal bleeding in second or third
trimester and were diagnosed as cases of placenta
praevia.

The patients who presented with antepartum
hemorrhage but were not diagnosed as cases of placenta
previa were excluded from the study.

Maternal morbidity was assessed by the number of
admissions and blood transfusions required during the
pregnancy, the outcome was also measured by the
mode of delivery, vaginal or operative, the number of
retained placentas in vaginal deliveries.

Serious morbidity and mortality was measured in terms
of cesarean hysterectomies.

Fetal outcome was assessed in terms of term and
preterm deliveries, prematurity, NICU admissions and
neonatal mortality.

The baby was followed up for seven days and maternal
condition for six weeks after delivery.

Ultrasonography is of utmost importance in the
diagnosis of placenta previa .Both abdominal and
vaginal were used in the localization of the placenta.
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Additional specific investigations were done according
to the diagnostic requirement of the patient e.g. CT
scan and MRI to confirm the findings.

Statistical analysis was performed by using SPSS
version 16.

RESULTS

The total no of the patients included in this study was
104. The number of un-booked patients was 86 as
compared to the booked one which were 18%. The
majority of the patients were in the age group 25-35
years.

None of the primigravida had placenta praevia and
maximum number of the patients were gravida four and
above.

Majority of the cases presented with painless vaginal
bleeding which in most cases was of the severe variety
which usually determines the mode of delivery and
leads to perinatal mortality. None of the patients
presented with reduced foetal movements, which
reveals another factor that intrauterine death is very
uncommon in cases of placenta previa, 42.3% of the
patients presented with mal-presentation.

Mean gestational age at the time of presentation was
33.4 weeks, and about 59.6% patients presented with
severe bleeding with clots.

The pain was only in 3.84% of the patients. However
labour was associated in 26.92% of the patients.

E&C was the most common predisposing factor found
in this study, 23.07% of patients were with previo
history of this procedure.

History of previous C.Section was in 1.92% m
cases. 3.84% of the patients were smokergffal
same was the history of previous placentayae
Manual removal of placenta was in 1.9486 cases
and multiple gestations in 0.96%.

i
Morbidity (Foetus) of | Precenta

¢ I7' %/ had postpartum hemorrhage which

patients usually have an history of threatened abortions.
The table shows that 46.15% of the patients had
multiple episodes of bleeding and 65.3% of the patients
required blood transfusions.

Table No.2: Maternal Outcome in cases of placenta

praevia

Outcome No of | Precenta
Patients | ge

The patients who delivered | 16 15.38%

vaginally

The patients who had | 88 84.62%

operative delivery by C-

section

P.P.H 8 7.69%

The patients who had | 2 1.92%

retained placenta

The Patients who had | 2 1.92%

required caesar

hysterectomy

The patients who ied\ 1 0.96

due to placenta pr 4

About 1 o
25% hfld to b

s were grade I, out of these
ivered vaginally, rest of all the
patients@ere defivered by C-Section.
This sho complete variety of the placenta praevia
w is far greater compared to the minor variety,

@ is an

ant determinant of maternal mortality and

maTbidity.

here was only one patient with placenta accreta and
another percreta for which caesarean hysterectomy had
to be performed; however one patient died because of
placenta previa. About 8% of the patients had P.P.H
which is an important determinant of the morbidity and
mortality. Two patients presented with retained
placenta and required cesarean hysterectomy and one
patient died because of adherent placenta.

Table No.3: Foetal Outcome - Total no. of Cases

Table No.1: Maternal M id@ relation with
placenta praevia P
2

atients | ge =104. Mean gestational age 33.4 Weeks

Patients required hosp 0 19.23% Outcome No of | Precentage

admission more than once Patients

The patients who had | 48 46.15% Full term alive delivery | 44 42.30%

previous episodes of after 37  weeks of

bleeding pregnancy

No. of Patients who required | 68 65.3% Premature alive babies 58 55.76%

blood transfusion Required admission in | 58 55.76%

Nursery

As is obvious in the above table, the patients suffered a Still births 2 1.92%
lot of morbidity due to placenta previa because of No. of neonates died in | 12 11.53%
multiple episodes of bleeding and transfusion as a mode cases of placenta praevia

of expectant management of placenta praevia.

About 19.23% required admission in a hospital before
the final admission which shows the importance of this
problem and why it needs more consideration. There
are warning hemorrhages in placenta previa, these

Table 3 shows the fetal morbidity and perinatal
mortality the mean gestational age was 33.4 weeks and
about 55.76 of the babies were premature. Almost same
percentage of the neonates required emergency
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admission, which is in marked contrast to the normal

deliveries.

There were only two still births (IUD’s) and one was
having placental abruption along with placenta praevia,
other was with severe vaginal bleeding and could be a

case of vasa praevia.

This was in marked contrast to the cases of placental

abruption, in which most of the fetuses died in utero.
Out of the alive neonates, 11.53% of the babies died
and majority within first week mostly due to the
complications of prematurity, but the rate has reduced
due to improved pediatric facilities.

DISCUSSION

Hemorrhage is the leading cause of maternal death

In a study by Olive E.C.° and associates it was found,
that 14% of the patients with placenta praevia suffered
a major morbidity. The proportion of the morbidity that
occurred among women delivered electively at term
was 40% in hospitals with 24 hour blood banks and
55% in other hospitals (P.>0.06). In another study®
Gomal A Kassem and associates stated that incidence
of placenta accrete was 25 out of 122 patient. The
median intra-operative blood loss was 2,000 ml (mean
3,000 ml) with a loss of > 2000 ml occurring in 72%
and > 5000 in 20%. The mean packed red blood cell
transfusion requirement was 7.7 and 28% required > 10
units. In this study 1.92% of the patients required
cesarean hysterectomy: Lovina S.M. Machado in his
study® stated that the predominant indication for
emergency peripartum hysterectomy was because of the

worldwide and placenta praevia contributes to the
hemorrhage as a leading entity, because of its nature
and conditions associated with placenta praevia due to
prior uterine trauma, previous C-Section, other uterine
surgery and previous history of praevia®.

As is obvious in table 1, the patients required multiple
times admission because of threatening hemorrhages
and required multiple blood transfusions, and the
morbidity is increased because of the transfusion, and
the associated conditions e.g. P.P.H. In this study
65.3% of the patients required blood transfusion.
Multiple admissions or continuous hospitalization

placenta praevia accreta which was noted in 45 —
73.3%. The risk factors were previous C. Section,
scarred uterus, age and muylti'parity.
The maternal morbidit g}d from 26.5 — 31.5 and
o mdst similar results* were
found by AT B n% r. Shehu in their study.
The gran u mere more affected (50%) as
to theggdltipara. The major types of the

placent@® (77.1%) were more prevalent than the minor
variety most (83.3%) were delivered by C.

Segtion. The maternal mortality was 1% and perinatal
0 L
increases the cost and the psychological effects of dqgths J12.5%). Almost same pattern was found in this

separation on the families, Advantages include, easy . ”The pige:;g(yw'tg 8 4mé;00/r var_leté/ LdSeI(l:vgred
resuscitation, prompt delivery and ensuring bed rest a@ ally were 15.38% and 84.62% required L.S.C.S.

limitation of activities. amal A Kasseem and Ali K Alzahravi in their study

Multiple blood transfusions increase the morbid :ﬁg?g d@?at I?ai(;ﬁzsaea:cfr;gesrzgcrlga;eede ”CSIk d?::i ma{:ﬁr?ﬁ;
sometimes sending with mortality of the mgineraEhe 1arly p u xcluded |
complications could be acute e.g ac lytic

cases of placenta previa, especially in those who has
reactions leading to DIC, infective s Fusion uterine surgery, high parity and advanced maternal age.
related lung injury, fluid overload,z noQ hemolytic
reactions to transfusion of plateletg’aid ells, severe

allergic reactionor anap, S, versus host
reaction presenting with/pagcyt la, abnormal LFTs
and deranged U& transfusion related
bacterial  infections. complications  of
transfusion are delayed hefolysis of transfused red
cells, development of antibodies to red cells in patients
plasma, development of antibodies that react with
antigens of white cells or platelets, post transfusion
purpura, graft versus host disease, iron overload,
infections and immune-modulations.

Regarding the maternal outcome majority (84.62%)
required cesarean sections; operative delivery has more
mortality because of the emergent nature of the
situation, anesthesia related complications and
increased incidence of hemorrhage in such cases, thus
placenta previa directly and indirectly leads to
increased mortality and morbidity.

Retained placenta is one of the complications of
placenta previa especially if it is of accreta variety.

If available a second consultant should share in the
surgery of placenta accrete. Elective delivery of patients
with placenta accrete at 36 weeks should be considered
unless there is maternal risk."

Sheiner et al in this study stated that the pregnancies
with placenta praevia had also much co morbidity in the
form of higher rates of 2™ trimester bleeding,
pathological  presentations,  abruptio  placentae,
congenital malformations, perinatal mortality, cesarean
delivery, Apgar scores at 5 minutes lower than 7,
placenta accreta, postpartum hemorrhage, postpartum
anemia and delayed maternal and fetal discharge from
the hospital. The maternal mortality from placenta
praevia is a rare entity in developed countries now a
days, but this is not the case in the developing
countries. In this study 84% had caesarean delivery and
1.92% had caesarean hysterectomy, the patient
developed disseminated intra vascular coagulation. The
patient was with previous history of C. Section and was
having placenta percreta.
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In a similar study Afshan Ambreen and associates™
found that maternal mortality among such patients was
1.99% and this was due to P.P.H.

Shruthi Prasanth and associates in their study found that
maternal mortality and morbidity is reduced because of
placenta previa and it is mainly attributable to an
increased use of blood transfusions, effective antibiotic
therapy and better understanding of the shock and renal
failure.”®

Regarding the fetal outcome, it was found in this study
that majority of the deliveries were preterm and
mortality and morbidity was due to prematurity. Almost
more than half > 55% required admission in the
neonatal intensive care unit and the neonatal mortality
was > 11%.

The results in this study are comparable with the
national and international studies, the mean gestational
age of the babies was 33.4 weeks, 58% were premature
a, 11.5% died and 55.7% required admission in nursery.
In their study by Macafee et al,'® found similar results
and suggested, that the expectant management was the
answer to reduce their perinatal mortality and they
found that fetal mortality reduced from 51% to 11.5%.
Rabia Raheel and associates'’ also found the similar
findings, and suggested that due to high perinatal deaths
associated with placenta praevia, such cases should be
delivered in hospital with appropriate facilities.

CONCLUSION

It is concluded, that in a country like ours, placey@

praevia is still one of the important causes of fgta
mortality and maternal morbidity. These cases ‘
be screened and should be managed expeglan 2
suggested by Macaffe. These cases shoul@y ged
in centres where facilities for adyesc rgery,
specialized anesthesia, ICU, blood @usion and
blood products and neonatgl int e units are

there and system should b e proper referral
facility.
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ABSTRACT

Objective: Determine the association of hormonal imbalance and infertility and any other endocrine disorder in the
causation of infertility among female patients.

Study Design: Observational / descriptive study.

Place and Duration of Study: This study was conducted at the Govt. Aziz Bhatti Hospital (NSMC) for one year
2014-2015.

Materials and Methods: Female patients who presented with primary and secondary infertility among patients who
were married and in the reproductive age group (15-49). The hormone profile was advised on the day-2 of the
menstrual cycle especially F.S.H, L.H and prolactin. The patients who presented with amenorrhea were given
hormones for withdrawal bleeding and then profile done and at random in irregular bleeding. Thyroid hormones
were advised depending upon the history and positive symptomatology. The study was not funded. The duration of
infertility was not considered.

Results: Majority of the patients who presented with infertility were in the reprodu
to 29 and 44.44% from 30 to 39. Majority of the patients had normal hormoneging 4.81%). About 11.11%
presented with polycystic ovarian syndrome (P.C.O’s), the same numbers with {3 % arian failure and about
7.4% with disturbed thyroid profile. Hyper-prolactinemia was not found aw Lant cause of infertility in this

e group, 51.8% from 20

study.
Conclusion: Hormone profile is an important investigation in fases ofyIntertility in addition to the history,
examination and ultrasonography, especially in cases that are alQg, havipig associated menstrual abnormalities.
Polycystic ovarian syndrome and premature ovarian failure were imp t causes of infertility and to some extent
disturbed thyroid functions among the study group. ®

Key Words: Infertility, P.C.O’s, Premature Ovarian Failur rolactinemia

Citation of article: Ahmad R, Aziz FN. Hormon alrice and Infertility Among Females. Med Forum
2017;28(3):93-97.

INTRODUCTION Q 0.S. Philippov Et in their study found that infertility in

Tamsk (Siberia) was 16.7%, the female reproductive
If a couple is unable to conceive after% r of cause was 52.7% and male reproductive disease in
e, I

complete consummation of the marp d be  6.4%. In 38.7% of couples, both spouses suffered from
labeled as infertile. Infertility. In 2.2% of the cases the cause was not

Both male and female factoig are in cases of determined.!
infertility although this N reduced to 6 In another study? the incidence was 14.8% with a mean
nd

months in a woman g ve because of less  duration of 3.38 + 1.65 years. Male factor was present
ovarian reserve. in 26.8%, female factor in 51.8%and both male and
In primary infertility, the s have never been able  female factor were contributing in 21.4% cases.

to conceive while in secoridary infertility there is a  Majority of the infertile females are nulliparous
difficulty in conceiving having once conceived,  (56.6%). About 73.3% of the patients were having
conditionally that it was a confirmed pregnancy, secondary infertility. More than 70% were between 25-
whether it reached to the term or not. Secondary 34 years of age and only a few (6%), were below the
infertility is not present if there has been a change of  age of twenty five.?

the partner within one year period. Obesity is associated with hormonal derangements

which may be responsible for infertility hence it should
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College, University of Gujarat.

individuals before starting any therapy to correct their
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Out of 394 infertile women 23.9% were hypothyroid
(T.S.H) > 4.2 Micro Liter U/ml. After treatment for
hypothyroidism 76.6% of infertile women conceived
within 6 weeks to one year.’

In infertile women the prevalence of autoimmune
thyroid disease is significantly higher compared to
parous age matched women. This is especially the case
in women with endometriosis and polycystic ovarian
syndrome. During the first trimester, however pregnant
women with AITD carry a significantly increased risk
of miscarriage compared to women without AITD.*
Hyperprolactinemia was found in 33.3%, irregular
menstrual cycle 66%, amenorrhea 6.7% and
oligomenorrhea 59.3%.* Normal menorrhea 33.3% and
galactorrhea in 3.3% primary infertile women.

Ovarian factor contributes about 20% cases of
infertility. It could be because of the congenital absence
of the ovaries, or failure to ovulate.

Female infertility occurs in about 37% to 40% of all the
cases. The infertile patients with ovulatory dysfunction
usually present with primary infertility. They usually
have higher than required BMI (>30) oligomenorrhea,
amenorrhea, hirsutism and other associated hormonal
abnormalities. However, the patients with normal or
low BMI may present with anovulation.®

Pcos is not a single entity, rather a syndrome; there are
two agreed definitions of P.C.O.S. In 1990 consensus

workshop by NIH and NICHD suggested, that a person ® a

has PCOS if they have the following criterion.
i. Oligoovulation

ii. Signs of androgen excess.
chemical).

iii. Exclusion of other disorders that can @
menstrual irregularity and hyperandrogenigp’

Another definition is that PCOS is preser&iin out 2
f

out of 3 criteria are met. In the absefic y other

(Chemical or

entities that might cause these fine oovalation
and anovulation, excess a ge%/ity, polycystic
ovaries by gynecological Attras >

Clinical hyperandro mMi acterized by acne,
male pattern of baldnesS$§and he elevated androgen
levels. There are also mi criterion of PCOS e.g.
insulin resistance and disturbed ratio of LH and F.S.H.
>2.5 - 3. PCOS is present in 15-20% of cases of
infertility and 95% cases must be further investigated to
exclude other causes e.g. free insulin, DHEAS, morning
17 hydroxyprogesterone, 24 urine for cortisol. These
patients should also be investigated for undiagnosed
diabetes which is present in 10% of the cases and by
GTT, which is disturbed in 35% of the cases. The long
term consequences of PCOS are cardiovascular diseases
and endometrial cancers, however it protects the
patients from osteopenia and osteoporosis. The short
term consequences are increased prevalence of
diabetes, PIH and recurrent pregnancy losses.

There is no definite definition of PCOS however there
are major criterions and minor ones. The major includes

menstrual irregularity due to oligo and anovulation.
Clinically and biochemically these patients should be
investigated for undiagnosed diabetes, in 10% of the
cases and by GTT, which is disturbed in 35% of the
cases.

An ovulatory infertility may be the result of ovarian
failure,  gonadotropin  failure  resulting  from
hyperprolactinemia, normoprolactinemia cases with
tumors or low gonadotropin secretion, polycystic
ovarian syndrome and thyroid disease.™®

There is hyperandrogenism in PCOS a study on mice it
was found that orally administered rhFSH restored
estradiol level and reduce the percentage of cystic
follicles. Further studies are needed although the
present data supports the concept that orally
administered FSH could attenuate some of the
characteristics of the PCOS in the mouse model.

The causes of prematye ovarian failure are
chromosomal aberrations, y. 47xxy. There is a high
risk of malignancy a must be treated by
gonadectomy. The r cquses may be turner
syndrome Xx/xo tteff1. It could be because of
resistant owari r The premature menopause
f age. The incidence is 1:250 by

10-20% has a family history. It may be

symgtoms are similar to menopause. There is high FSH,
L
@ic and treatment option is IVF with a donor

egps.
emature ovarian failure is another important cause of
infertility especially in young women who presented

with amenorrhea. Current evidence suggests that
DHEA administration appears to objectively improve
ovarian reserves.

Acrtificial reproductive techniques have given relief to
such patients in the form of cryopreservation in females
who are prone to have premature ovarian failure and
who have to go under radiation therapy for certain
malignant conditions.

However sometimes the only option for many such
women is ova donation.®

Serum T3, T4 and TSH level were statistically highly
significant among infertile woman. High incidence of
hypothyroidism was found in infertile patients who
presented  with  menstrual irregularities,”  the
hyperthyroidism patients presented with amenorrhea or
oligomenorrhea.

Thirty eight (38%) of the PCO’s patients presented with
infertility, primary or secondary and 85.3% presented
with  menstrual irregularities. Abnormal uterine
bleeding was the most common presentation and 48.2%
had weight disorders. Type Il or gestational diabetes
were diagnosed in 13.9%.% Hyper prolactenemia is the
presence of abnormally high prolactin levels in the
blood, values lesser than 580 mille international unit/L
were considered normal for woman, up to 2400, they
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were because of micro adenomas and values greater
than 4000 may be because of macro adenomas of the
pituitary glands which may present with other physical
symptoms also. The P.C.O’s patients may present
with amenorrhea (30-40%), oligomenorrhea, (75-90%)
and an ovulatory infertility in about 70% of the patients.
The BMI is usually more than normal in such patients;
however 20-30% of the patients may be asymptomatic
or have normal weight or even less than normal. Insulin
resistance is the main pathology and it is inherited by an
autosomal dominant mode. It also causes subfertility by
causing early losses and recurrent miscarriages.
Unexplained infertility is found in about 25 to 30 % of
the cases. In a study it was found that data do not
support the hypothesis that unexplained infertility is
caused by an abnormality in pulsatile GhnRH secretion
or abnormal pituitary sensitivity to GnRH.*

MATERIALS AND METHODS

The observational descriptive study was done in Govt.
Aziz Bhatti Hospital (NSMC) for one year 2014-2015.
Infertile female patients who presented with primary
and secondary infertility among patients who were
married and in the reproductive age group (15-49).

The hormone profile was advised on the day 2 of the
menstrual cycle especially F.S.H., L.H and prolactin,
the patients who presented with amenorrhea were given
hormones for withdrawal bleeding and then profile
done and at random in irregular bleeding. Thyroid
hormones were advised depending upon the history a

The duration of the fertility was not considere

As is obvious in table Il, 64.81% of the patients were
having normal hormonal profile; the reason is that
either the couple is having psychological, male factor,
other female factors, unexplained infertility and other
reasons for secondary infertility.

Table No.2. Hormones Profile with infertility among
the patients (n=108)

Category of the Patients No of Percentage
Patients
Normal F.S.H & L.H 70 64.81
Patients of P.C.O’s 12 11.11
Premature ovarian failure 12 11.11
Hypo gonadotrophic 02 1.85
hypogonadism
Menopausal 04 3.7
With Thyroid disorders 08
Hyperthyroidism A\ 04 3.70
Hypothyroidism 04 3.70
Hyperprolactinemi
<400 08 7.4
>400 00
About @ of the patients presented with the
hormone indicating PCO’s with increased L.H
angegormal F.S.H.
|

n
tywas) strange to see that about the same number
patients presented with premature ovarian

%ﬂre, they presented with primary and secondary

7% presented with a profile in the range of

positive symptomatology. The study was not fuaged" t1;erti|ity but majority were with secondary infertility.
‘ About 3.
'%

analysis was done on SPSS 16

RESULTS \',&

About 108 patients were included i y, majority
of the patients were in the refgodugiive pge group.
Majority of the patient 1. e in the 20-29
years age group.

Forty four percent (44. pafients were in the 30 to
39 years age group. It is o092Us in table one that there
are only a few females in the 40 to 44 years age group
and also 45 to 50 years, because either they have

completed the family or they have accepted the
eventuality. (Table I)

Table No.l: Age as a determinant of infertility
(n=108)’

Age in years No. of patients | Percentage
<20 0 0

20-29 years 56 51.8%

30-39 years 48 44.44%
40-44 Zero Zero
43-50 04 3.7%

The various hormonal imbalances and their percentages
are explained in the table 2.

menopause and 3.7% each presented with hyper and
hypothyroidism and 7.4% of the patients with hyper
prolectinemia.

About 7.4% of the patients presented with hyper
prolactinemia which was less than 4000 international
units.

DISCUSSION

Age is an important determinant of the fertility, due to
changing social scenario more women opting to have
career present in the 3" and fourth decade for infertility
treatment. In a study by Korula George and Mohan
S.Kamath.® It was found that fertility and aging are
closely linked and age of the female partner remaining
the single most important factor in the treatment of
infertility, although the tests for this are the poor
predictors.

The same was evident in this study, that there was no
patient < 20 years who presented with infertility.
Majority of the patients were in the 3" and fourth
decade and a little number from 40 to 50 years.

It was found in this study that about 30% of the patients
presented with hormonal imbalance. The various
categories which were detected were patients with
P.C.O’s, premature ovarian failure, premenopausal and
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a sizeable number with thyroid disorder. However none
of the patients was found with significant
hyperprolactinemia.

In a study by Kausta E and associates’® found that
prevalence of P.C.O. was significantly higher in each of
the infertility groups than in controls and a similar
tendency was found among women with un-explained
infertility. The similar trend was found in this study, the
incidence of P.C.O’s wasl1%. However the patients
with P.C.O’s were the majority among the patients with
hormonal imbalance, 12 out of 30.

The same number of patients was with premature
ovarian failure which presented with primary, but
majority were with secondary infertility, twelve patients
out of thirty were with premature ovarian failure.

In his study by Paolo Beck — Pecoz and Luca Persani **
it was found that this defect affects about 1% of the
patients. It may present with primary or secondary
amenorrhea. Beyond infertility, hormone defect may
cause severe neurological, metabolic or cardio vascular
consequences, and lead to early onset of osteoporosis.
About 7.4% patients presenting with infertility were
having thyroid disorders equally as hyper and
hypothyroidism.

However in their study by Priya DM, Akhtar N. and
Ahmad J, it was found the incidence of hypothyroidism
was 53.7% (TSH > 4.6 Micro Litter Units / ml). After

treatment with thyroxin, 33.3% of the subclinical ®

hypothyroid women conceived within six months to
two years period and thus they concluded, that thyroi
should be included in infertility profile work up.?

However no significant hyper prolectinaema was/fOtRg
in this study and only two patients of (1.
e

gonadotrophic,  hypogonadism  pre
infertility, and 3.7% of the patients wer
but still

seeking for conception.

Associates concluded in their stud igh incidence
of hyperprolectinemia was félgd @Ie women and a
positive  correlation etween hyper-
prolactinemia and hy i 4

Emokpae MA & Associ®es fgand in their study that
33.7% had hyperprolactfp€mia among infertility
patients. Subclinical hypothyroidism was observed in
29.9% and 70.1 % in primary and secondary infertility
respectively. Mean levels of thyroid stimulating
hormones and prolactin were higher in secondary
infertility than primary infertility. The ratio of
proportions between hypothyroidism and hyper
hyperprolactinemia 1:7**

The hypo gonadotrophic hypogonadism patients are
treated with exogenous hormones. They found that
12/14 women 80% achieved one or more live births
after treatment’®

CONCLUSION

In this study the patients who presented with infertility
and associated hormonal imbalance, 64.8% of the

patients had normal harmone profile. The patients with
PCO’s and premature ovarian failure were among the
patients with disturbed hormone profile presenting with
infertility.

Unuane and associates (16) found in their study that
female infertility occurs in 37% of all infertile couples
and ovulatory disorders account for more than half of
these.

The various endocrine disorders, found were, hypo
gonadotrophic, hypogondism, hyper prolactinemia,
acromegaly and Cushing’s disease, thyroid disorder and
primary ovarian disorders such as, polycystic ovarian
syndrome and primary ovarian infertility and they
proposed an algorithm to investigate such patients.
Thyroid disorder was among the others whose patients
presented with infertility. It is concluded that patients
who presented with infertility and menstrual
disturbances must be investigated regarding hormone
profile. The normal hoNnone profile gives a
psychological advantag search for other reasons
of infertility. The e hormonal imbalance
were treatable, lance was one of the
jon and even if not treatable
om undue investigations,
auma and looking for other causes.
alances presenting with menstrual
irreguilarities is one of the reasons for ovulatory
ir@y also which if treated properly ends up in

ng results.
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| Original Article] MyalgiaASSOCiation Wlth Myalgia with Atorvastatin,

Rosuvastatin and Simvastatin

Atorvastatin, Rosuvastatin and Simvastatin

Salman Ahmed®, Naheed Memon?, Ahsan Ali Memon?, Syed Shafquat Shah? Maria
Memon?, Zeshan Ahmed® and Shayan Ahmed*

ABSTRACT

Objective: To determine the myalgia association with atorvastatin, rosuvastatin and simvastatin

Study Design: Descriptive study

Place and Duration of Study: This study was conducted at the cardiac ward, civil hospital from March 2013 to

August 2013

Materials and Methods: This study was done by taking the feedback of patients on a questionnaire set in

conciliation of objectives. Data collection was done for six months. Myalgia was confirmed clinically via many

questions asked directly to patients and its intensity through visual analog scale.

Results: Study involved 300 patients between age 25-70 years and mean age was 55.7yrs £7.575. Male patients

were 218(72.67%) whereas females were 82(27.33%). Myalgia prevalence was categorige according to the type of

statin as 10% in atorvastatin group, 11.34% in Rosuvastatin group and 16% was fougpgl in\patients those were under

treatment of simvastatin. In the atorvastatin group myalgia was found positively cgiig ith dose of atorvastatin

as well as 5% cases were found with dose of 40mg. in the Rosuvastatin group @ i the cases 5.34% were

found with 20mg, while in simvastatin group 8% cases were found with l astatin. According to the VAS,
Anyaly

5% case was found with mild myalgia and 6.66% were noted with m t jia WHile severe condition was not
found in any case.6% cases were found with moderate myalgia ouf of 133 C#%¥s in Rosuvastatin group, 8% cases
were noted with moderate myalgia out of 50 cases in simvastatin §oup, wnile only 3% patients were found with
moderate myalgia in atorvastatin group out of 100 cases.

Conclusion: Simvastatin is highly associated with myalgia a®mpare to others but not significant. Rosuvastatin,
Atorvastatin and Simvastatin are positively associated wi ex@nf myalgia after increases the dose.

Key Words: Rosuvastatin, Atorvastatin, Simvastatin, Myal

Citation of article: Ahmed S, Memon N, Memor®QA $hah SS, Memon M, hmed Z, Ahmed S. Myalgia
Association with Atorvastatin, Rosuvastatin ar@ atin. Med Forum 2017;28(3):98-101.

INTRODUCTION &( In the first place statin was acquired from fungi (a form

"Penicilliumcitrinum™). Right now statins are arranged

For the prevention CVD, developing & bitors  in fundamentally in three generations, 1% generation

of 3-OH-3-methyl glutaryl coenzyme @UCI&SE part incorporates Lovastatin, pravastatin and the fluvastatin

of statins are horribly has been 0@ wPthe clinical  and, 2™ generation incorporates simvastatin and the
u

practice. As statins reducti evgls in cases With  atorvastatin while 3™ generation has rosuvastatin. ™2
higher CVD chance,

principal line oper

turned into the
sential and auxiliary
prophylaxis of MI and tion in patients with
adjusted and interrupted | of lipid."® For body
cholesterol biosynthesis, there is the enzyme indicated
as 3-OH-3-methyl glutaryl co-enzyme A reductase.

Myotoxicity because of Statin Cholesterol decrease in
the myocyte membrane is because of unsettling
influence of layers steadiness subsequent in disease of
the muscles. A large number of the studies clarify that
these kind of human skeletal muscles issues are because

Statins basically are firmly comparative with this of d|m|n|sh!ng of _transmonal pathways in . the
enzyme consequently turning into its rival along these ~ cholesterol biosynthesis. Farnesyl pyrophosphate is in
lines causes its modest hindrance. Statins is center in the arrangement of ubiquinone recognized as

demonstrated with its wide therapeutics record with co-enzyme Q10. Other new components clarify that this
great safety for CVD prevention.** pathology of muscle is on the grounds that statins
causes this cholesterol unsettling influence in iso-

. Department of Pharmacy, Sindh University Jamshoro. pentanylation of seleno cysteine-tRNA.">  Statins
 Department of Pharmacy, LUHMS Jamshoro. additionally indicate pleiotropic impacts including
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Contact No: 0313-2851728 effects, anti-inflammatory, immune-altering property
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: hypertrophy of the heart muscles is new area of interest
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was to determine the myalgia association with
atorvastatin, rosuvastatin and simvastatin.

MATERIALS AND METHODS

Descriptive study was doneat cardiac ward, civil
hospital, Hyderabad by taking the feedback of patients
on a questionnaire set in conciliation of objectives and
myalgia severity was checked by visual analog scale.
Data collection was done for six months from March
2013 to august 2013. Cases having myocardial
infarction and on statin therapy for the secondary
prevention had selected. Patient with presentation of
any other illness which can cause the muscular pain
was excluded. Informed consent had taken verbally
from all cases those were agreeing to participate in the
study. All the patients were categorized in three groups
according to treatment as in group 1. Atorvastatin was
advised to one hundred cases of MI, group 2 was
contain 150 cases and advised rosuvastatin and
Simvastatin was advised to fifty cases. Drugs were
advised and doses were selected by senior consultant
cardiologist according to the patient’s condition.
Patients were directed for not to alter their normal
routine. All the data was recorded in the proforma. The
data was analyzed in SPSS version 20.0.

RESULTS

Total 300 cases were selected in the study out of them
in 35 cases out of 300. Mean age of the patients
55.7yrs £7.575. Table:1

type of statin as 10% in atorvastatin gro

Rosuvastatin group and 16% was fou |ents
correlated with dose of ator tatl as 5% cases
were found with dose e Rosuvastatin
group majority of thegcase 5

20mg, while in simvasta®ggroup 8% cases were found

218 were male and 82 were female, myalgia was foun
Myalgia prevalence was categorize accord
those were under treatment of simvast
In the atorvastatin group myalgla posmvely
e
were found with
with 10mg simvastatin res owed in Table:2

Table No.1l: Gender distribution according to
Myalgia n=300
Gender Myalgia Total
With Without Myalgia
Myalgia
Male 28 190 218
Female 07 75 82
35 265 300

Myalgia was categorized according to the VAS, 5%
case was found with mild myalgia and 6.66% were
noted with moderate myalgia while severe condition
was not found in any case. Fig:2

6% cases were found with moderate myalgia out of 133
cases in Rosuvastatin group, 8% cases were noted with

moderate myalgia out of 50 cases in simvastatin group,
while only 3% patients were found with moderate
myalgia in atorvastatin group out of 100 cases. Table:2

100.00% -

90.0% )
90.00% 88.66% 84.0%
80.00% -
70.00% -
60.00% - mYES
50.00% |
40.00% - NO
30.00% -
i 16.0%

20:00% 1 40.0% 11.34%
10.00% | .
ocox I [

Atorvastatin Rosuvastatin  Simwvastatin

Figure No.l:Statin distribution according to

occurrence of Myalgian=300

Table No. 2:Myalgia acgré(ng to statindose n=35

Dose of statin Myalgia
Fdquency | Percentage
Atorvastati
m r 01 1.0%
20m 04 4.0%
40m 05 5.0%
10 10.0%
@Avastatin n=150
05mg 01 0.66%
10mg 06 4.0%
20mg 08 5.34%
40mg 02 1.34%
Total 17 11.34%
Simvastatin n=50
05mg 01 02.0%
10mg 04 08.0%
20mg 03 06.0%
Total 08 16.0%
100.0% | 88.34%
90.0% X
80.0% \
70.0%
60.0% \
50.0%
40.0%
30.0% \
20.0% 6.66°%
10.0% 2.0% R
>
0.0% . ‘
No Mild Moderate

Figure No.2: Myalgia according to VAS n=300




Med. Forum, Vol. 28, No. 3

100 March, 2017

Table No. 3: Severity of myalgia according to type of
statin n=300

Dose of Myalgia
statin No Mild | Moderate| Total
Atorvastatin 90 07 03 100
(90%) (7%) (3%) (100%)
Rosuvastatin 133 08 09 150
(88.66%) |(5.34%)| (6%) (100%)
Simvastatin 42 04 04 50
(84%) (8%) (8%) (100%)
DISCUSSION
Statins are the extremely influential and well

established category of the drugs. Several clinical and
experimental studies supportedits uses for the wide
range of indication and clinical conditions. Statin-
linked to myopathy signify one of the commonest and
frequent adverse effects of these medicines andalso
estimated that up to two 3" of all statin-associated
complications involve with the muscle tissue.* It is
characterized by the symmetrical involvement of large
and proximal muscle groups, in particular the legs.™
Observational studies suggest that 10-15% of statin
users develop some type of muscle problem.* Similarly
we found 11.33% myalgia in patients those were under
treatment of statin. We had compared three statins to

assess the myalgia as well as 100 patients were on g

Atorvastatin and out of them 10% patientswere with

Colhoun et al** reported that myalgia is the com
occurring complication after Atorvastatin take ’Q

In this series simvastatin and atorvastatiQweRg, wi t
any serious complication of drug but sho% pficant
incidence of the myalgia in the cases g6 ®L0%%#nd 16%
respectively. Similarly pedersen et ng) Abourjaily
et al," reported comparable ggsult

In this study 150 cas
rosuvastatin, out of th

complaint of Myalgia. Our findings are comparabl
with the some previous studies of Seip et al' Q

r treatment of
inyl1.3M patients developed
myalgia, in the contrast Wgeral ptudies of Mora et al,"’
Hoek et al*® and Crous al'® demonstrated that
rosuvastatin at various elevated doses showed positive
association with severity of myalgia. As well as we
found 8(14.54%) out of 55 patients showed complained
of myalgia after taking Rosuvastatin 20mg complained.
On other hand Mora et al'” also stated that myalgia is
the commonest complication of drug reaction which
may developed caused by discontinuation of treatment
and further stated that 7.6% cases those were on crestor
20mg showed complain of myalgia as compare to 6.6%
on the placebo."

Total 50 cases were on simvastatin out ofthem
8(16%)patients showed complaint of the Myalgia was
constant with several studies as well as Jones et 19,
Larsen et al®and Bannwarth B et al;* reported that the
myalgia is the commonest complication of simvastatin.
In our series cases those were advised statin, showed

soon myalgiasigns in response relationship those were
giving clear symptomes of myopathy development in
the long term, while no any case was noted with
myositis or rhabdomyolysis, since newest cases had
enrolled those were advised statin treatment at 1% time,
therefore for the development of myopathy required
prolonged duration, similarly in many other studies also
reported similar findings. In this series showed that
statins is positively related with effects of myalgia large
quantity of the population taking it and showing big
prevalent myalgia, which started even at the low doses
and for short duration, while majority of the patients
with high dose were seen.

CONCLUSION

Simvastatin is highly associated with myalgia as
compare to others but not significant. Rosuvastatin,
Atorvastatin and SimvastatiQ are positively associated
with severity of myal er increases the dose.
Myalgia proportion 48 studied statins was
different from glob @ rchgbtudies which demands

more extensive, Mmgga needed particularly on the
gene-my, a % ion

Confligg of Inferest: The study has no conflict of
interest e by any author.
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Original Articlel Nt the Doctor’s Order;
Eunuchs Access to Health Care in Central Punjab

Tehseen Nuzhat® and Ali Zulgernain?
ABSTRACT

Objective: The study aims to identify the barriers in availing healthcare services by eunuchs. Explore the needs and
concerns, and ascertain the attitude of General Practitioners towards eunuch in providing health care services.

Study Design: Descriptive / cross sectional study.

Place and Duration of Study: This study was conducted at the University of Health Sciences, Lahore from April
2010 to march 2011.

Materials and Methods: The total samples size was sixty. The group 1 included thirty eunuchsand group 2
included thirty General practitioners. A convenient non probability sample was identified from the target population.
A questionnaire was used for the purpose of data collection.

Results: Poor access to the doctor and non-availability of medicines were the most difficult part of seeking and
receiving medical care. Use of unethical practices, lack of confidentiality, admission into male ward and death of
colleague due to negligence were the negative experiences they came across wH{le seeking medical care.
Responding practitioners seemed to be bit uncomfortable in providing consultati eunuchs in their clinics.
Majority of the practitioners remained neutral to the question about their attitude ggard Mjras and agreed that it is

Conclusion: Hijras are neglected, discriminated against and not given the safficRgNglas other Pakistanis, in matters
of inheritance, employment, education and health care. This study, % argfnalized population that have
the health problems, both mental and physical and have the poor

providers are unable to provide appropriate care and devotion to th
care providers to understand the psychosocial aspect of the Hijra re and to deal with them without any
prejudices. Health care policy makers must develop apgropri ructures, policies and processes to enhance the
social determinants of health so that equity in healthcare cogld vided to all strata of the society.

Key Words: Health care, Hijra, Eunuchs, Central punj &

March, 2017

|Eunuchs Access to Health Care|
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INTRODUCTION

Hijra is an umbrella term used fi & nders,
eunuchs, transvestites, hermaphrodi o) intersexe,

octor’s Order; Eunuchs Access to Health Care in

Tract and Sexually Transmitted Infections of high risk
populations in Lahore and Karachi during 2004 showed
that 35.9 % in Lahore were suffering from Syphilis and
0.5% Hijras in Lahore were HIV positive®. Only few
people consider them as a family person and friends but
in majority of cases they are discriminated in all fields
of life and even their access to openly avail the required
health care needs is limited’. As Renate. (2003)
described “The attitude of Pakistanis toward Hijras is
contradictory: Some accept them, others hate them,
many fear them, many are amazed by them, a few like
them, many make fun of them, and no one invites them

ijras draw

ara’ of Mughal
by Mughal rulers,
. Eunuch (Hijra)

era (1526-1858), who
as care takers of
population size in Pakistal imated from 80,000° to
300,000 (BBC News report; 2009) while a population
of 5000 hijras is living in the district of Lahore®.
Eunuchs usually live by performing at marriage or birth

celebration, begging and prostitution®. National Study
of Reproductive
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in. Eunuchs are ridiculed and treated poorly in health
care settings by the health care providers®.

MATERIALS AND METHODS

This is descriptive cross sectional study carried out at
University of Health sciences Lahore, while the data
was collected from Lahore city. The duration of the
study was 12 months periods started from April 2010to
march 2011

The total samples size was 60 selected samples were
divided into two equal groups. The group 1 included
thirty eunuchs and group 2 included thirty General
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practitioners with minimum of 5 years’ experience of
general practice. A convenient non probability sample
was identified from the target population. The
questionnaire was adopted from the work of Dutton L.
2008. Gynaecology“ Care of the Female-to-Male
Transgender Man”. Formal permission from the
original authors was sought out before using the tool in
this study. The Urdu translation was done by back
translation method.

RESULTS

Group I: Eunuchs

A= Demographic Information:

The age of participants ranged from 18-60 years with a
mean of 31.57 + 9.762 years.

Mo sducation
[ Primary
DOniclelle

W atric
Clirtermiciate
M cther than

Figure No.1: Education of the participant.

The average monthly income was Rs.5000/- of 2
0 0

participants, Rs.10,000/- of 4(13%) and onl
had monthly income more than 10,000 ruge
—

\6

T T
05 10 15 20

20

o
1

Frequency
i

No of visit of the participants

Figure No.2: Number of visits of the participants.

B. Healthcare Status: In this category 22 questions
were asked from the participants to know about their
health care status. To the question regarding “thoughts,
feelings, and experiences with the health care system”
the response showed that 9(30%) had positive
feelings& experiences with the local healthcare system
while 21 (70%) had negative feelings &experiences.
The healthcare system was considered very bad and run
by inefficient people by 14(47%) participants, while
07(23%) said that service providers are very cruel and

rude with them and only 9(30%) considered their
attitude to be kind and friendly. Unnecessary
questioning & irrelevant probing by the doctors was
considered to be the barrier in availing healthcare
facilities by 12 (40%) participants, while 11(37%)
considered that doctors do not listen to them properly
and have forgotten their ethics and duty, 4(13%)
considered lack of respect and improper treatment as
the barrier they experienced during receiving
healthcare. To the question about the most difficult part
of seeking and receiving medical care, poor access to
the doctors was the response by 27 (90%) participants
while 3 (10%) considered non-availability of medicine
as the most difficult part. Use of unethical practices,
abusive language and lack of confidentiality was
considered to be the negative experiences that 14 (46%)
participants experienced, 01 (3%) reported that
admission into the male ward instead of female ward
was her negative experigncy, 02 (7%) attributed the
death of their colleagu to negligence and non-

at proper time while

t have any negative

75
5.0
25
0.0 T

T T T
Mo Admitted In male ward  Unethically dealuse  Unavailbiity of services
instead of female ward abusive languagé and  condition become
ot maintain seriousa leave to die
confidentialty

Figure No.3: What are the most negative
experiences you have had with a health care
provider, or his or her staff?

Majority 22(73%) of the participants responded that
they did not have any positive experience when asked
about the most positive experience they had with the
health care providers while 08 (27%) did experience
positive feelings. Among those responding that they
had positive experience, 04(50%) informed that doctors
checked them without charging any fee, 03(37%) said
that they were given respect in spite of knowing them
that they are eunuchs and 01(12%) said that a nurse
looked after her very well and even paid money for her
medicine,

To the question “What do you think would help to
improve the healthcare system, clinics, or providers
with  respect to understanding healthcare of
transgendered people?”14(47%) responded that system
can be improved by bringing the dealing of health care
providers with them to be at par with normal patients
13(43%) think that provision of separate hospitals or
ward for them would improve the system while 3(10%)
thought that they should be treated as separate special
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group. All the 30(100 %) participants reported that they ~ neutral, 14 (47%) disagreed, and 05(17 %) strongly
have “major health concern” among whom 12(40 %) disagreed to this suggestion

had hemorrhoids, 05 (17 %) had syphilis, 03(10 %) had

hypertension, 03(10 %) had tuberculosis, 03(10 %) had DISCUSSION

depression and Hepatitis C and 02(10%) had skin
infection as major health problems. At the time of
sickness 22(73 %) participants prefer to visit doctors,
05(17 %) would visit hakeems, and 03(10 %) would
visit others health care service providers. To the
question whether they have an access to primary health
care provider for advise and consultation, 21(70 %)
participants responded in negative while 09(30 %)
responded that they do have access to this facility.
Government negligence was considered to be the
reason for non-availability of the primary health care
providers by 24(80 %) participants while 06 (20 %)
thought it as a societal discrimination. Chronic medical
condition was absent in 17 (57%) participants while

o - - i .
f;gﬁﬁt/lo) v&eremsurfrl;]er:gg fr(1)_mbc:1ro|n|ci congltlo?;stillkg Although some were d jobs either part time/full
S, T1amorrnolas, -t Uberculosts, epatitis time begging and prgagitutiOM was the main mode of

&psychiatric disorders like depression. earning. Poor acce @ dggtor and non-availability
Group Il: General Practitioners: Questioner was  of medicines W@ a5t difficult part of seeking and

Eunuchs in our society are inadequately represented,
discriminated against and marginalized. They are
considered to be abnormal both physically and
psychologically. They rarely access conventional
health-care system due to distrust and fear of being
rejected®. Although general perception in the society
they gave that, they belong to a third gender which is
neither male nor female. They claim to have men’s
bodies and women’s souls™. As expected most of them
were either illiterate or had primary level education.
This is not surprising as harassment and jeering of the
peers and school fellows prevents them from pursuing
their education.  Similarly most of the responder
eunuchs belonged to | socio-economic  class.

filled by 30 General practitioners out of which 24(80%)  receivin se of unethical practices,
were males, and 06 (20%) were female medical abusiv >ack of confidentiality, admission
practitioners. All the 30(100 %) participants had  into and death of colleague due to
experience of treating or provide consultation to the negligen e the negative experiences they came
eunuchs. According to the study participants’ response _  a .. Medical checkup without charging fee, giving
to “attitudes towards transgender” showed that .d regpect and even giving money for medicine were

02(6.7%) were very comfortable, 07 (23 %) were of the positive experiences they had. Their major
comfortable, 14 (47%) were neutral, 05(17%) wi th  concerns were haemorrhoids, syphilis,
uncomfortable, and 01(3 %) was very uncomforiagle’ ypertension, tuberculosis, depression, asthma, hepatitis
Whether it is more challenging to conduct Q C and skin infections. Qualified medical doctor was the
examination of eunuch was responded Stry choice of consultation by majority of the responders
agreed by 07(23%), agreed by 07(2% utral while hakims and quacks were the other choices.
by08(27%), disagreed by 07(23%)=san rongly ~ Government negligence and social discrimination was
disagreed by 01(3%) participant. Sir/@ 07(23 %) considered to be the reason for non-availability of the
strongly agreed that “it is mgre ¢ to conduct primary health care. The effectiveness and
genito-urinary system exaaninRgoNg (37%) agreed,  contributions of public health should be strengthened to
disagreed. While, reduce unfair differences in health among population
(27%0) strongly agreed that ~ groups, especially, the under privileged and
“it is more challenging to Wggdss sexual behavior with ~ marginalized groups .

them”, 11(37%) agreed, 09{30 %) were neutral, 01(3  Equal numbers of health care practitioners were
%) disagree, 01 (3 %) strongly disagreed. Among all ~ questioned about their attitudes and experiences with
the participants, 11 (37%) strongly agreed to the  transgender patient. Responding practitioners seemed to
statement that “Transgender patient deserve the same be bit uncomfortable in providing consultations to
level of quality care”, 13 (43 %) agreed, 01(3 %) was  eunuchs in their clinics. This is perhaps due to the
neutral, 02 (7%) disagreed, while, 03(10 %) strongly =~ mocking and offensive behavior of eunuchs. It is
disagreed. Their facility provides an equal opportunity ~ possible that medical practitioners feel embarrassed to
of healthcare to the eunuchs was claimed by 26 (87%)  have such people in their clinic and fear that other
practitioners, while 04(13 %) thought that it is not  patients would feel uncomfortable in their presence.
same. When asked whether there is need for trainingto ~ There was a mixed response to the question whether it
deal with the transgender patient, 25(83 %) participants ~ is more challenging to conduct physical examination,
agreed that training is required. No guidelines to deal ~ while majority agreed that it is more challenging to
with eunuch patients were followed by 28 (93 %)  conduct genitourinary examination and also discuss
participating practitioners. Regarding separate health sexual behavior with them. Physicians might have fear
care services for transgender, 03(10 %) strongly agreed  that by exposing genitals of their eunuch patients or
to this proposal, 03(10 %) agreed, 05(17 %) were  asking about their sexual problems they might
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themselves be blamed for sexual exploitation. Although
there are no specific guidelines given by Pakistan
medical and dental council or any other medical
regulating body in Pakistan but most of the medical
practitioners surveyed agreed that such patients deserve
the same level of quality care as other patients, equal
opportunity to receive health care should be given to
them, and that there is a need for training and
sensitizing health care professionals to deal with
transgender patients. The idea of having separate health
care facilities for such patients was not accepted by
majority of the responders.

CONCLUSION

Hijras in conservative society like Pakistan live a life of
fear and uncertainty. They are neglected, discriminated
against and not given the same rights as others, in
matters of inheritance, employment, education and
health care. The social stigma attached to these
patients, resulting in different barriers to access health
care facilities. This study also reveals that marginalized
population that have the greatest health problems, both
mental and physical, have the least access to care.
Similarly the health care providers are reluctant to
provide appropriate care and devotion to these patients.
There is a need to train health care providers to
understand the psychosocial aspect of the Hijra culture
and to deal with them without any prejudices. Health
care policy makers must develop appropriate structures,
policies and processes to enhance the socj

|

be provided to all strata of the society.

7.

determinants of health so that equity in healthcare@ 9

Future researches are needed to investigateifis
from multiple angles and provide str idence
regarding experiences of eunuch to il care

services and attitude of health care p@wel towards
this segment of society.
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Post-Traumatic
Stress in Children

Original Article} P rayalence of Post-Traumatic

Stress Disorder Among Internally Displaced
and Undisplaced Children of Khyber Pakhtukhwa

Ruqgaia Gul and Erum Irshad
ABSTRACT

Objective: War against terror shattered all faculties of living in Khyber Pakhtukhwa. The present study was aimed
to explore the prevalence of post-traumatic stress disorder (PTSD) among internally displaced and undisplaced
children as these children are our true future and treatment or intervention facilities available for them.

Study Design: Observational / descriptive study.

Place and Duration of study: This study was conducted at the Department of Physiology, University of Peshawar in
2011.

Materials and Methods: IDP children were assessed at schools for internally displaced children at Jalozi Camp
whereas undisplaced children were assessed at different schools in Peshawar. Independent sample t-test and chi

square were used to assess the prevalence and intensity of PTSD among internally
children. Semi structured interview and Post Traumatic Stress Disorder, Child and A
CAQ) were used to assess the prevalence and intensity of PTSD.
Results: The results supported the hypothesis. It was found that traumatic exge
caused serious psychological problems in children. Internally displaced childge
undisplaced children also internally displaced children scored high onall

shows the severity of their reaction to war trauma.

Conclusion: It was concluded that children who were exposed to
situation of displacement suffered more from PTSD than those who
of their homes. This study also found that there was no

treatment
%@y Displaced And Undisplaced
P

treatment of these children.

Key Words: War, Posttraumatic Stress Disorder, Children

Displaced and Undisplaced Children of Khyber P u

isplaced and undisplaced
le3cent Questionnaire (PTSD

war and displacement
ed Migh levels of PTSD than
subscales of PTSD CAQ that

e traurpa of war and who faced the uncertain
e ngt displaced from the secure environment
intervention plan for the psychological
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INTRODUCTION

History records shows that there have b &ovar
100 conflicts in the past 50 years iJ “recent
configuration almost all were in % developed
countries, where 50% of the pop, ed to be of
children, and where the ci pposed to carry
the burden of the viole re. In most conflicts
civilian’s causalities round seventy five
percent *.
The most common psycholo@ical reactions to traumatic
situations of war and conflict are depression and
posttraumatic  stress  disorder?and relatively high
prevalence of these disorders have been found among
displaced children living in camps as opposed to the
children living in urban or rural areas”.

In a study Pham* assessed survival of 1994 genocide in
Rawanda and found that among 2,091 participants
24.8% fulfilled the criteria for PTSD diagnosis.
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In 1998-99 war in Kosovo directly affected large
number of civilians. Respondents reported symptoms of
PTSD and psychological illnesses were on increase
with the increase in experiences of traumatic events.
Psychiatric problems were expected to occur more in
IDP’s. These issues were considered important to return
Kosovar Albanians to stable and productive
environment”.

In a study® studied 2,796 children age between nine to
fourteen years from Bosnia-Herzegovina were assessed
and high levels of post-traumatic symptoms and
symptoms of grief were found among them.

Similarly in another study 27 young Cambodian
children age between 8 to 12 years were assessed.
Among them high occurrence of PTSD was found in
48% where as in 41% children depression was found.

In Iraqi Kurdistan at “Anfal” 5 years after the military
operation forty five families were selected randomly
from two camps that were arranged for displaced
people. The posttraumatic stress symptoms were
assessed among the caregivers and the oldest child in
each family. 87% of the children and 60% of their
caregivers reported PTSD?®

Laor et al.> studied Israeli children and found that
after lragi shelling Posttraumatic stress symptoms
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decreased in general population but the symptoms
increased among displaced children.

Paardekooper, De Jong and Hermanns' assessed
children and found that refugee children who
experienced war related hassles also experienced more
traumatic events and were using more coping modes.
They also frequently reported PTSD-like complaints,
behavioral problems, and depression symptoms.

Neuner et al.*? studied Ugandans and Sudanese from
west Neil Region. Randomly selected sample of 3,339
refugees and found that a DSM-IV criterion for PTSD
was fulfilled by both male and female respondents
(31.6% and 40.1% respectively). He also found that as
the experiences of traumatic events increased the
prevalence and occurrence of psychological strain also
increases.

Hasanovic®® conducted a study and found that around
half of the children from Bosnia reported clinically high
levels of PTSD during the war in former Yugoslavia.
Kinzie, Sack, Angell, Clarke, & Ben' assessed 27
young people age between 8 to 12 years from
Cambodia for three years they experienced severe
trauma. For assessment structured interview and self-
rating scales were used. Among them high occurrence
of PTSD was found in 48%. Depression was found in
41%. Ovuga, Oyok & Moro™ carried out a study on 58
girls and 44 boys in north Uganda 55.9% of the
children had PTSD.
Pakistan started

“War against Terror” after the

public especially people from the tribal areas KAY®
Pakhtunkhwa (KP) faced lot of difficulties an u%
the people of Federally Administered ﬁrea
(FATA) to migrate from their native hc&l to a
more secure place.™® Survey research foun t IDP’s
faced endless problems in adjustm led areas.
A case study by Khalily'" refals @ar against terror
increased the incidence #f™m Ith problems in
Swat Valley, but th cargpsystem is not well
developed to deal efficier§y wi these issues.
To assess the psychological9fid emotional reactions of
Pakistani children towards “War against Terror”
following study was designed. The main aim of the
study was to assess the prevalence and intensity of
PTSD among children who got internally displaced as
compare to those who were not displaced and to assess
the psychological treatment available for them.
Hypotheses
1. There will be high incidence of post traumatic
stress disorder among internally displaced children
as compare to undisplaced children.
2. Internally displaced children will score high on
PTSD CAQ as compare to undisplaced children i.e.
their intensity of PTSD symptoms will be high.

MATERIALS AND METHODS

Sample comprised of (N=282) subjects, including
children from internally displaced camps (n=192) and
undisplaced children (n=90). Children between ages 10
to 15 were included in the sample. Equal number girls
and boys were included in the sample. Internally
displaced children were randomly selected from schools
of internally displaced people at Jalozi camp, KP.
Whereas undisplaced children were randomly selected
from schools located in different areas of
Peshawar, KP.

Procedure: After taking formal permission from head
of the schools and consent from parents semi structured
interview was conducted with all the subjects to
develop rapport and to collect information about
history, intensity and duration of the problem, and the
academic and behavioral 4§roblems of the children.
Screening test i.e. PogfTreumatic Stress Disorder
Children and Adoles tionnaire (PTSD CAQ)
was administered renglt schools for internally

displaced and g ced children to assess
prevalen ty PTSD among them. PTSD
CAQisfg 35 ite Rert-type scale to assess the level of
posttral ress disorder in children. Reported

TSD CAQ is =.82. (steele & Raider,

2 .

It%t of three subscales
- . . eexperiencing of traumatic events.
incidence of 9/11'.EV'IS of this war caused too mug NAvoidance of stimuli associated with traumatic
damage to the nation and huge cost was paid by

event.

iii. Symptoms of increased arousal due to traumatic

event.

RESULTS

Table 1 shows that PTSD CAQ has three sub scales sub
scale 1 assess reexperienceing of traumatic events. It
has 12 items and cronbach’s alpha reliability is .963
that indicates relatively high reliability. Sub scale Il
assesses symptoms of increased arousal. It has 13 items
and cronbach’s alpha reliability is .731 that also shows
relatively high reliability. Sub scale 111 assesses
symptoms of increased arousal due to traumatic events.
It has 10 items and cronbach’s alpha value is .93 that
also indicates relatively high reliability. Skewness and
kurtosis values of PTSD CAQ sub scales ranges
between +1 to -1 that shows normal distribution of data.
Table 2 shows that internally displaced children
suffered significantly from PTSD as compare to
undisplaced children. Internally displaced children
showed symptoms of reexperiencing of traumatic
events significantly more than undisplaced children
(41.51 + 7.66) with t(280)=25.49, p=.000 . Internally
displaced children also showed symptoms of avoidance
of stimuli associated with traumatic events more than
undisplaced children (22.76 + 4.60) with t(280)=10.31,



Med. Forum, Vol. 28, No. 3

108

March, 2017

p= .000. Table also shows that internally displaced
children suffered more from symptoms of increased
arousal due to traumatic events than undisplaced
children (32.14 + 5.73). with t(280)= 31.33, p=.000.

The mean values of sub scales | indicates moderate
levels of symptoms of reexperiencing of traumatic
events persist in general population of internally
displaced children while mild symptoms are reported in
undisplaced children. The mean of sub scale Il indicates
that mild levels of symptoms of avoidance of stimuli
associated with traumatic events are reported in both
the internally displaced and undisplaced children. Mean

Table No.1: Psychometric properties of PTSD CAQ

scores of sub scale Il that assess symptoms of
increased arousal indicates that moderate levels of
symptoms in internally displace children while mild
symptoms in undisplaced children are reported.
Standard deviation is high in internally displaced group
than undisplaced group that indicates that more severe
cases of PTSD were present in internally displaced
group than undisplaced group.

Table 3 shows that the incidence of PTSD in internally
displaced children is reported high than undisplaced
children. There is significant difference between IDP
and undisplaced children.

No of Ranges
Scales items o M(SD) Potential Actual Skew Kur
Rexeperiencing 12 96 | 36.15(11.90) 12-60 14-58 -21 -.90
Avoidance of stimuli 13 73 | 21.32(4.8) 13-65 13-54 1.95 9.65
Increased arousal 10 93 | 26.97(10.1) 10-50 10-46 '\ -.39 -1.04

events, Sub scale III = symptoms of increased arousal due to traumatic events

ronBach’s Alpha, M= mean,

Note. Sub scale | = reexperiencing of traumatic events, Sub scale Il = avoidance of s%sociated with traumatic

SD= standard deviation, Skew= skewness, Kur= Kurtosis.

Table No.2: Mean, Standard deviation, and t-values on the su

Undisplaced children (n-282)

[~

T CAQ between IDP’s and

Table No.3: Cross tabulation of sympto@
reexperiencing of traumatic events, avoj

stimuli associated with traumatic e and
increased arousal due to traumatic n orted
n

among internally displaced ar@ isplaced
children. ry

isplaced | p

Re-experiencing 90)

Mild 98.9

Moderate . .000

Severe 46.0 0.0

Avoidance of stimuli

Mild 13.1 70.0

Moderate 52.4 30.0 .000

Severe 345 0.0

Increased arousal

Mild 10.7 100.0

Moderate 45.2 0.0 .000

Severe 44.0 0.0
DISCUSSION

In this study semi-structured interview and PTSD CAQ
scales were used. PTSD CAQ has three sub scales sub
scale 1 assess reexperienceing of traumatic events. It

IDP’s Undisplaced
Sub scale (n=192) (n=90) 95% ClI Cohen’s d
M SD M sg 80) p LL UL
Reexperiencing 4151 7.66 19.79 3. 5 .000 20.04 23.39 3.26
Avoidance of stimuli 22.76 4.60 17.38 31 .000 4.35 6.41 1.32
Increased arousal 32.14 573 12.46 31.33 .000 18.53 20.92 4.00

has 12 items and cronbach’s alpha reliability is .96 that
indicates relatively high reliability. Sub scale Il assesses
symptoms of increased arousal. It has 13 items and
cronbach’s alpha reliability is .73 that also shows
relatively high reliability. Sub scale 1ll assesses
symptoms of increased arousal due to traumatic events.
It has 10 items and cronbach’s alpha value is .93 that
also indicates relatively high reliability. Skewness and
kurtosis values of PTSD CAQ sub scales ranges
between +1 to -1 that shows normal distribution of data
(see table 1).

This study provided evidence that the incidence of
PTSD is high among internally displaced children as
compare to undisplaced children of KP (see table 2).
Internally displaced children showed symptoms of
reexperiencing of traumatic events significantly more
than undisplaced children (41.51 + 7.66) with
t(280)=25.49, p=.000 . Internally displaced children
also showed symptoms of avoidance of stimuli
associated with traumatic events more than undisplaced
children (22.76 + 4.60) with t(280)=10.31, p= .000.
Internally displaced children suffered more from
symptoms of increased arousal due to traumatic events
than undisplaced children (32.14 + 5.73). with t(280)=
31.33, p=.000.
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The mean values of sub scales | indicates moderate
levels of symptoms of reexperiencing of traumatic
events persist in general population of internally
displaced children while mild symptoms are reported in
undisplaced children. The mean of sub scale Il indicates
that mild levels of symptoms of avoidance of stimuli
associated with traumatic events are reported in both
the internally displaced and undisplaced children. Mean
scores of sub scale Il that assess symptoms of
increased arousal indicates that moderate levels of
symptoms in internally displace children while mild
symptoms in undisplaced children are reported.
Standard deviation is high in internally displaced group
than undisplaced group that indicates that more severe
cases of PTSD were present in internally displaced
group than undisplaced group.

PTSD is frequently caused by disasters but its intensity
and frequency increases in internally displaced children
mainly because they face the hazards of disaster as well
as the trauma of displacement. Their whole living gets
destroyed by displacement. This unexpected and sever
threat to their existence cause severe PTSD. The
present study also found high intensity of PTSD among
internally displaced children as they scored high on all
sub scales of PTSD CAQ as compared to undisplaced
children (see table 3).

Through semi structured interview this study found a

CONCLUSION

Children of Khyber Pakhtunkhwa faced unexpected
terrors of war that caused serious physical, social as
well as psychological problems to them. High
prevalence of PTSD was found among internally
displaced children than undisplaced children. They also
scored high on all the sub-scales of PTSD CAQ that
shows high intensity or severity of their psychological
reaction to war and displacment. Moreover this study
was conducted in Jalozi camp for IDPs and people there
had no access to psychological interventions especially
children who cannot express their feelings were at
high risk.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Radiotherapy Induced Adverse
Effects in Cancer Patients at Cancer Hospital

Radiotherapy
Effects in Cancer
Patients

Jamshoro, Sindh
Tooba Khan', Arshad Lodhi?, Muhammad Ali Ghoto®, Abdullah Dayo®, Fouzia Panhwar?,
Mudassar Igbal Arain' and Ahsan Ali*

ABSTRACT

Objective: The objectives of the study are to analyze adverse effects of radiotherapy on blood complete picture of
patient after radiotherapy and to assess number of other potential adverse effects of radiotherapy on the basis of

WHO guidelines.
Study Design: Observational study.

Materials and Methods: Data was collected from patients and diagnostic record files of the patients on a
predesigned questionnaire over a period of six months in 2015. Total number of 120 patients was selected via
random sampling from Cancer hospital Jamshoro. Data was evaluated and analyzed according to WHO guidelines.

Results: Out of 120 patients 72 were male and 48 were female. After receiving radio
42.5% leucopenia, 37.5% lymphocytopenia, 55% thromb
Other adverse effects were with the frequency of 86.66% of the patients had in
26% Acidity, 13.3% abdominal pain, 20% diarrhea, 80% oral mucositis, tachyW%g
amnesia 13.33%, fatigue 93.33%, vision problems33.33%, hearing proilem i
skin reaction 40%, 73.33% of the patients were feeling Numbness a
Conclusion: Findings of the study concludes radiotherapy for canc
prove fatal, if not treated early such as various effects including b

were having anemia,

immunity
Key Words: Cancer, Radiotherapy, adverse effects
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INTRODUCTION

The highly potent and very fatal diseas®y CaNper, is
rs that

caused by mainly the environmentff® F
mutates gene codings of critig ellg-regulatory.
proteins. As a result aberrang . c{ll/. lor .leads to

uncontrolled.growth.and.spgea mal.cells.of.the
.body™. In all living or is the basic unit of
life. Cell division oc issue increasing the
body mass. When unwa owth of cell occurs it
forms increased abnormal Jmass of the tissue. This
pathological disturbance of growth, characterized by
excessive and unnecessary proliferation of cells is
called Tumor. In all kinds of tissues, tumor can be
formed.
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rapy 30% of the patients
nia, 20.8% neutropenia.
© nausea/ vomiting and
J 46%6%, bradycardia 6.66%,
s 26.66%, hair loss 46.66%,
46.69 losgof appetite.
lead tg various adverse Effects and these may
igbrders which may weaken the patient’s

D@anhwar F, Arain MI, Ali A. Radiotherapy
t

amcer Hospital Jamshoro, Sindh. Med Forum

There are only two kinds of tumor Benign and
Malignant’. Benign tumors mostly occur as non-
cancerous. Usually, benign tumors are removable and
they may grow back seldom. They are Non-invasive
and remain localized. The growth rate of benign tumors
is slow and might stop or regress. Benign tumors are
not usually life threatening®. Malignant tumors are the
cancerous cells. These cancers cells pervade and
deteriorate the organs and tissues subsided by the
tumor. They have an ability to escape from the
malignant tumor and may either enter the lymphatic
system or into the bloodstream. Rapid and
uncontrollable growth are the characteristic features of
malignant tumor cells. When there is spread of such
cancer cells within the body to the other organs through
the lymphatic system or the blood stream is known as
Metastasis®. World Health Organization describes
Cancer as a leading cause of death, accounted as 7.4
million deaths worldwide. The treatment for cancer
depends upon its type, location and state of
advancement’. There are three accepted conventional
and standard cancer treatments: Surgery, Chemotherapy
and Radiation therapy. The first treatment to remove
solid tumors is Surgery, often required for early stage
cancers and benign tumors in which abnormal growth
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of cells or mass is removed by incision of localized
tumors®. The treatment which involves the use of drugs
and medicines to Kill cancer cells is called
Chemotherapy. It is often given individually, when it is
given along with other therapies such as surgery and
radiotherapy, it is known as neo adjuvant chemotherapy
* In radiation therapy, radiations kill the cancer cells by
directly targeting the tumor with high-energy rays.
These radiations damage Deoxyribonucleic Acid and
prevents the replication of the cells. Hence it preferably
kills the cancerous cells that also may kills normal cells,
especially those cells that are dividing. Surgery can
often be used together with radiation therapy™®.
Pharmaceuticals drugs. That contain radioactive
materials called Radioisotopes or Radiopharmaceuticals
that are taken either from mouth or they are placed
inside body cavity to treat cancer. Radiations are
defined as the energy emitted from one place to
another. These energies can either be in the form of
particles called Photons or in the form of waves like X-
rays or visible light. Radiations are classified according
to the extent of energy emitted to break the chemical
bond and knock electrons out of the atom °.Evidence
based estimations for cancer treatment indicates 52.7%
to 60% of cancer patients receive radiotherapy’.
Radiations that are used for cancer treatment are known
as lonizing Radiation as they form lons. These ions are

electrically charged particles which passes through @

tissues into the cells. They either kill the cancer cells or
stop their growth by changing their genes. lonizin
radiation are of two kinds, Particle radiation and Photi
radiation. Particle radiation includes beta pa
carbon ions, protons, electrons, neutrons a

S

particles whereas Photon radiation ar nd
gamma rays. lonizing energy of one ty 55eSS
more energy than the other one. Greatgr the,ir®nsity of
the energy, more deep penetrati radiations

occur into the tissues ®°. Agiotgefaply can either be
External Beam Radigi#ferap nternal beams
Radiotherapy. In Extgi@al diation therapy the
cancer cells are aimed b& maghine outside the body.
In Internals beam radiation'$¥€rapy the cancer cells are
treated by the radiations that are either kept inside the
body or near to that cancerous cell. Internal
Radiotherapy is also named as Brachytherapy™.
External Radiotherapy, according to its function, is
further divided into three types: Intensity modulated
radiotherapy (IMRT), No-exit Dose Proton Beam
Therapy and Stereotactic Radio surgery (SRS)S.
Adverse effects of radiotherapy is difficult to predict
exactly, it simply depends upon the treatment type and
the body area under treatment °. The stated adverse
effects usually observed are skin reactions, Hair loss,
Changes in the blood, Tiredness, eating and drinking
problems, sickness and Dermatitis. Depending upon the
size, dose and depth of penetration of emitted energy,
radiation therapy often causes dermatitis. Radiotherapy

also alleviate Hemoptysis in 60 to 70% of cancer
patients ’. Radiotherapy also damages the cells that are
normal and healthy like those in the salivary glands,
moist and soft mouth linings, that may result in
xerostomia and tooth decay®'!. Anemia, lymphedema,
infertility are also the side effects of radiation therapy.
Almost 87% of the cancer patients that are under
Radiotherapy and also receiving chemotherapy
developed ADRs 2.

MATERIALS AND METHODS

A prospective observational study was conducted by
collecting patient’s data and diagnostic record file on a
predesigned questionnaire of over a period of six
months. Initially, a total number of 120 patients were
enrolled via purposive sampling from Cancer hospital
Jamshoro. Numbers of adverse effects reported by
diagnostic lab reports weredassessed and data will be
compared against WHO Guilelines, Cancer Treatment
Centers of America iotherapy Risk Profile
Technical Manual.
Inclusion Critep ients receiving Radiotherapy
p thepepy along with Radiotherapy
adless of gender.
itgria: Patients with HIV, Hepatitis and
»enhd pregnant ladies were excluded from

Tuberculd

s LTS

mographics Analysis: Among 120 patients, the
majority of patients were female that is 68 (56.66%)
and 52 (43.44%) male as mentioned in table 1, had
suffered from adverse effects after receiving the cancer
radiotherapy. Further classification based on the age
revealed that maximum number of affected patients
were belonging to the age group of 41-50 years as
shown in table no: 2.

Table No. 1: Number of patients

Gender Number of | Percentage %
Patients

Male 52 43.33 %

Female 68 56.66 %

Total 120 100 %

Table No. 2: Age groups

Age Frequency Percentage %

18-30 years 11 9.1%
31-40 years 22 18.33%
41-50 years 44 36.66%
51-60 years 25 20.83%
61-70 years 18 15.08%s
TOTAL 120 100 %
Adverse Effects Analysis: The study sample

comprised of 120 patients, in which 36 patients making
30% of the total, after receiving radiotherapy suffered
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from Anemia, 20.8% of the patients had Neutropenia,

42.5% Leukopenia and 55% were having
Thrombocytopenia as shown in Table: 3.
Table No.3: Effects on blood reports after
radiotherapy

Adverse Effects Frequency Percentage%
Anemia 36 30%
Thrombocytopenia | 66 55%
Leukopenia 51 42.5%
Neutropenia 25 20.8%
Lymphocytopenia | 45 37.5%

Table No.4: Other Adverse Effects

S.No | Adverse Effects Percentage

1. \omiting 20%

2. Acidity 26%

3. Loss of Appetite 46.60%

4. Abdominal pain 13.30%

5. Diarrhea 20%

6. Oral mucositis 80%

7. Tachycardia 46.60%

8. Bradycardia 6.66%

9. Amnesia 13.33%

10. Fatigue 93.30%

11. Insomnia 86.66%

12, Vision Problem 33.33%

13. Hearing problem 20%

14, Tinnitus 26.66%

15. Numbness 73.30%

16. Hair loss 46.66%

17. Skin reactions 40%
In other adverse effects 80% of patients werdgu g
from oral mucositis. 86.66% of the patien%cing
insomnia after having radiotherapy. /7.3 of the
patients were feeling Numb s@r having
radiotherapy. @

60% 55% \

50% D

40% 37.5%

30%
30%
20.8%

20%

10% L u

0%

S@“? @0‘“{@& o@‘@v @@“* g &
K & & &
& N &

Figure No.1: Effects found on blood reports after
radiotherapy

During treatment of different types of cancer with
radiotherapy, the  other potential adverse -effects
observed were concluding that 20% of the patients
experienced vomiting, 26% of the patients had acidity,
46.60% of the patients were feeling loss of appetite,

13.30% of patients declared to have abdominal pain,
20% of the patients had Diarrhea. 80% of the patients
had oral mucositis, 46.60% of the patients had
Tachycardia, 6.66% of the patients had bradycardia,
13.33% of the patients had Amnesia, 93.30% of the
patients were experiencing fatigue, 86.66% insomnia,
33.33% vision problem, 20% of the patients had
Hearing problem, 26.66% of the patients had Tinnitus,
46.66% of the patients had Hair loss, 40% of the
patients had skin reactions, 73.30% of the patients were
feeling Numbness after receiving the required dose of
their radiotherapy as given in table 4.

OTHER ADVERSE EFFECTS

Skin reactions

Hair loss

Tinnitus 7_
Hearing problem  —
I
e —

Vision Problem

Fatigue 7

Amnesia

Bradycardia 7

Tachycardia

Oral mucositis

20%

miting
X@No.l: Graphical Representation of Other

erse Effects

0% 40% 60% 80% 100%

ISCUSSION

In our study females were accounted to more than half
of the cases. During the study, it was observed that the
populations in the age group 41-50 years were more
prone to the development of adverse effects after
receiving radiotherapy. Numbers of adverse effects
were found in blood reports of the patients. Commonly
the patients were experiencing thrombocytopenia. After
receiving radiotherapy 30% of Patients suffered from
Anemia, 20.8% Neutropenia, 42.5% Leukopenia and
55% were having Thrombocytopenia. In other adverse
effects 80% of patients were suffering from oral
mucositis. 86.66% of the patients were facing insomnia
after having radiotherapy. 73.33% of the patients were
feeling Numbness after having radiotherapy.

CONCLUSION

Findings of study shows that Radiotherapy for cancer
lead to various Adverse Effects and those proved to be
fatal when not treated early such as various effects
including blood disorders which weaken the patient’s
immunity. In noticeable number of patients different
therapies were provided to prevent those adverse effects
and to cure patient’s health and quality of their life.
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ABSTRACT

Objective: To see the frequency of cervical nodal metastasis and involvement of different levels in Ca: cheek

Study Design: Descriptive study.

Place and Duration of Study: This study was conducted at the Department of ENT of DUHS Civil Hospital
Karachi from January 2007 to October 2008.

Materials and Methods: Data recorded on prescribed proforma from all histopathologically proven cases of SCC
of cheek with or without palpable node of neck node. All admitted through the Out Patient Department in ENT ward
and confirmed after neck dissection for positive nodes at different level(s).

Results: Cervical metastasis found in the 33.33% of the patients. Level | in 99.98% cases and the level Il in the
83.33% cases were usually involved neck levels with Cheek’s carcinoma.

Conclusion: Study concluded that the elective neck dissectionmay be carried out as the routine case in the

carcinoma of the check.

Key Words: Ca: Cheek, Neck dissection, Lymph node metastasis

Cancer. Med Forum 2017;28(3):115-118.
INTRODUCTION

Cancer is a universal problem. Since many years, the
physicians are struggling for diagnosing and managing
these cases. Oral carcinoma is second commonest
cancer in Pakistan after lung carcinoma in males and
breast carcinoma in females'. A great several factors
are associated with the Ca: Cheek and org
malignancies having strong association with chewi
habits of tobacco, Naswar and BQ with toba

without tobacco®”. In our region cheek is ¢

site of SCC because of the chewing di &)(es of
tobaccos, which include naswar and bem th or
without tobacco® and it has comparatifely |OW rate of
metastasis’. Nodal metastasis is mon poor
prognostic factor in SCC c@iven there are
controversies regarding ir Yga ent. Increases
nodal metastasis in t jncredpe T stage® once the
neck nodes are involv rvival rate drops up
tohalf’. Clinical examina is a frequent tool for
assessment of regional cervical lymph nodes, but their
reliability is doubtful, false positive or negative results
are seen in about 20-30 percent cases. CT scan may
detect malignant cervical lymph nodes in a better way.
It is well known that the node which large from 1cm in
the size on CT scan may have malignant disease, but
those at lower level when present 1.5 cm size is
considered to be malignant.®
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authors have query for comprehensive neck
i ns roll in treatment of limited positive cervical
wl disease.™™ ' In another study demonstrated that
yhen cervical node metastasis probability is occur
greater than 20%, the neck may treated electively.*
This may include all stage IIl and most T2 cheek
carcinomas.™

MATERIALS AND METHODS

This descriptive study was conducted at the Department
of ENT of DUHS Civil Hospital Karachi from January
2007 to October 2008.

Inclusion Criteria: 30 patients, all the cases with all
age groups either gender presented to ENT OPD or
ENT ward of Civil Hospital Karachi with biopsy
proven carcinoma of cheek with or without palpable
neck nodes were included in this study.

Exclusion Criteria: Cases treated elsewhere orwithout
documentary evidence, residual or recurrent diseases or
exposed to chemotherapy or radiotherapy were
excluded from this study.

Data Collection Procedure: This was descriptive case
series study. All the patients irrespective to the age and
sex with biopsy proven carcinoma of cheek and neck
nodes proven clinically or radiologically presenting to
ENT Department were incorporated. The demographic
data like name, age, sex, contact no: of patient and
address, clinical findings of cheek lesion whether
ulcerative or exophytic, with site, size and clinical
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findings of neck nodes like palpable or not, level
involvement with number of lymph nodes & size of
largest one, CT scan findings (from base of skull to the
root of neck), in clinically suspected cases of distant
metastasis either present or absent on the basis of
radiology like chest X—ray and abdominal ultrasound
or C.T Scan of the chest and the abdomen inrequired
cases. All data was entered in a prescribed proforma.
Mostly Punch or Wedge Biopsies were taken and
histopathological findings and stage of the disease were
also noted. Primary lesion resections were done along
with the dissection of the neck. Extent of the neck
dissection contains on the presenting neck status. Cases
having palpable neck nodes underwent a modified
radical or radical neck dissection while clinically
impalpable or occasionally limited N1 illness usually
had selective for dissection of the neck. Specimens
divided into anatomical levels in the operation theater
and then sent for histopathology. All the results were
entered in a prescribed proforma. Data was entered and
analyzed by using SPSS version 16.

RESULTS

Total 30 cases were studied, out of them 18 (60%) were
male and 12 (40%) were females with ratio of1.5: 1
(Figure 1).

Mean age of the study cases was found 44.93+ 12.15
years. Minimum age was 18-years and maximum was
68 years. (Figure 2).

differentiated SCC showed cervical metastasis.
70

60%

40%

Male Female

Figure No.1: Gender Distribution n=30

8

Frequency

0 L L
250 350 45.0 55.0 65.0

20, f
Qe of the patient

Range: 50 years (Min. age 20 yrs & Max. 70 yrs)

ge group n=30

The characteristic of primary lesion was exophytic qure No. 2: Presentation of Ca Cheek in different
al

presented with ulcerative type of lesion.

In this study total 11 (36.66%) cases were fgtin
presentations of positive neck nodes (c ile 19
(63.33%) were presented with clinically pable
neck nodes. CT positive neck w@nd in all
30(100%) patients, while no di astasis had
found in any patient. In thiSegri (76.66%) cases
were with stage IV of th€ diseas®and 7 (23.33%) cases
were with stage 111 of jgeasq (Table 1).

Neck dissection was don 30 cases according to
clinical presentation, which was revealed that 20
(66.66%) patients were undergone in selective neck
dissection, 8 (26.66%) cases underwent modified
radical dissection of the neck and 2 (6.66%) cases
underwent radical dissection of the neck.

Out of 30 cases 11 (36.66%) were shown
histopathologically  positive neck nodes while
remaining 19 (63.33%) were histopathologically
negative neck nodes. Histopathological differentiation
found in this case series were 22 (73.33%) patients
showed moderately differentiated SCC, 7 (23.33%)
patients with well-differentiated SCC and 1 (3.33%)
with poorly differentiated SCC. It was also revealed
that out of 11 positive neck nodes 7 (63.63%) patients

of moderately differentiated SCC, 1(09.09%) of poorly
differentiated SCC and 3 (27.27%) of well-

20(66.6%) patients while 10(33.3%) patients f

Table No.1: TNM Classification(staging with
ositive CT Scan) (n=30)
Stage NO.' of Tu_mor Neck Metastasis %
patients size nodes

| 0 Tl NO MO 0.00

1 0 T2 NO MO 0.00

0 T3 NO MO 0.00

1 01 T1 N1 MO 3.33

06 T2 N1 MO 20.00

03 T3 N1 MO 10.00

0 T4a NO,N1 MO 0.00

IVA 01 Tl N2 MO 3.33

10 T2 N2 MO 33.33

08 T3 N2 MO 26.66

01 T4a N2 MO 3.33

VB 0 Any T N3 MO 0.00

0 Th Any N MO 0.00

IVC 0 AnyT | AnyN M1 0.00

In these 11 cases of histopathologically positive neck
nodes of Ca: Cheek, 10 (90.90%) patients were shown
involvement at level | & 11, 4 (36.36%) at level I, Il &
111, 1 (9.09 %) at level I and 1 (9.09%) at level I, 11, 1l
& 1V (Table 2) while individual involvement of neck
levels in Ca: Cheek were level | in 11 (99.98 %)
patients, level 1l in 10 (83.33%) patients, level Il in
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6(54.54 %} patients, level IV in 2 (18.18 %) patients.

Table No.2: Histopathological proven neck levels

involved in Ca: Cheek (n=11)
Level (s) No %
| &Il 10 90.90
I, 11, 11 4 36.36
I 1 09.09
L LIV 1 09.09
DISCUSSION

Head and neck cancers constitute about 5% of overall
malignancies in the world, and incidence of head and
neck tumors is rising. Mostly tumors are SCC, which
shares about 95% in head and neck.™

The lymph node involvement is usually considered as
most significant prognostic factor of the SCC of cheek
and in fact the positive neck nodes decrease survival
rate up to 50%.">'® After all, cervical metastases at
initial evaluation are present in nearly 30% of patients.
When we consider in all T stages, the frequency of
occult metastases varies in between 19% to 40%.
There is strong relationship between patient’s survival
rate and +ve metastatic neck nodes at initial
presentations. Mathew- lypeetal (India) has mentioned
statistically proven changes in illness of free survival
having NO- N1 as compared to those having N2- N3.*8
Ca cheek is common in our country® and it is almost a ®
disease of elder people, because of their exposure to
risk factors. Our study shows 53.33% persons

differentiation more are its chances of metastasis.?® 2"%

In our study cervical metastasis was high in moderately
differentiated SCC as compared to poorly differentiated
SCC and well-differentiated SCC. The difference in
result may because small number of patients of poorly
and well-differentiated SCC in our study. So it is
advisable that if poorer the tumor differentiation, the
neck may be treated more aggressively.

In our series 36.6% cases were with palpable neck
nodes clinically. similarly G.I Smith et al®®reported that
clinically palpable nodes of the neck were in 21 cases
out of 171 cases with the oral SCC.® At present,
dissection of the neck with the histologic examination is
the best staging procedure which keeps very important
information regarding prognosis. In our series
dissection of the neck was carried out in all cases
whether neck node(s) were palpable clinically or not.
Mostly in the cases (66.66%)elective neck dissection
had carried out in clinically WO disease and also in the
several patients limited™CWadgally N1 illness. In the
ck remained addressed

toglgfor early diagnosis of neck metastasis.® It is also
s@d by us the CT scan prior to the treatment of
should be done in all cases. In the light of this

, it is suggested that elective dissection of the neck

s
belonged to 50- 60 years of age which is comparab e@ﬂ‘)u'd be carried out on the routine base in the
study of Ali et al in which there is 54.55% of % oral SCC.

age group,”® while in contrast Jamal et al
majority of patients in between 60 and 7
and Khan et al observed majority i

years which is resembling with | 45.3 yrs?
and Kayembe et al 48.39%s
Andisheh-Tadbir et al
shows male prepondéNg
because of chewing toba
naswar is comparable with
while in contradict Anwer et al found 51% females
(SCC of the oral cavity is generally said to be
exophytic, ulcerative or infiltrative on gross
pathological appearance. In our study most of the lesion
were exophytic (66.6%) followed by exophytic
(33.3%).

In this case series moderately differentiated SCC was
seen in 73.33% followed by well-differentiated SCC
23.33% and poorly differentiated carcinoma 3.33%
which was in contrast to Chidzonga study in which
there was 64.8% well differentiated SCC, 24.8%
moderately differentiated SCC and 10.4% poorly
differentiated SCC.”® Lymphatic spread of SCC also
depends upon the degree of differentiation and it was
concluded from various studies that poorer the tumor

ars.” Our study
% this is possibly
ating gutka and using

ahid et al, 60% males
24

CONCLUSION

It was concluded that oral cavity is favorable site for the
cervical metastasis. Level | and level Il are the most
frequently elaborated neck levels than the other buccal
SCC levels. The analysis of the study revealed that due
to big prevalence of cervical metastasis in SCC of the
cheek, neck dissection may be performed on near
routine basis but whether to do selective or
comprehensive  neck  dissection for  clinically
impalpable or palpable neck nodes, a properly designed
study with sufficient number of cases is required.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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| Serum Zinc Levels in Psoriasis |

Patients Suffering From Various Clinical Types of
Psoriasis in Pakistan

Shahnaz Dilawar', Muhammad Fayaz Khan Burki®, Firdos Jabeen* and Afzal Shah?
ABSTRACT

Objective: The compelling evidence shows that proper Zinc (Zn) nutrition is important for human health. Hence an
attempt was made to evaluate the serum Zn levels in different clinical types of psoriatics patients.

Study Design: Case-control study.

Place and duration of Study: This study was conducted at Bannu University of science and technology with the
collaboration of Govt. Sifwat Ghayur Shaheed Memorial Children Hospital Peshawar and National Physical
Standard Laboratory PCSIR Islamabad from April 2013 to April 2015.

Materials and Methods: 500 psoriatics and 100 normal controls of both genders with an age range 18-60 years
were selected for this study. Serum zinc levels were measured with atomic absorption spectrophotometer (AAS).

Results: The serum zinc concentration was found to be low in 80% patients. Mean +S
+1.70ug/L in psoriatic patients and 770.15+3.32 pg/L in controls respectively. |
concentration was significantly lower than that of healthy controls (P<0.001).

Conclusion: We may conclude that Zinc deficiency may play a role in the pé

patients have low serum Zn level
Key Words: Zinc, types of psoriasis, AAS,Pakistan
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INTRODUCTION

Among skin diseases, psoriasis is one of the mos
common. It is a chronic, inflammatory and autoimmu
disease characterized by hyperproliferative disor

the skin with unknown etiology and by prod

reactive oxygen species due to activationAgf r
necrosis factor alpha (TNF - a), which im d to
be an important factor in the inductio gatenance

n

of psoriatic lesions™2. Between 2 and A8% #f the world

population have psoriasis®. Tgis | occurs in all
iIMQo

age groups, and it appe n and women*.
More than 50% of pgden that the onset of
psoriasis occurs before 0°. Factors that may
have modulatory effects o mmatory diseases such
as psoriasis are little knowf. In addition, psoriasis is
characterized by a defect of keratinization® It has been
shown that the unique process of keratinization is a
dependent enzyme
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f serum zinc were 585.50
jatic patients serum zinc

of psoriasis since most

um Zinc Levels in Patients Suffering From
7119-122.

o that'Tannot be influenced by deficiencies or excess trace

I s’. Thus, it has been established that zinc plays
important role in the process of normal
atinization of the skin of animals®. Indeed, zinc is an
essential trace element for the skin and has healing
properties. Zinc is a cofactor of various functions
including growth, immunity and skin repair and
protects against free radicals®*®!!. Therefore, the
presence of zinc is essential for the proper functioning
of the skin cells'?. Decreases in zinc levels have been
observed for many skin disorders such as psoriasis™. In
Pakistan psoriasis is a common dermatological disorder
but still there is lack of data on the epidemiology and
prevalence of psoriasis in Pakistan. There have been
very few studies so far on the comorbidities and risk
factors of psoriasis. Most of these are observational
descriptive studies. And, little work has been done on
the analysis of zinc in the serum of different clinical
types of psoriasis in Pakistan.

MATERIALS AND METHODS

Selection of psoriatic patients: In this study 500
samples of psoriasis patients, including ,males and
females with the age range of 18-60 years were selected
from different hospitals and clinical Labs of Pakistan.
All the patients were examined by the dermatologist
and their complete medical history were documented.

Selection of control group: A total number of 100
male and female healthy individuals aged between 18-
60 years were selected with the conditions of, no
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smoking habits, no history of viral hepatitis, no
alcoholic and absence of any severe or chronic
pathology.

Inclusion criteria: The following individuals were
included, who were; Suffered with visible psoriasis and
those looking apparently healthy.

Exclusion Criteria: The following patients were
excluded, who were; On minerals, hormones and
vitamin therapy. Non-co-operative patients (who
refused or did not have an interest to participate in the
study). Suffering with acute or chronic diarrhea.
Pregnant and having cutaneous diseases other than
psoriasis.

Chemicals and Reagents: All reagents used were of
analytical grade. All standard solutions were prepared
ina 0.01 M HNO3.

Collection and preparation of samples: 5 ml blood
was taken from the antecubital vein of healthy subjects
and patients. The samples were transferred to
vacutainers and left undisturbed for 1 hour to clot and
then centrifuged at 5000 rpm for 15 min. The sera were
stored in Eppendorff vials at —20°C until further
analysis.1 ml of serum was added to a Teflon beaker
and digested in mineral acids under optimum heating.
The temperature of the hot plate was increased steadily
in a range 175 °C to 250 °C until fumes of HCIO,
appeared.

Analysis of serum samples: For the execution of this @

work, an AAS ( Contra 700, Analytic Jena) was used
and the

working curve for Zinc were prepared daily by /0TSt
dilution of the concentrated solutions of the %
0.01 M HNOS3 for a concentration range , 30
pg/Lof standard solutions. . &
Validation of the analytical metfiods; ter lab
comparison (ILC) for quality con m samples
was used for validation 0 this regard a
composite sample wa m 100 serum
samples. The co e was properly
centrifuged. The same ite sample was also
analyzed by AAS . Both re$uits were compared and a
close relationship was observed.

Statistical Analysis: Statistical analyses in connection
of data’s significance were carried out using the
student’s T-test. P values <0.001 were considered
significant.

RESULTS

The study included 500 psoriasis patients (M = 250, F =
250) and 100 age and sex matched healthy controls
.The overall mean of serum Zn level in control group
and patients with age range 18-60 years was
770£3.77ug/L.  and 585.50+4.30ug/L  respectively
(Table 2).A statistically significant difference (p<0.001)
was found among patients and control group.

Table No.1: Inter-Lab comparison of the composite
samples for Se

. Sample | Zn
Laboratories Type (Lg/L)
Chemical Metrology Division, Diseased | 689+1.55
NPSL (Contra 700, Analytic Jena) | Healthy | 720+0.79
PCSIR Labs Complex, Karachi, Diseased | 677+1.90
(Hitachi 8000 with Zeeman
background correction, Japan) Healthy | 70520.75
Abdul Wali Khan University, Diseased | 680+1.95
KPK (AA Analyst 100, Perkin
Elmer, with Zeeman Background Healthy | 710£0.55
Correction)

Values are the mean of three replicates + SD

Table No.2: Serum Zinc levels in control and patient
groups

No. of Conc
Samples Age Individuals (Hg/L)
(Years) e | Female
Mean+SD
Control 18-60 50 770.15+1.3
Psoriasis s0d| 250 | 5855028
patients

digested serum samples were analyzed i
triplicate. The standards used in the preparation of

P<0.001

c concentration among control and
I types of psoriasis. A significant
.005 was found between control group
a oriatic groups and within psoriatic groups a

serum Zn levels of patients with plague
riasis (724.11+1.89ug/l) versus guttate psoriasis(
99.23+1.50ug/1), scalppsoriasis  (670.13+1.90ug/1),
Erythrodermicpsoriasis (630+1.22ug/l), and  pustular
psoriasis (620+1.77ug/l).

Comparative study

AT

Figure No.1: Serum zinc concentration regarding to types
of psoriasis.

Psoriasis is usually classified as mild, when it affects
less than 3% of the body, moderate, when it affects 3 to
10% of the body, or severe > 10%. PASI is used for
graduating the severity of psoriasis.

Figure 2 (a):- showed serum Zn Conc. in male and
female groups whose affected body surface area is
greater than 10 % of the total body surface area.

Figure 2 (b):- showed serum Zn Conc. in male and
female groups whose affected body surface area is less
than 10 % of the total body surface area. Thus, the
deficiency sequence of serum Zn in relation to
percentage of body involvement in different types of

%n' Ily significant difference p<0.005 between the
a

Serum Zinc Concentrationpg/|
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Psoriasis is as pustular > erythrodermic > scalp >

guttate > plaque.
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Figure 2a. Serum zinc levels according to PASI

Figure No.2a: Serum zinc levels according to PASI > 10

Erythrodermic|

800
700
600
500
400
300
200
100

Serum Zn concpg/L

Male, n=26
Male,n=23

Male, n=24

Male ,n= 31
Female, n=23

Male, n=21
Female, n=24
Female,n=23
Female, n=25
Female,n=30

Guttate Pustular

plaque [Erythrodermic

that sex had no influence on zinc content®. While in
our study, a significant decrease in zinc level was found
in the Serum of psoriatic females as well as psoriatic
males. Studies have shown that psoriasis is not
primarily a skin disease but an immunological
disturbance under the skin. Skin manifestations are the
result of excessive stimulation of the superficial cells of
the skin (Langerhans cells). Thus, psoriasis is
considered as  disorders, mainly  epidermal
keratinocytes, but now it is recognized as one of the
most common autoimmune disorders®. A first study in
1971 concerning the correlation between age and
plasma zinc in 204 male subjects aged 20 to 84 and 54
female subjects aged from 20 to 58 years gave a
significant I|near decrease in plasma zinc with age in
both groups®™. Also, a significant zinc reduction in
serum was also found for the 'oldest age group' (> 90
years) in a comparative study between healthy elderly
people aged 65-89 and eldegly adults 20-64 years (26).
Psoriasis is an inflammatory disease of chronic and
recurrent skin. The of psoriasis are mild,
moderate or severe ding\to the PASI (Psoriasis
Area Severity In re@Patients with a body

surface agea O, than 20% psoriasis had
significaftly"lo run¥ zinc levels than others (6).
McMillgn obseryed that the concentration of zinc in the
iglic patients with more than 10% of the
ected body was srgmfrcantlg lower than

® f ose with less than 10% surface area™ which is in
nt with our study. A reduction in the
c

tration of zinc in the blood with the increase in

riatic surface area may be due to the depletion of the

Figure No.2b: Serum zinc levels according to PASI < 10.
DISCUSSION Qcondary zinc by the loss of zinc by exfoliation.

It is noted in our study that the mean seru
of the patients is significantly lower th
controls. It has been reported in the

normal skin and psoriatic skln d

significant differences for zrn
significant changes in seru
in psoriasis on the basis
and involvement of joj
have observed a srgnl i evel of serum zinc in
psoriatic _patients >16 others found normal
levels'”. Thus, the measurément of the plasma zinc
level |n psorlatlcs resulted in contradlctory data,
reduced™® high'® and normal zinc levels®® were found. It
has been suggested that the possible reason for the
contradictory results of zinc levels in serum in psoriasis
may be due to the lack of consideration of the degree of
skin affected by psoriasis. As a result, the relationship
between the skin surface affected by psoriasis and zinc
levels in serum has been reported™. But Hinks et aI
have not demonstrated such a relatlonshlp in psoriasis™®

Then, Sung YL. et al. reported that serum
concentrations of zinc are mfluenced by several factors,
including infections and trauma®:. In our study, a
significant variation in zinc content in serum was
observed in the general population of psoriatic patients
compared to controls. This is in agreement with the
findings of some studies®*?. Bertazzo et al. reported

i

that
ow no

rmore,
@ were observed
ation of disease

® Many researchers

Another possibility is that the perturbation of the zinc
state in the serum could actually be translated by a
greater involvement of the psoriatic surface . The
results obtained by Basavaraja K.H. et al® indicate that
zinc concentrations in mild and severe psoriasis groups
show a downward trend that is consistent with other
studies?. On the other hand, Bhatnagar M. et al. in their
study of active and remission phases of psoriasis
reported an increase in serum zinc®. In their study,
ngam et al. reported no significant change in serum
zinc levels in psoriasis on the basis of disease duration®.
Factors which may have modulatory effects on
inflammatory diseases such as psoriasis are not well
known. It has been proposed that trace elements such as
zinc may play an active role in psoriasis®

CONCLUSION

The comparison of the concentrations of trace elements
in the serum of psoriatic patients must be done between
subjects matched by age and sex. Finally, the data
obtained in this study can guide physicians and other
health professionals in the identification of essential
trace element (Zn) deficiencies in biological samples
the patients suffering from psoriasis.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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ABSTRACT

Objective: The main objective of the study was to determine the ratio of Apo-B/Apo-Al in normal individuals and
patients with metabolic syndrome.

Study Design: Comparative / case control study.

Place and Duration of Study: This study was conducted at the Department of Pharmacology, KGMC, Peshawar from
June 2015 to December 2015.

Materials and Methods: Total of 200-cases, including 150-Met-S and 50-controls were enrolled in different
tertiary care hospitals of Peshawar. After formal consent, detail history and clinical exarfjination, data was collected

March, 2017

Apo-B/Apo-Ai in normal
and with Metabolic
Syndrome

about height, weight, socioeconomic condition, blood pressure and waist circumfere
made accordingly. Blood glucose levels, Apo-B and Apo-Al and lipid profile w; ne

individual.

Results: Among 200-study population, 150 were cases having Met-S,
was 47.75x4.79 years in patients, while it was 45.16+3.84 years in
male-female ratio was 61/89 and 32/18 respectively. The ratio 0
relative risk for coronary heart disease. The study showed % ave
males and 1.1% in females. In control, it was 3.1% in males and 5.5%

diagnosis of Met-S was
all patients and normal

hilgZo0eNghormal control. The mean age
| ‘% In ¥6th cases and control groups,
po-B/ApP0-Al was calculated to measure the

riské in subjects with Met-S, was 4.9% in
males. In my study majority of the cases

in both Met-S (68.8% male, 70.7% female) and controlg (96@% & 88.8% female) fall in twice-average risk
t

category group. There was threefold risk in Met-S pati

association was found in the controls.

Conclusion. It is concluded from the study that ratioagf

Citation of article: Anjum N, Jam

26.2% in male and 28% in female. No such

~B/Apo-Al can be used as one of the best variable to

b/iduals and patients with metabolic syndrome.

NW\izamuddin, Parvez A, Yasmin A. The Apolipoprotein-B/

quantitate the risk of coronary heart disease in norpaegi
Key Words: Metabolic Syndrome (Met-S), tein, And Coronary Heart Disease.

Apolipoprotein-Al Ratio in Normal
Units of District Peshawar, KPK. M¢d F

INTRODUCTION

Metabolic syndrome
components characte

luster of different
ased body fat around
the waist, increased blo ressure, a high blood
glucose level, raised triglyCerides in the blood and
reduced high density cholesterol that occur together® 2.
These factors increase the chance of having coronary
heart disease, T2DM and stroke®.
The prevalence of Met-S is increasing worldwide and
approximately affects 20 to 25% people. There is three-
fold increase in stroke and coronary heart disease and
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two fold increased incidence of mortality rate in such
patients, compared to people without this syndrome.
They also have fivefold risk of having Type 2 diabetes
mellitus®. The contributing factors being age, race,
obesity, gestational diabetes, family history of diabetes,
non alcoholic fatty liver disease and polycystic ovarian
syndrome®®.

Although LDL-Cholesterol, and more recently non
HDL-Cholesterol are used for cardiovascular risk
evaluation and for those patients who are using lipid
lowering drugs, but newer studies have shown that in
contrast to single lipid fractions, lipid ratios are stronger
cardiovascular risk markers’. Nowadays, Apo-B/Apo-
Al ratio is one of the best variables to quantitate the
risk of coronary heart disease® °. Research reveals that
there would be great advantage of integrating
Apolipoprotein into clinical practice’®. According to a
recent study done in Chinese population, Apo-B/Apo-
Al ratio of 0.80 & 0.85 in women & men respectively,
proved to be a highly significant biomarker of Met-S™,
Studies carried out by Makaridze, Giorgadze, and


mailto:drnizam99@yahoo.com

Med. Forum, Vol. 28, No. 3

124

March, 2017

Asatiani at Thilisi state university Georgia revealed
strong association of Apo B/ApoALl ratio with Met-S as
well as its components*?. Prospective risk studies such
as, EPIC Norfolk® AMORIS* MONICA / KORA™
and ULSAM®™ show that Apo-B/Apo-Al is an effective
marker of fatal and non-fatal myocardial infarction
(M1).

Apo-B and Apo-Al are responsible for the transport of
lipids and if deranged, have the potential to cause
atherosclerosis and its related complications'’. Apo-B is
a 550 KD protein, synthesized in liver and is considered
atherogenic and abnormal values are seen in familial
combined hyperlipidemia, acquired hyperlipidemia,
acute angina & Myocardial Infarction (MI). The
reference range is 40-125 mg/dl.Apo-Al comprises
75% in HDL and is considered anti-atherogenic. Apo-
Al levels are inversely proportional to the risk of CAD.
The reference range of Apo-Al varies with sex i.e
greater than 120 mg/dl in males & greater than 140
mg/dl in females. The ratio of Apo-B/Apo-Al is a
balance of atherogenic & antiathrogenic particles and
high values indicate high cardiovascular risk. It is a
much more precise and adequate index of statin therapy
as compared to LDL' *°. In clinical practice, accurate
detection of glucose intolerance and dyslipidemia is
very important so as to find out patients at high risk for
cardiovascular disorders®. Various studies consider

Apo-B/Apo-Al ratio as an additional independent ®

variable for the evaluation of this risk, especially in

individuals with normal lipid profile? %,
Therefore, this present study was carried out in a

population to assess its significance in

O
individuals and patients with Met-S in tertj r
units of district Peshawar, KPK. This&&? be
reqt

helpful in assessing individuals at of
cardiovascular complications, futur nt and
follow up.

MATERIALS A

\& oDS
This study, conduct 2015 to December

2015, enrolling total of _#lbjects, including 150-
Met-S and 50-controls. Aftel formal consent, data was
collected about height, weight, and socioeconomic
condition, blood pressure and waist circumference. The
diagnosis of Met-S was made accordingly. Blood
glucose levels, Apo-B and Apo-Al and lipid profile
was done in all patients and normal individual. All male
and female with age 40 and above with metabolic
syndrome were included. Non co-operative patients,
patients who do not meet the criteria’s mentioned in the
definition of Met-S, smoker, pregnant women, patients
using oral contraceptives and statins and patients with
Nephrotic syndrome and hypothyroidism  were
excluded. In control all male and female with age group
40 and above and those who do not meet the criteria’s
mentioned in the definition of Met-S were included,
while control with diagnosed Met-S, non co-operative

individuals, smokers, pregnant ladies, diabetics and
central obesity (WC > 90cm for male) and (WC >
80cm for female) were excluded.

Data Collection: Data was collected from total 150-
cases and 50-controls visiting outdoor clinics and
fulfilling the inclusion and exclusion criteria. They
were enrolled in a consecutive manner. After ethical
committee approval and informed consent, the
demographic information of the subjects such as names,
age and gender were recorded. Blood glucose, TG,
LDL, HDL, Cholesterol and Apo-B and Apo-Al were
done using, AKENZA MAX biochemistry analyzer and
ARCHITECT analyzer ¢i8200. All collected
information was recorded on pre-designed Performa.
Data Analysis: Analysis of the data was done by SPSS
version 17. Results were expressed in the form of mean
and standard deviation. Apo-B and Apo-Al were
determined and ratio wag calculated. Comparison
between Apo-B/Apo-Al ratiq with WC and comparison
of WC among gender . Statistical significance
was weighed when

RESU TSQ
In studjed 200 . 150 individuals fulfill the criteria

and cor@idered js cases, while 50 adults are taken as

control. f all the participants both patient and
Is ranges between 40 -55.

Qnder waist circumference, blood pressure and
mical characteristics among all the subjects, due

e absence or presence of the Met-S are shown in
ble 1.

Table No.1: Demographic characteristic of Met-S
patients and Controls

Met S (150) Control (50) P-
value

Age 47.75+4.79 45.16+3.84 NS
(mean+SD)
Sex 61/89 32/18 NS
(male/female)
ApoA-I 121.73 £32.30 | 131.66 +18.65 | .041
(mg/dl)
ApoB (mg/dl) | 114.01 £94.82 | 84.40 ¥#18.11 | .030
ApoB/ApoA-1 | 1.02 £1.08 0.61 +0.10 .007
ratio
SBP (mmHg) 140.99 £24.08 | 132.0 +20.07 | .018
DBP (mmHg) | 90.90 £10.57 | 86.90 £9.19 .018
WC (cm) 105.78 +11.31 | 84.80 +5.11 .001
TC(mg/dl) 222.04 £52.18 | 184.02 +43.47 | .001
HDL-C 38.47 £22.33 | 42.06 £6.91 .085
(mg/dl)
LDL(mg/dl) 143.33 £49.45 | 115.78 +43.60 | .001
TG (mg/dl) 221.79 #9149 | 124.66 £31.90 | .001
FBS (mg/dl) 131.41 £59.37 | 86.78 ¥12.24 | .001

Mean & standard deviations of WC, age, sex, systolic,
diastolic blood pressure, TG, TC, LDL, and blood
glucose were highly significant (p<0.001) & HDL-C
levels were reduced in Met-S group as compared to
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control group. A value of Apo-B/Apo-Al ratio in 70.7% female) and controls (96.8% male & 88.8%
patients with Met-S was highly significant with female) fall in twice-average risk category group. There
p<0.007 while Apo-B and Apo-Al separately were also  was threefold risk in male Met-S patients i.e. 26.2% and
significant with p<0.03 and p<0.04 respectively in both in females it was 28%. No such association was found
the groups. This Study included 53.5% female and in the controls.

46.5% male subjects.

The comparison of waist circumference has been shown

Table No.3: Cardiovascular risk assessments, among
Met-S adults and control, by Apo-B/Apo-Al ratios.

between male and female subjects. It was divided into Met.5(150) | Control(50)

three groups i.e. group-1, WC >90, group-2, WC ranges
from 91-100 while group-3, WC>100. In this data it ?gf)le |(=8e9r;1ale '(\g%le |(=1e8r;1ale
was shown that, WC of females is more than males. 172 Average 3 1 1 1
The mean and standard deviation in female is Risk. (Male=0.4, | (4.9%) | (1.1%) | 3.1%)| (5.5)%
104.69+14.53 while in male is 95.75+10.68. WC is Female=0.3)
highly significant. P value is<0.001. Twice Average 42 63 31 16
. . Risk(Male=0.5- | (68.8%) | (70.7%) |(96.8%)| (88.8%)
Table No.2: Descriptive characteristics between 1.0, Female=0.4-
genders 0.9)
Female Male (n = P Three Times 16 25 0% 0%
(n=107; 93; value Average (26.2%) 4 (28.0%)
53.59%) 46.5%) Risk(Male >1.1, A
Age 47.36+4.70 | 46.76x4.6 | 0.366 Female> 1.0) J
4
ApoB/ApoAl 0.96+1.03 0.87+. 85 | 0.505 DISCUSSI
ratio Metabol4 is & worldwide health problem.
ApoAl 125.89+32.62 122.28+ | 0.394 Met-S § the fas es 3growmg chronic disease worldwide
(mg/dl) 26.12 includi i For the diagnosis of Met-S and
ApoB 115.84+110.15 95.98+ 0.094 risk eva n of cardiovascular disease, diabetes

(mg/dl) 30.03 us hypertension and familial hyperdyslipedemia,
e e certain biomarkers including lipid profile,

gtotal cholesterol, TG, HDL-C, LDL, IDL and
L Apo-Al, Apo-B and their ratios ° © XL The

SBP (mmHg) | 140.83+20.40 136.34+ | O. 177

26.39 searchers thought about a new approach to fmd out
DBP 92.94+9.29 86.40+ more convenient biomarkers for the diagnosis of Met-S
(mmHg) 10.49 patients as well as for those who are on lipid lowering
WC (cm) 104.69+14.53 95. 0. treatment and for those who have a family history.

10. The two major apolipoproteins are Apo-B and Apo-Al,

TC(mg/dl) 222 55+54.33 201 01+% 0.004 which are considered the new determinants of Met-S,
before and after the development of the disease &all its

. components. The major protein in very low-density
HDL-C 38.08+9. 4985+ 0.323 lipoproteins (VLDL) is Apo-B, as well as in the
(mg/dl) Pa 6.94 . ; ; k ;

. intermediate-density lipoproteins (IDL), and low-

TG (mgy/dl) 209489 j 18328+ | 0.039 density lipoproteins (LDL), one protein per particle.
77.96 The major protein |n high-density lipoprotein (HDL)
FBS (mg/dl) 129.76% 109.31+41 | .009 particles is Apo-Al1°. Apo-B/Apo-Al ratio being a

Anthropometric and biochemical characteristics wer strong, new risk factor for cardiovascular disease and a
Opometric a ochemical characteristics were target for lipid-lowering therapy has been reevaluated

presented on gender basis and no difference was found  geyeral times in healthy subjects and in patients with
in both the groups as shown in Table 2.The value of gjfferent clinical manifestations of atherosclerosis®*

Apo-B/Apo-Al ratio and Apo-B and Apo-Al  Laboratory services in the pathology department of
separately in patients with Met-S as well as in control university of lowa United State gives the values of
group was not significant with p value of p<0.5, p<0.09  Apo-B/ApoA-1 ratio as relative risk factors in 2015, to

and p<0.3 respectively. find out the cardiovascular risk. These are
Cardiovascular risk assessment in patients with Met-S  Apolipoprotein B/A Male  Female
and controls by Apo-B/Apo-Al ratio is presented in  1/2 Average Risk 04 03
Table 3. The ratio of Apo-B/Apo-Al provides us the I Wice Average Risk 10 09

Three Times Average Risk 1.6 15

relative risk levels for future coronary heart disease. In the present study it was found out that those

The study showed Y2 average risks in subjects with Met- g ! : ;
S in males 4.9% and in females it is 1.1%. In control {,r\],(gvgdol{glgcmh?n ar;ee:]nglr]udde7do_|gogﬁ1ntirﬁ Ifg;;):lg C\?a\gna%

males it is 3.1% and control females it is 5.5%. In My f,re CV risk. % average risk was 3.1% in male while
study, majority of cases in both Met-S (68.8% male, 550 in female while twice-average risk in male was
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96.8% and 88.8% in female. In our study patient with
Met-S showed ¥ average CV risk 4.9% in male, 1.1%
in female, twice average risk 68.8% in men, 70.7% in
female, three times risk 26.2% in male and 28% in
female.

Many authors have studied the importance of Apo-B,
Apo-Al, and Apo-B/Apo-Al ratios as significant
markers of CV risk. Prospective risk studies, such as
AMORIS™ INTERHEART?, EPIC-Norfolk study**and
ULSAM™ indicated that Apo-B/ApoA-1 ratio is a
valuable marker of risk of myocardial infarction.
Interheart, a case-control study done in 52 countries,
investigated that Apo-B/Apo-Al ratio was the strongest
factor in explaining risk of acute MI with Odd ratio of
3.25(2.81-3.76) with 95% confidence interval. It was
also the most prevalent risk factor of all the nine
conventional risk factors irresyective of sex, race, age
and other lipids or lipid ratios®.

Similar finding to our study were present in study done
by Min Lu® in china in 2011, showed that in Met-S
group blood pressure, blood sugar, TC,TG, LDL Apo-B
and Apo-B/Apo-Al ratio were high while Apo-Al and
HDL were low.

Hanan Belfki and Samer Bin Ali have studied in a
Tunisian population (330 adults aged 35-74) including
Met-S subjects & a control group, showed that Apo-
B/Apo-Al ratio was very strongly associated with Met-
S (p<0.001). This study also showed that Apo-B (0.97
+ 0.23) and Apo-Al (149 * 0.28) were highly

significant in Met-S group versus controls with p < g

0.001%. In our study Apo-B/Apo-Al ratio showed
strong correlation with Met-S versus controls (1.02 £

The present study showed that WC of femal
more than males. The mean and standard d
female is 104.69+14.53 while in male i ."t10.68.
WC is highly significant p value is<(. i

conducted in 2011 whose findi

100.1+13.0 for female and .41@0r male’?. It is
also found out in our spsdy n and standard
deviation in Met-S is .78+11.31 verses
84.80+5.11 in contro wih’p value of .001, the
results of our study are i rdance with the above
mentioned Tunisian stu showing 104.7+£10.9/
95.5+12.4 in Met-S/controls™. IDF recommended that
the primary target of intervention in Met-S and without
Met-S should be obesity”.

Central obesity, which is the basic component of Met-S,
is more important than body mass index (BMI). In Epic
Norfok study and Arsenault, S Rana studied in Norfolk
UK population that physical inactivity and central
obesity are the main killers of our population. Men and
women both shows great variations in lipid profile
analysis and Apo-B/Apo-Al ratio even in those whose
waist circumference is borderline i,e 80-90cm for men
and 70-80cm for women?’. Anastasiya M. Kaneva
studied 157-normolipidemic men aged 20-59. The
median of Apo-B/Apo-Al ratio was 0.52. Apo-B/Apo-
Al ratio >0.9 was 19.1%.

Zaza Makaridze found in Georgian population in 2014
that previously in lipid profile, LDL-C was thought to
be an independent risk factor for CV diseases and was
recommended as first line diagnostic tool by different
clinical guidelines but now the Apo-B/Apo-Al ratio is
more important predictor of CV risk. They found
positive correlation of Apo-B/Apo-Al with, blood
glucose and TG (all p<0.001) and negative correlation
with HDL in both sexes'.

G Leroux, | Lemieux and B Lamarche showed in their
study that the levels of triglycerides in blood have a
positive effect on the levels of Apo-B/Apo-Al ratios
there is a strong correlation between TG and Apo-
B/Apo-Al ratio (p<0.001) Y. Our study also
demonstrated a strong correlation between TG and
Apo-B/Apo-Al ratio, that higher the TG level, higher
will be Apo-B/Apo-Al ratios.

On the Basis of the new studies, now it is the time to
include Apo-B, Apo-Al and the Apo-B/Apo-Al ratio
into new guidelines in ou¢ country as leading risk
variables of parallel or Zigher importance than LDL,
0-B/Apo-Al ratio is a
e done on non-fasted
, TG and lipid ratios are
explained_i eysome numbers while Apo-
B/Apo-£1 rati n De expressed as only one
°. There)are some limitations like small sample
itive relation between the Apo-B/Apo-
Al ratio a et-S cannot be established fully because

thfs“Was a cross-sectional study. Multiple risk factors,
in g dyslipidemia, diabetes mellitus &
e

N’ ension and other metabolic abnormalities were
1.08) with p<0.007, however Apo-B (p<0.03), Apo- al
(p<0.04) independently were also significant.

affecting the finding.
CONCLUSION

It can be concluded from the present study that Apo-B,
Apo-Al and Apo-B/Apo-Al ratio are newer and
valuable markers for prediction of cardiovascular
disease risk in Met-S patients & in normal population.
It can be used as a follow up test to evaluate the
response of lipid lowering drugs. Further studies
addressing the all-possible confounders with huge
sample size is recommended for further validation.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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and Postoperative Complications of Thyroidectomy
Shahida', Adnan Ahmed? and Shahnawaz Abro*

ABSTRACT

Objective: To assess the postoperative complications in patients underwent thyroidectomy at tertiary care Hospital
Study Design: Prospective case series study

Place and Duration of Study: This study was conducted at the Departments of General Surgery of LUH Hyderabad
from October 2014 to September 2015.

Materials and Methods: All the cases with diagnosis were thyroid disorder and underwent thyroidectomy were
selected in the study. Cases above 25 years of age were included. Patients were prepared for the surgery after
counseling regarding surgical and post-operative complications. All the surgeries were carried out by senior
surgeons along with cooperation of the ENT surgeons. After surgeries patients were taken under follow-up and all
developed postoperative complication were recorded in the proforma.

Results: Mean age of the patients was 44.50+5.23 years. 31(43.66%) patients were male while 40(56.34%) were
female. 100% patients had neck swelling, 8.45% had pain, 9.85% had swallow difficultyy and 7.04% had breathing

difficulty while othersless common complaints were found in 14.08% pati
complications, 4.22% patients had transient RNA palsy, 5.63% patients had h

4.22% had infections, while 1.40% had seroma.

Conclusion: Presentation of neck swelling was in all cases, and mo cop
hypocalcemia,transient RNA palsy and superficial infection, female gender iSgggst cornmon.
Key Words: Thyroidectomy, clinical presentation, postoperative cofpli

Citation of article: Shahida, Ahmed A, Abro S. To Determin
Complications of Thyroidectomy. Med Forum 2017;2@(3):@1.

INTRODUCTION

Term goiter is utilized to represents as enlarge in size
the thyroid gland."? Disorders of the thyroid co

the 2™ most regular endocrine illness taking a
Incidence of nodular goiter and the anat
expanded in areas with incessant lodin
has been archived that the thyroid chafiges
Deficiency in the early stages by«
while chronic introduction o
about nodular hyperplagt
and expanded follicul
the thyroid is a stando
surgeries performed in ine 5 to 7 regions
inadequately.” All inclusive, the Total Goiter
Prevalence (TGP) in the overall population is assessed
to be 15.8%, differing between in America 4.7% and in
Africa 28.3%. In the 6-12 years children studies
reported different prevalence. As well as in southern
Sudan 22.3%, in Rajasthan 11.4% Rajasthan, and in
India 20.5%.>°

colloid content
urgical removal of
st the most frequent
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egarding post-operative
ia 3.44% had dysphagia,

erative complications were

e Clinical Pattern and Postoperative

6-12 years children another study reported

ticeable goiterin 12.2%.° The predominance of goiter

as higher in women than men in various reviews in
the world.*>" In Pakistan goiter incidence among the
general population 16.6% at Baltistan, North East
Pakistan. In North incidence in males 20.4%, in
women 28.1% and in the south in men as 13.9% and in
women is 21.2%.2°In another Pakistani study reported
that 140 cases underwent different surgical techniques
of thyroidectomy, out of them 15 found with
carcinoma, furthermore out of 105 cases having
multinodular goiter showed 7.6% carcinoma.™ In study
conducted in the Nawabshah also found different type
of cancer in cases with multinodular goiter 52% in
women and 455 in men.*
Surgical treatment is common treat for neck surgeries.
Post-operative complications for example, hypo-
parathyroidism and RLNI and bleeding take a big part
from all complications.** However, in the multiple and
different complications are reported. Recurrent LN was
1% disclosed and named through the Galen in 2™
century.* Higher risk nerve injury is right sided due by
its wide ranged anatomical deviations as compare to left
side. In the some new studies stated that vocal cord
paralysis through iatrogenic injury of RLNI is the
commonest event in thyroid surgeries. Though several
techniques has been introduced for prevention nerve
injury, till now prevalence of the recurrent LNP differ

&alence as in 39.9% in Ethiopia in year 2005, and
w
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between 1.5-14%." This study has been conducted to
evaluate the postoperative complications in patients
underwent thyroidectomy at tertiary care Hospital.

MATERIALS AND METHODS

Current prospective case series study has been done in
the general surgery department of LUH Hyderabad.
Duration was 6 months from November 2014 to May
2015. Cases with age more than 20 years and both
genders were incorporated. All the patients with
presentation of thyroid disorder were included. After
admission complete clinical examination and routine
laboratory investigations were done. Surgeries were
carried out by senior surgeons. All the patients were
discharged from the ward on stable condition, and
advised for complete follow-up at OPD of general
surgery; follow-up days were selected according to
patient’s condition. Patients were not come in the
follow-up those were excluded from the study. All the
postoperative  complications during postoperative
hospital stay and during follow-up at OPD were entered
in the proforma. All data was analyzed in the SPSS
version 16.

RESULTS

Mean age of the patients was 44.50+5.23 vyears.

31(43.66%) patients were male while 40(56.34%) ¢

were female. Table 1.

Regarding clinical presentation, 100% patients ha
neck swelling, 8.45% had pain, 9.85% had swall
difficulty and 7.04% had breathing difficulty Amee
othersless common complaints were found i
patients. Fig:1.

38.02% patients had total thyroidectomy% 298%

patients had subtotal thyroidectomy. Fig:
Regarding post-operative complicai
patients had

had transient RNA pal
hypocalcemia, 3.44% a, 4.22% had
infections, while 1.40%ghad yeronTable:2.

120%

% patients

100%

100% -

80% |

60% -

40% -

20%

8.45% 7.04%

Neck Pain
swelling

0% -

swallow  Breathing Others

difficulty difficulty

Figure No. 2: Clinical presentation n= 71

Table No.1: Patients according to age and gender
distribution n=71

Basic characteristics Numbers/ Percentage
Age (mean+SD) 44.50+5.23 years
Gender
Male 31(43.66%)
Female 40(56.34%)
61.98%
70.00%
60.00%

50.00%

40.00%

30.00% -

20.00% -

10.00% -

0.00% -

Sub total
thyroidectomy

Figure@lo.2: Type of thyroidectomy n=71

T No.2: Postoperative complications after
roigectomy n=71
perative complications| Frequency (%)

RNA palsy
Transient 03(4.22%)
Permanent 01(1.40%)
Hypocalcemia 04(5.63%)
Dysphagia 01(3.44%)
Infection 03(4.22%)
Haematoma 01(1.40%)
Granuloma 01(1.40%)
Seroma 02(1.40%)

DISCUSSION

This study has been carried out to determine
postoperative ~ complications  of  thyroidectomy.
Patient’s mean age was 44.50+5.23 years. 31(43.66%)
patients were male while 40(56.34%) were female.
Comparable findings regarding age and gender were
found in the study of Gupta A et al*‘as; majority of
cases 51% were between age as 21-40 years and
females predominated as 77%. In some other series of
as Singh P et al." stated mean age 47 years and Islamet
al.’® also found comparable age range. Female’s
predominance with thyroid disorder may due to
presence of estrogen receptors in tissues of the
thyroid."

In our series according to clinical pattern 100% patients
had neck swelling, 8.45% had pain, 9.85% had swallow
difficulty and 7.04% had breathing difficulty while
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others less common complaints were found in 14.08% 2. lIgbal N, Hussain JR, Riaz A, Zafar U. Risk
patients. In the favor of this study Gupta A et al** also factors for postoperative  complications after
reported that all patients were with presentation of neck Thyroidectomy in simple multinodular goiter.
swelling following by in 3% patients had cervical JSZMC 2005;6(2):802-807

lymphadenopathy, 1% cases had dysphagia, dyspneain 3. Mesele M, Degu G, Gebrehiwot H. Prevalence and
1 cases and hoarseness had in 1 cases also. in another associated factors of goiter among rural children
study of Prakash A, et al'® seen comparable findings aged 6-12 years old in Northwest Ethiopia, cross-
regarding clinical presentation as well as 95.55% sectional study. BMC public health 2014;7:
patients was neck swelling. In contrast of our study 14(1):130.

Sachdeva HS, et al*® found greater prevalence of 4. Elnour A, Hambraeus L, Eltom M, Dramaix M,
dysphagia in 33.33% cases and presentation of dyspnea Bourdo P. Endemic goiter with iodine sufficiency:
in 26.66% cases, this may due to our study sample size a possible role for the consumption of pearl millet
was very short as compare to that study. While in the etiology of endemic goiter. Am J Clin Nutr
Godinho-Matos L, et al® found similar clinical 2000;71: 59-66.

presentation as neck swelling in 100% cases, 4% 5. Singh MB, Marwal R, Lakshminarayan J.
cases with dysphagia, 3% were with dyspnea, 8% pain Assessment of iodine deficiency disorders in
while hoarseness of voice was found in the 3% cases. school Age children in Jodhpur district of
In our series regarding post-operative complications, Rajasthan. J Hum Ecol 2010;32(2):79-83.

4.22% patients had transient RNA palsy, 5.63% patients 6. Abuye C, Berhane Y lu G, Getahun Z, Ersumo
had hypocalcemia, 3.44% had dysphagia, 4.22% had T. Prevalence of wchildren 6 to 12 years of
infections, while 1.40% had seroma. In the comparison age in Ethiopj utr Bull 2007;28(4):
of our study Khanzada TWet al** reported that overall 391-398.

postoperative  complications  werel0.7%, without 7. RSP, Das A, Ganesh KS,

mortality and further he reported that hypocalcaemia
was the major complicationsof thyroidectomy and
minimum rate was found of RLN injury and the
bleeding. Prevalence of RLN injury is still not known

exactly unknown. While Khanzada TW et al** reported ®

that permanent RLNpalsy was in 1.4% cases. Some

study infection found in the 4.22% of cases. O

hand Khanzada TW et al** demonstrated infe '
in 1 (0.7%) cases. In another study alsoyo

findings as well as in in 2% of the cases.”" g

event of postoperative mortality was npt made®
as similar findings were noted, = studies of

Lombardi CP et al*® and Khagad t al?.
CONCLUSIO \

Presentation of neck swel s in all cases, and most
common postoperative complications were
hypocalcemia, transient RNA palsy and superficial
infection, female gender is most common. Few studies
showed big prevalence of complication as compare to
our study. More big sample studies are needed to
determine this difference.
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Vitamin D Deficiency
in Breast Cancer
Patients and
Histopathological
Tumor

orignal Articlel\/jtamin D Deficiency in Breast
Cancer Patients and its Association with

Histopathological Tumor Characteristics

Sadaf Fatima, Asma Rafique and Fatima Tehsin
ABSTRACT

Objective: To determine the prevalence of vitamin D deficiency in women with breast carcinoma and to determine
the association of vitamin D levels with histopathological tumor characteristics.

Study Design: Observational Study.

Place and Duration of Study: This study was conducted at the Oncology Department, Nishtar Medical College /
Hospital Multan from April 2016 to October 2016.

Materials and Methods: Ninety female patients with diagnosis of breast cancer on histopathology reporting were
selected. A specialized Proforma was used to get information about their personal life e.g. marital status, menopause
history, age, BMI, educational status and daily life style. Vitamin D levels were measured in all females.

Information regarding tumor grade, stage, type of carcinoma and hormonal recepto

pathology, histology and hematology reports of patients.

Results: The mean age of study participants was 46.64+10.64 Years. All of
(53.3%) patients were in post-menopausal period. 74 (82.2%) were urban resid
participants were 17.78+14.66 ng/ml. There were 56 (62.2%) patients with/GEWRgi
with sub-optimal and 16 (17.8%) patients with optimal vitamin D leyefs. %
vitamin D levels with tumor grades, stage and expression of tumor

tumor ER receptors expression was significantly high in patient
compared to the patients with suboptimal vitamin D levels.
Conclusion: There is high prevalence of vitamin D dgficie
association of vitamin D levels with tumor characteristics.
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INTRODUCTION

Breast cancer is a leading cause of
globally. In Pakistan every 5"
have diagnosis of breast gcan
suggested that vitamin
with the developmenjZ’of
cancers including the t cajcer.® It has also been
shown that sun-light expo ignificantly reduces the
risk of breast cancer by 25% to 65%, because sun-light
is a direct source of vitamin D production.*> About 90%
of total body vitamin D is produced by skin in response
to ultra-violet B sun-light radiations, while remaining
10% is obtained from different dietary sources.

In spite of maintaining bone and mineral homeostasis
vitamin D has also its role in carcinogenesis. It exerts
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tatus was extracted from

ants were married. 48
tamin D levels in study
vitamin D levels, 18 (20.0%)
&did ot f®nd any strong association of

R-2 receptors. However in our study,

in breast cancer patients. We did not found any
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idics. Med Forum 2017;28(3):132-135.

its anti-proliferative properties by binding to specific
vitamin D receptors present in many cells and tissues of
the body. Some human genes also contain vitamin D
sensitive DNA sequences that are very important for
proper cell Eroliferation, differentiation as well as
angiogenesis.®’ Deficient levels of vitamin D impair
these activities resulting in abnormal cell growth,
impaired angiogenesis and thus cancer development.
Vitamin D receptors are also present in nuclei of human
breast cells and it is hypothesized that polymorphism of
these vitamin D receptor genes increases the likelihood
of breast cancer in women.®*

Vitamin D is metabolized to 25-hydroxyvitamin D
(250HD) in the liver, 250HD levels are used to
measure Vitamin D levels in the body. Recent data have
documented increased risk of reoccurrence of breast
cancer and death in women with deficient levels of
vitamin D and in those who have early diagnosis of
breast cancer.’®*? Little data have been from Pakistan
and also from East Asia regarding prevalence of
vitamin D deficiency in female patients with breast
carcinoma. So in present study we evaluated the
prevalence of vitamin D deficiency in women with
breast carcinoma and to determine the association of
vitamin D levels with histopathological tumor
characteristics.
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MATERIALS AND METHODS

This observational study was conducted in oncology
ward of Nishtar Hospital Multan (NHM). Ninety female
patients with diagnosis of breast cancer on
histopathology reporting were selected in a period of
seven months from April 2016 to October 2016.
Patients of breast cancer who have received any type of
vitamin D supplementation from last one year were
excluded from analysis. This study had approval from
IRB of hospital.

A specialized Proforma was used to get information
about their personal life e.g. marital status, menopause
history, age, BMI, educational status and daily life
style. Blood samples for vitamin D levels were taken in
anti-coagulant free tubes from all participants and 25-
OHD levels were measured using chemiluminescence
technique using Abbott architect immunodiagnostics
system manufactured by Abbott laboratories USA. 25-
OHD levels < 20 ng/ml were labelled as deficient, 20-
30 ng/ml as suboptimal and >30 were considered as
optimal vitamin D levels. Information regarding tumor
grade, stage, type of carcinoma and hormonal receptor
status was extracted from pathology, histology and
hematology reports of patients.

Analysis was done using computer software SPSS v23.
Chi-square test was used to see the association between
vitamin D levels status and stage of tumor, grade of

cancer and hormonal receptor status. Mean vitamin D °

levels between pre-menopausal and post-menopausal
women were compared using independent sample t-test,

RESULTS

Ninety female patients with diagnosis of bre
were recruited for this study. The mea
participants was 46.64+10.64 Years. the

participants were married. 42 (46. 7% ith pre-
menopausal status and 48 (53.3% ere with post-
menopausal status. 74 (82.2%) w eS|dents 66

(73.3%) patients were po
were rich. 56 (62.2%)
family history of br as found in 35.6%
patients. 84 (93.3%) fem re house wives. Mean
vitamin D levels in study papticipants were 17.78+14.66
ng/ml. There were 56 (62.2%) patients with deficient
vitamin D levels, 18 (20.0%) with sub-optimal and 16
(17.8%) patients with optimal vitamin D levels.
Regarding association of vitamin D with tumor
characteristics, there were 60.7% patients with deficient
vitamin D levels who have Tumor Grade I, while most
of the patients with sub-optimal and optimal vitamin D
levels (66.7% and 62.5% respectively) were with tumor
grade Il. But this difference was not statistically
significant (p-value 0.10).

Regarding stages of tumor, most of the patients with
deficient vitamin D levels (50.0%) were with tumor
stage Ill, there were 24.0% patients with suboptimal
vitamin D levels in tumor stage Il and 62.5% with
optimal vitamin D levels (p-value 0.67).

a0 (2.2%) patients
illiterate. Positive

Over expression of tumor estrogen receptor (ER) was
found in 71.4% patients with deficient vitamin D levels,
in 44.4% patients with sub-optimal vitamin D levels
and in 87.5% patients with optimal vitamin D levels
with p-value 0.54. Over-expression of progesterone
receptors (PR) was found 67.9% patients with deficient
levels, in 55.6% patients with sub-optimal and 75.0%
patients with optimal vitamin D levels with
insignificant p-value of 0.54. over-expression of HER-2
receptor was found in 46.4% patients with deficient
vitamin D levels, in 55.6% patients with sub-optimal
and in 50.0% patients with optimal vitamin D levels (p-
value 0.79).

Table No.1: Baseline Characteristics of Patients.

Variable Value
Age 46.64+10.64
BMI 27.21+6.67
Marital Status .
Married(%6) N\ [ 90100
Unmarried(%0) 0(0.0)
Menopause State
Pre-menopausal 42 (46.7)
48 (53.3)
Rural (o) ) 16 (17.8)
Urban 74 (82.2)
Sqgio-economic Status
oor(%o) 66 (73.3)
; Income(%) 22 (24.4)
h(%) 2(2.2)
ducational Level
Iliterate(%) 56 (62.2)
Literate(%0) 34 (37.8)
Family History of Breast Cancer
Yes(%) 32 (35.6)
No(%0) 58 (64.4)
Occupational Status
House Wife(%0) 84 (93.3)
Working Women(%o) 6 (6.7)
Vitamin D Levels 17.78+14.66
Vitamin D status
Deficient(%o) 56 (62.2)
Sub-optimal(%0) 18 (20.0)
Optimal(%) 16 (17.8)

Tumor metastasis was found in 4 (7.1%) patients with
deficient vitamin D levels, and in 12.5% patients with
optimal vitamin D levels but there was no patients with
suboptimal vitamin D levels with insignificant
difference p-value 0.61.

We also compared mean vitamin D levels in post and
pre-menopausal females and we did not found any
significant difference in mean vitamin d levels between
these patients; mean vitamin D levels 16.00+14.04
ng/ml and 19.33+15.14 respectively. Mean vitamin D
levels were little high in pre-menopausal females with
p-value 0.28 (table 3).
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Table No.2: Association of Vitamin D status with Tumor Characteristics.

Vitamin D Status P-value
Deficient Sub-optimal Optimal
(<20 ng/ml) | (20-29.9 ng/ml) (>30 ng/ml)
N= 56 N=18 N=16

Grades of Tumor Grade | (%) 34 (60.7) 6 (33.3) 6 (37.5) 0.10

Grade Il (%) 20 (35.7) 12 (66.7) 10 (62.5)

Grade 111 (%) 2 (3.6) 0 (0.0) 0 (0.0)

Stage | (%) 10 (17.9) 2(11.1) 2 (12.5) 0.67
Stages of Tumor Stage Il (%) 6 (10.7) 2(11.1) 0 (0.0)

Stage 11 (%) 28 (50.0) 12 (24.0) 10 (62.5)

Stage 1V (%) 12 (21.4) 2(11.1) 4 (25.0)
Tumor Estrogen Receptor | Positive (%) 40 (71.4) 8 (44.4) 14 (87.5) 0.02
(ER) Negative (%) 16 (28.6) 10 (55.6) 2 (12.5)
Tumor Progesterone | Positive (%) 38 (67.9) 10 (55.6) 12 (75.0) 0.54
Receptor (PR) Negative (%) 16 (28.6) 8 (44.4) 4 (25.0)
Tumor epidermal growth | Positive (%) 26 (46.4) 10 (55.6) 8 (50.0) 0.79
factor receptor-2 (HER-2) | Negative (%) 30 (53.6) 8 (44.4) 8 (50.0)
Extent of Disease Spread Early stage (%) 8 (14.3) 4(22.2) (12.5) 0.61

Locally advanced (%)| 44 (78.6) 14 (77.8) (75.0)

Metastasis (%) 4(7.1) \ @(12.5)

Table No.3: Comparison of vitamin D levels between
pre-menopausal and post-menopausal women.

Vitamin D Levels P-
Mean Standard value
Deviation

Pre-menopausal 19.33 15.14 0.28
women
Post-menopausal 16.00 14.04
Women
DISCUSSION &
Vitamin D deficiency have now becom jgr’Public
health issue. In Pakistan the reportgd prevdience of

vitamin D deficiency have been r be from 70
to 97% more than twice t 'nc@ reported from
western countries.”® A spfthy li from Denmark
have revealed that im froyrPakistan have very
low vitamin D levels. ur sludy, the mean vitamin
D levels were 17.78+14. g/ml. In the study by
Imtiaz et al. mean vitamin”D levels in breast cancer
women were 9.6+5 ng/ml."*The levels reported by them
were very less as compared to our study. Napoli et al.
reported mean vitamin D levels in breast cancer women
were 13.4+0.5 ng/ml.**Many other investigators have
also found decreased vitamin D levels in breast cancer
patients.'%*"18

In our study, there were 62.2% patients with deficient
vitamin D levels, 20.0% with sub-optimal vitamin D
levels and 17.8% patients with optimal vitamin D
levels. In the study by Imtiaz et al. there were 99%
patients with deficient or sub-optimal vitamin D levels
and only 1.0% patients with optimal vitamin D levels.
In a study by Acevedo et al. 70.47% female having
breast cancer with deficient vitamin D levels, 22.85%
patients with sub-optimal vitamin D levels and 6.7%

in D levels.” These results
feresults of our study.
ost of women (82.2%) who presented
seficer were living in urban areas. Another
st conducted in Pakistan have also found a high
p%ce (91.7%2) of urban population who present
itMfeast cancer.”
INYour study, mean vitamin D levels were little less in
st-menopausal women as compared to pre-
menopausal women. Other studies have also revealed
similar results. Vrieling et al. concluded that low
vitamin D levels is associated with higher risk of
metastasis and poor survival in BC patients.! In our
study, there were 6 patients with metastasis, out of
which 4 patients were with deficient vitamin D levels.
In our study, we did not found any strong association of
vitamin D levels with tumor grades, stage and
expression of tumor PR and HER-2 receptors. However
in our study, tumor ER receptors expression was
significantly high in patients in deficient and optimal
vitamin D levels as compared to the patients with
suboptimal vitamin D levels. Imtiaz et al. also did not
found any significant association of vitamin D levels
with tumor characteristics.”® However, Thanasitthichai
et al found significant association of vitamin D levels
with clinic-pathological features of patients with breast
cancer. Hatse et al. found significant association of
vitamin D levels with improved operative outcomes.?
Recent meta-analysis reports have also concluded
improved survival in patients with high levels of
vitamin D.2%

CONCLUSION

There is high prevalence of vitamin D deficiency in
breast cancer patients. We did not found any
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association of vitamin D levels with tumor prognosis: a systematic review and meta-analysis.
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Outcome in Acute Appendicitis with Antibiotics and
Appendectomy at a Tertiary Care Hospital

Gulshan Ali Memon®, Amir Igbal Memon?, Syed Kashif Ali Shah!, Rafig Ahmed Sahito®,
Habib-ur-Rehman’, Shahnawaz Leghari' and Shahida Baloch®

ABSTRACT

Objective: The present study was designed with an objective to assess the outcomes of antibiotics as primary
treatment versus appendectomy in uncomplicated acute appendicitis (UAA).

Study Design: Observational study

Place and Duration of Study: This study was conducted at the Department of Surgery, PUMHSW Nawabshah
from 2014 to April 2016.

Materials and Methods: A sample of 227 diagnosed cases of acute appendicitis of both genders, age 16 - 60 years,
clinical history and clinical signs of appendicitis with positive findings on Ultrasonography and increased leukocyte

counts were the inclusion criteria. Study subjects were divided into group A and
Alvarado score. Patients <4 score Alvarado score was exclusion criterion. Data

(P<0.05).

Results: During of pain and analgesic consumption was significantly higher in
in initial 2 days after surgery (p=0.001). However, the intensity of pain starieggQ®

and 4 days in group B, and this difference disappeared at one-month follaw m
patients e
group B compared to group A.

Conclusion: The present study concludes the antibiotic therapy as

and surgical site infections were comparatively higher in group

on the basis of modified
as\analyzed on SPSS 22.0

p Bas compared to group A
sing after 2 days in group A
B stay was lengthy in group B
an cost therapy was expensive in

effective alternate to appendectomy in

Key Words: Acute appendicitis, Appendectomy, Antibiaic trgatment

uncomplicated acute appendicitis with low recurrence rate and @
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INTRODUCTION .g
thro%‘ rous
Vi

The trail blazing innovations

researches have put a medicine as anging
science with new understanding i siology of
disease and new trends of el en@ased treatments
to achieve the complete #re W imal most time
and costs. Neverth S iology of acute
appendicitis is yet poorfgundgpstood and hence over
the century, it has been th t that acute appendicitis
invariably progress to perforation." 2 Hence this mis-
perceived dogma has continuously been instigating and
making appendectomy as the most preferred and
common traditional treatment vis-a-vis, about 300,000
appendectomies are performed in United State each
year, drawing off extreme health care system®,
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ith Antibiotics and Appendectomy at a Tertiary

AA has a common occurrence with life time incidence
of approximately 9%.% While 20% of patients with
complicated and 80% with UAA having great diathesis
of resolution,® and this vast majority of patients
presenting with UAA have propelled, both surgeons
and public to shift the traditional surgical approach
towards non-operative management.>® In this regard
nearly one — quarter of surgeons in Ireland routinely
treat patients of UAA non-operatively.” In recent years,
the management approach of UAA has been changing
with antibiotic therapy® and many randomized control
trials have inferenced the vignette that antibiotic
management is an efficacious treatment with lower
complications than surgical intervention.” While the
important question in comparing the two treatment
option needs the answer with the fact that, “Does
antibiotic treatment draw substantial certainty of
security, can  antibiotic embrace  subsequent
morbidities”. And in this context, acute appendicitis
have been divided in complicated (associated with
abscess or phlegmon) and uncomplicated. While the
complicated appendicitis almost always needs surgery,
UAA needs to be strictly scrutinized for surgical or
non- surgical treatment.’> While the use of Alvarado
scoring system with high quality ultra-sonography have
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depicted a sufficiently high accuracy in treatment
decision.**** Many published meta-analyses on this
topic™®"’ have concluded that antibiotics first strategy
of treatment is probably a safe approach, but the
definitive conclusions about its effectiveness compared
with appendectomy cannot be made. All of the studies
have focused on analysis of the clinical outcomes.***’
But it remains to be determined whether the benefits of
avoiding an operation with the antibiotics-first approach
will outweigh the burden to the patient related to future
appendicitis episodes, more days of antibiotic therapy,
lingering symptoms, and uncertain sense of security
affecting quality of life. The present study was designed
with an objective to assess the outcomes of antibiotics
as primary treatment versus appendectomy in
uncomplicated acute appendicitis (UAA).

MATERIALS AND METHODS

A sample of 227 patients of both genders from 16 to 60
years in age having no H/O previous episode of
appendicitis, surgery or co-morbidities presented with
typical history and clinical signs of appendicitis with
positive findings on Ultrasonography and increased
leukocytes (WBC) levels on two occasions within 24
hours at our surgical unit one from April 2014 to April
2016, were enrolled in this Observational study -
randomized and quasi-randomized prospective study.
Patients of complicated appendicitis with an
appendicolith, perforation, abscess or phlegmon were
excluded. All patients gave written informed consent
participate in this study. Study population was diy
into two A and B groups on the basis of mddifi
Alvarado score, and patients below 4 score oAl

were not included. Group A: Alvarado-scyg 5N were
allocated with antibiotics and observatigma up B:
Alvarado-score 8 — 10 underwent<Sur'ery. After
keeping NPO, Intraveno f antibiotics
(ciprofloxacin  500mg metronidazole
(500mg x 8hmly) a with diclofenac
sodium (50-75mg | efe ‘administered for two
days to group A. Daily fo of these patients were
done with clinical examinatidn, fever and CBC. Patient
resistant and refractive to antibiotherapy with
worsening symptoms confirmed on US were taken to
appendectomy. Patient with clinical improvement
confirmed on CBC and US were discharged on third
day and received oral treatment with ciprofloxacin
(500mg) twice a day and metronidazole (400mg) thrice
a day for 07 days. All the appendixes of patients
converted (cross over) in surgery were examined for
Histopathology.  With  prophylactic  antibiotics-
Cephalosporin 3™ generation 1/V 30 minutes before the
start of incision. Patients underwent standard open
appendectomy through Mc Burney right lower quadrant
muscle-splitting incision. Post-operative antibiotics
were given in all patients for 2 days. All resected
Appendixes were biopsied. Appendicitis was termed

with histological evidence of transmural neutrophil
invasion at the muscular layer of appendix. Duration of
pain, hospital stay, wound infection, recurrence, costs,
adhesions / incisional hernia and non- working days
were studied for analyzing outcome. Routine follow up
was taken on days 15, 30, 90 180 and 360. The study
was approved by ethics committee. Informed written
consent was signed by patients or legal attendant. Data
analysis was performed on statistical package for social
science (SPSS) 22.0 for windows was used to have
statical evaluation ANOVA and chi-square test with
subset Fisher’s exact test were used and P<0.05 was
considered as statically significant.

RESULTS

Under screening through strict inclusion and exclusion
criteria, 227 patients were found eligible for
randomized recruitment in¢ two different groups A
and B. While after havi arado score (8-10), CBC
iyl 20 Patients were assigned in

decgmies. While remaining

respectively in each cohort available
for objec alysis of this study. The demographics

b ine characteristics of group A and B are shown in
foowjhg Table 1.

le No. 1: Demographic characteristics of study
bjects

Particulars Group A Group B
Male | Female | Male | Female
Sex 61 35 60 42
Male
Female
ratio
Age range 16— | 20-55 16 -
60 58
Median age 26 24 27 26
Median, 4 5 7 8
pain score
on NRS (0-
10)

No. of 57 29 60 42
patients
discharged
satisfactory

20 -50

During of pain and analgesic consumption were
significantly higher in the group B as compared to
group A in initial 2 days after surgery. However, the
intensity of pain started decreasing after 2 days in group
A and 4 days in group B, and this difference
disappeared at one-month follow up and no significant
difference in pain score was noted in subsequent follow
up in both groups. However, the mean number of days



Med. Forum, Vol. 28, No. 3

138

March, 2017

in which patient felt abdominal pain was 5 in group A
and 8 in group B.

Table No.2: Findings in groups of study subjects

Male | Female
No. of patients, worsened in 04 06
symptoms during hospital stay.
Conversion to surgery / cross- 04 06
over during hospital stay
cross-over during follow up 04 07
Range of hospital stay 1-15 1-20
Mean length of hospital stay 3+1 4+1
Adverse effects on antibiotics / 02 04
Diasshan
No. of days not worked by 03 04
patients (Mean)
Recurrent appendicitis 06 10
Total cross — over from 08 13
antibiotics to surgery
Negative appendectomies 02 03
Wound infection 02 03
Mortality 00 00

Table No.3: Treatment outcomes comparing Group
AandB

Particulars Group A Group B

Male Female Male Female

Duration of | 22+15.7 | 20+10.5 | 36+15.10 | 37+16.5

pain in hours T

Median, pain 4 5 7 8

score on NRS

(0-10)

Hospital Stay 4+1 5+1 3.310.5 +1.

days (mean) N

Wound 02 03 5 6

infection

Costs 7000 7000 ,00 24,000

Adhesions / 2

incisional

hernia /A

No. of days 06, 7 14 20

not worked (6-12) (6-1 (12-20) | (14-21)

during illness

(median)

Conversion to 08 13 60 42

surgery

Negative 02 03 07 09

appendec-

tomies

There was higher length of stay in group B as
comparison to group A in general. But the length of
stay including re-admission was higher in patients of
group A, who underwent for appendectomy after failure
of antibiotic treatment. Surgical site infections were
comparatively higher in group A patients underwent for
appendectomy after failure of antibiotic treatment in
comparison to group B patient who instantly underwent
appendectomy. However, 07 patients of group B

developed more severe wound infections. Among these
4 had delayed healing by secondary intention and 3
developed incisional hernia as complication in follow
up period. So the complication rate was 0% and 3% in
group A and B respectively. The mean cost of therapy
was Rs. 7,000/- in the antibiotic / non-operative (A)
group, including all lab and Ultrasonologic
investigations and recurrent admission without
operation. While all expenses of surgical material,
anesthesia drugs, analgesics, antibiotics, dressings
amounting about 22,000/- in group B. In this study the
length of days not worked by patients during illness in
group A was significantly low in comparison to group
B. (median 6 days versus 18 days in group A & B
respectively). From group A, 21(22%) patients have
not responded to antibiotic therapy. In this study, 24%
(5/21 patients) and 15.6% (16/102 patient) negative
appendectomies were encountered in group A and
Group B.

DISCUSSIO

ct  pathophysiology  of
clear, but major reason is
. Clinically, appendicitis may

and
a@citis are different entities and that in many cases

complicated  (perforated)
ad\ge dappendicitis may resolve spontaneously.?
nsequently, treatment option of acute appendicitis
h8uld be based on either complicated or
ncomplicated®. Despite the fact that surgical
appendectomy is the standard treatment of acute
appendicitis, but several investigators have studied the
conservative antibiotic treatment with good results.?? %
For this reason UAA with conservative antibiotic
treatment was become a very attractive alternate to
surgery.®* While the use of Alvarado scoring system
with Ultrasonography is help full in detection of
complicated or UAA.?® Hence, this study reflects the
outcomes of antibiotic treatment versus appendectomy
in UAA. Although we were not sure about effectiveness
of antibiotic first strategy in comparison to
appendectomy for UAA before start of study, but we
found that 83 of (86.45%) of 96 patients were success
fully treated with antibiotic therapy and this
corresponding to studies of Hansson et al and Barry VC
et al.® ?* However, despite success of antibiotics for
more advanced infections it has not yet been accepted
as a standard treatment for UAA.? In comparison, the
treatment efficacy rate for appendectomy, this study
found that 86 (84%) of 102 patients were successfully
treated, and this inference is nearly similar to studies
shown in table no. 4 ranged between 85 and 100% with
overall efficacy rate 88%2?® ?°. The number of patients
who developed post-operative complications like
incisional hernia was significantly higher) in the
surgery group B as shown in table no. 3, the relative
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number of surgical site infection was more in following appendectomy: what is the true
percentage in group A (antibiotic treated) patients, incidence?. Annals Surg 2009; 250(1):51-3.

which somehow corresponding to three studies as 2. Fitz R. Perforating inflammation of vermifrorm
referred fine studies of table No. 4 plus Malik AA appendix. Am J Med Sci 1886;92:321-46.

et al®. In perspective to objective of comparison 3. Anderson JE, Bickler SW, Chang DC, Talamini
between two modalities of treatment, this study finds MA. Examining a common disease with unknown
the antibiotic treatment with longer hospital stay due to etiology: trends in epidemiology and surgical
intra venous antibiotics and monitoring of patient to management of appendicitis in California, 1995-
ensure safety before discharge. These results are 2009. World J Surg 2012;36(12):2787-94.
corresponding to studies of Wiliams IM et al®>. We 4. Andersson RE, Hugander A, Thulin AJ. Diagnostic
have found a significant reduction in overall costs for accuracy and perforation rate in appendicitis:
group A in comparison to group B. and this in association with age and sex of the patient and with
government hospital, which even otherwise indicates appendicectomy rate. Eur J Surg Acta Chirurgica
that antibiotic treatment achieves significant cost- 1992;158(1):37-41.

saving and is most suitable and affordable option of 5. Flum DR. Clinical practice: Acute appendicitis—
treatment for our downtrodden major strata of society, Appendectomy or the “antibiotics first” strategy. N
so we can predict this treatment for every UAA for Engl J Med 2015; 2015(372):1937-43.

outpatient setting as the common practice in near 6. Kolata G. Antibiotics pesurface as alternative to
future. So for the number of days not worked during removing appendix. Th{ New York Times 2015.
these two types of treatments, this study finds that Accessed Novembe 15.

patients treated with antibiotics were associated with 7. Kelly ME, Kh ehman J. A National
significant less days not worked as compared with evaluation Q ative management of
appendectomy (6-12 versus 12-21) and this corresponds unco Iicu pendicitis: How common is
to study of Salminen as shown in table-4. While in thi e issues? Dig Surg 2015; 32:
group A the failure of antibiotic treatment was (22%) 32%:330.

among them again there was 05 patients (5%) with 8. Di S, Sibilio A, Giorgini E, Biscardi A,
negative appendectomies, which otherwise concludes as illani S, Coccolini F, et al. The NOTA Study
(22 - 5 = 17%) failure or recurrence with of treatment. ® < (NFn Operative Treatment for Acute Appendicitis):
Again, there were 16(16.6%) patients with negative

appendectomies in group B. Hence if we combine bot

spective study on the efficacy and safety of
antibiotics (amoxicillin and clavulanic acid) for

groups A & B patients it comes to be 198 st treating patients with right lower quadrant
population having negative appendectomies \ abdominal pain and long-term follow-up of
which makes about (11%). This otherwise exp conservatively treated suspected appendicitis.
goodness of antibiotics, which we lost y egative Annals Surg 2014; 260(1):109-17.

appendectomies with poor pre-operativ ecyon by 9. Can Appendicitis be treated with antibiotics?

Alvarado and ultrasounds, these fi e very Retraction muddies the water. Published 2011.

relative with many studies sugg each year Accessed June 2, 2015.

over 300,000 appendicitis ar&ger in United State 10. Theilen LH, Mellnick VM, Longman RE, Tuuli

with 15% negative appene®etorigs. MG, Odibo AO, Macones GA, et al. Utility of
magnetic  resonance imaging for suspected

CONCLUSIO

The present study reports, with unapproving quality of
diagnosis for UAA by using Alvarado scoring system in
addition to Ultrasonography and complete blood
counts, it can be n successfully treated with antibiotics
and rate of negative appendectomies may be decreased.
Antibiotic therapy is safe and effective alternative to
appendectomy in UAA, with reasonably low recurrence
rate and cost.

appendicitis in pregnant women. Am J Obstet
Gynecol 2015;212(3):345-e1.

11. Ohle R, O'Reilly F, O'Brien KK, Fahey T,
Dimitrov BD. The Alvarado score for predicting
acute appendicitis: a systematic review. BMC Med
2011 Dec 28;9(1):139.

12. Alvarado A. A practical score for the early
diagnosis of acute appendicitis. Annals Emerg Med
1986;15(5):557-64.

13. Jones RP, Jeffrey RB, Shah BR, Desser TS,

Conflict of Interest: The study has no conflict of Rosenberg J, Olcott EW. Journal Club: the
interest to declare by any author. Alvarado score as a method for reducing the

number of CT studies when appendiceal ultrasound
REFERENCES fails to visualize the appendix in adults. Am J

Roentgenol 2015; 204(3):519-26.
. Tan WJ, Pek W, Kabir T, Goh YC, Chan WH,
Wong WK, et al. Alvarado score: a guide to

1. Leung TT, Dixon E, Gill M, Mador BD, Moulton 14
KM, Kaplan GG, et at. Bowel obstruction



Med. Forum, Vol. 28, No. 3

140

March, 2017

15.

16.

17.

18.

19.

20.

21.

22.

23.

computed tomography utilization in appendicitis.
ANZ J Surg 2013; 83(10):748-52.

Wilms IM, de Hoog DE, de Visser DC, Janzing
HM. Appendectomy versus antibiotic treatment for
acute appendicitis. The Cochrane Library 2011;(9):
23-7.

Varadhan KK, Neal KR, Lobo DN. Safety and
efficacy of antibiotics compared with appendicec-
tomy for treatment of uncomplicated acute
appendicitis:  meta-analysis of  randomised
controlled trials. BMJ 2012; 344:e2156.

Mason RJ, Moazzez A, Sohn H, Katkhouda N.
Meta-analysis of randomized trials comparing
antibiotic therapy with appendectomy for acute
uncomplicated (no abscess or phlegmon)
appendicitis. Surgical Infect 2012;13(2):74-84.
Ditillo MF, Dziura JD, Rabinovici R. Is it safe to
delay appendectomy in adults with acute
appendicitis?. Annals Surg 2006;244(5):656-60.
Malik AA, Bari SU. Retracted article:
Conservative Management of Acute Appendicitis.
J Gastrointestinal Surg 2009;13(5):966-70.

Singh JP, Mariadason JG. Role of the faecolith in
modern-day appendicitis. Annals Royal Coll
Surgeons Engl 2013;95(1):48-51.

Andersson RE, Schien M. Antibiotics as first-line
therapy for acute appendicitis: evidence for change

in clinical practice. World J Surg 2012:36(9): @

2037-2038.

trial of appendicectomy versus antibiotic ther.
for acute appendicitis. Bri J Surg 1995;
166-9.

Salminen P, Paajanen H, Rautio T, ,
Aarnio M, Rantanen T, et al. Ant|b| y S

\6

24.

25.

29.

. Styrud J, Eriksson

appendectomy for treatment of uncomplicated
acute appendicitis: the APPAC randomized clinical
trial. JAMA 2015;313(23):2340-8.

Vons C, Barry C, Maitre S, Pautrat K, Leconte M,
Costaglioli B, et al. Amoxicillin plus clavulanic
acid versus appendicectomy for treatment of acute
uncomplicated appendicitis: an open-label, non-
inferiority, randomised controlled trial. The Lancet
2011;377(9777):1573-9.

Mason RJ. Appendicitis: is surgery the best
option?. The Lancet 2011;377(9777):1545-6.

. Hansson J, Kérner U, Khorram-Manesh A, Solberg

A, Lundholm K. Randomized clinical trial of
antibiotic therapy versus appendicectomy as
primary treatment of acute appendicitis in
unselected patients. Bri J Surg 2009;96(5):473-81.

. Humes DJ, Simpson J. Acute appendicitis. BMJ:

Bri Med J 2006;333(7567):530.
Nilsson I, Ahlberg G,
, et al. Appendectomy

Haapaniemi S, Ne

prospective
trial. rlg

P Stegle SR, et aI SCOAP collaborative.
pendectomy and imaging accuracy in

Washlngton state surgical care and outcomes
as ssment program. Annals Surg 2008; 248(4):

Eriksson S, Granstrom L. Randomized contrO@

Flum DR Koepsell T. The clinical and economic
correlates misdiagnosed  appendicitis:
nationwide analy3|s Archives Surg 2002; 137(7):
799-804.



Med. Forum, Vol. 28, No. 3 141 March, 2017

Effects of Smoking on
BP, Cholesterol and
Bilirubin

oranalArtelel - Efects of Smoking on Systemic

Blood Pressure, Serum Cholesterol and

Serum Bilirubin in Medical Students

Igbal Ahmed Memon*, Nisar Ahmad Khokhar®, Khalil Ahmed Memon? and
Ikramuddin Ujjan®

ABSTRACT

Objective: To determine the effects of smoking on systemic blood pressure, serum cholesterol and serum bilirubin
in medical students.

Study Design: Case control study

Place & Duration: This study was conducted at the Liaquat University of Medical and Health Sciences Hospital
from June 2014 to November 2014.

Materials and Methods: A sample of 100 medical students was divided into 50 smokers and 50 non-smokers. Age,
weight, smoking duration, blood pressure, serum cholesterol and serum bilirubin were collected in a pre structured

proforma. Data was analyzed by statistical package SPSS 22.0.

Results: Duration, cigarettes smoked and pack year of cigarette smoked were note

3.57 and 1.7£0.56 respectively (p=0.0001). Mean systolic and diastolic BP in rs al
143.9£12.67 and 135.1+15.24 (p=0.002), 75.6+9.72 and 67.9+6.06 mmHg (0.
bilirubin and cholesterol were noted as 0.99+0.27 and 1.13+0.20 (p5

(p=0.0001) respectively.

5 + 3.96 years, 10.25 +

non-smokers noted as
esp&tively. Similarly serum
.0 §18.6 and 119.3+22.70 mg/dl

Conclusion: The present study reports high systemic blood pressurand serpm cholesterol and low serum bilirubin

in the smokers. Preventive strategies must be implemented to quit th 0
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Pressure, Serum Cholesterol and Serum Bilirubin in

INTRODUCTION

Tobacco cigarette smoking is one of the pr
causes of mortality and morbidity the Worlg over™f
smoking quit is encouraged it may reduc:z& lity.
A previous study reported that the a related
deaths will multiply man}/ time over @ 5 decades
if it is not discouraged. rbi of cigarette
smoking are well docurgen ithy evidence of a
decrease in life. Prevjdus,stu reported that the
smokers die ten ye ngnZSmokers.>* Tobacco
smoking is a addicting it And people crave for it
once they have begun. particular, when the
youngsters are addicted, then it will be very dangerous
for the health due to more life and more exposure to
tobacco smoke.* Tobacco smoke has association with
the cardiovascular diseases (CVD) which is a leading
cause of death globally.”
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ortality due to CVD related now accounts for one-
third cases globally. It is leading cause of death in both
developing and developed countries.® Both tobacco
smoking and CVD are eminently preventable
conditions. Systemic high blood pressure is termed as
the ‘systemic hypertension’ which is a increasing
globally. Hypertension is preventable cause of CVD by
multiple strategies as quitting tobacco smoking and
physical activity.”® Systemic hypertension damages the
target organs which include the; heart, eye, brain, and
kidneys. Proper preventive measures and removal of
risk factors such as tobacco smoking may greatly help
to reduce the burden of health problems.® Vascular
disorders of heart, brain and kidney are also associated
even with the suboptimal blood pressure (BP)." A
previous study reported vascular injury may occur even
with suboptimal systolic BP >115 mmHg).® Several
studies**** have established the association of tobacco
cigarette smoking, hyperlipidemia and systemic high
blood pressure. The present study was conceived
keeping in view the significance of cigarette smoking is
increasing in the youngsters, in particular the medical
students. Medical students smoke cigarette as time pass,
social taboos, alleviate exam anxiety and as a symbol
social dignity.""™ As the medical students are future of
health care providers, there is dire need to highlight the
issue of smoking with special reference to high blood
pressure and blood lipids. These maladies are
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preventable cause of mortality. The present study is
first type of its design which highlights the neglected
social problem of cigarette smoking young medical
students. The present study analyzed the health hazards
of cigarette smoking with special reference to systemic
blood pressure and serum cholesterol.

MATERIALS AND METHODS

This case control study was conducted in Liaquat
University of Medical and Health Sciences Hospital
from June 2014 to November 2014. The subjects were
the medical students who voluntarily provided the
information in the pre designed proforma. Study was
launched after ethical clearance from Institutional
Ethical Committee. A sample of 100 medical students
was divided into 50 smokers and 50 non-smokers. Age,
weight, smoking duration, blood pressure, serum
cholesterol and serum bilirubin were collected in a pre
structured proforma. Age of 19- 26 years and male
subjects were the inclusion criterion. Subjects with
history of family systemic hypertension, diabetes
mellitus, hyperlipidemia, female students and coronary
artery disease were excluded. Also subjects taking
multivitamin, anti oxidant pills, and drugs were
excluded. Study protocol was explained and data
confidentially was secured. Students were informed that
the data will be confidential and will never be disclosed
in public even after study is published. Personal and
family history, systemic blood pressure, body weight

Table No.1: Demography and biochemical findings of
study subjects

Smokers Non- P-
(n=50) smokers value
Mean+ SD (n=50)
Mean+ SD
Age (years) 24.7+2.45 24.8+2.30 0.86
Body 68.9+7.30 68.5+4.54 0.74
weight (kg)
Systolic BP | 143.9+12.67 | 135.1+15.24 | 0.002
(mmHg)
Diastolic 75.649.72 67.9+6.06 0.0001
BP(mmHg)
Serum 0.99+0.27 1.1340.20 0.005
Bilirubin
(mg/dl)
Serum 156.5+18.6 | 119.3+22.70 | 0.0001
Cholesterol
(mg/dl)

in smokers and non-
ifferences  noted as
a.1+15.24, 75.6%9.72 and
pectively (p=0.002 and 0.0001).
serum)bilirubin and cholesterol were noted as

Mean systolic and g
smokers reveals ¢
143.9+12,

USSION

present research is the first study which

and blood sampling was performed under stand T
protocol. Nonsmoker was defined as one who e ighlights the health hazards of cigarette smoking in

smoked cigarettes. An occasional smoker was ex@
also. Voluntary subjects were asked to signabro

and consent form. Cigarette smoke as “Pa yc®gs” was
calculated as “No. of cigarettes smokcdape x No.
of years smoked/20”.**  Systemic blwessure was
measured according to JNC cyitghi I; first by
auscultatory method foll patory method
using mercury sphygm 5 — 10 minutes rest
was mandatory for nt before recording
blood pressure. Data wa! cted on a predesigned
proforma. Consent forms wére designed for volunteers
and were kept confidential. Statistical analysis was
done by statistical software SPSS 22.0 version (IBM
Corporation, USA) for windows. Continuous and
categorical data variables were analyzed by student’s t
test and Chi square test respectively. All data analysis
was performed at 95% (P< 0.05).

RESULTS

Demography and biochemical findings of study
subjects are shown in table 1. Age and body weight
between two groups were similar (p>0.05). Mean+ SD
duration, cigarettes smoked and pack year of cigarette
smoked were noted as 3.85 + 3.96 years, 10.25 + 3.57
and 1.7+0.56 respectively (p=0.0001).

medical students. The present study is of public
health significance as it includes the young social
class of medical students who will take the
responsibility of health care provider in the future. As
the medical curriculum is stressful, the examination
anxiety and worries drag the students to alleviate by
one or other means such as cigarette smoking which
is easily available. Taste craving behavior and wrong
friendship are other causes of cigarette smoking in
medical students. The present study could recruit
only fifty smokers. Mean age shows, majority
belonged to third decade of life. Mean+ SD duration,
cigarettes smoked and pack year of cigarette smoked
were noted as 3.85 + 3.96 years, 10.25 + 3.57 and
1.7£0.56 respectively (p=0.0001). The findings are in
agreement with a recent study of Jena et al*® and
others.***® Mean systolic and diastolic BP in smokers
and non-smokers reveals significant differences
noted as 143.9+12.67 and 135.1+15.24, 75.6+9.72
and 67.9+6.06 mmHg respectively (p=0.002 and
0.0001). This show the smokers were having high
mean systolic and diastolic BP, the findings are in
agreement with previous studies.’®® This show the
smokers were having high mean systolic and diastolic
BP, the findings are in agreement with previous
studies.>*® Several studies™™® have been conducted
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to find the association of cigarette smoking and high
blood pressure, but controversial results have been
reported. Some of previous studies™™® reported
strong association of cigarette smoking and high
systemic blood pressure; the findings are in keeping
with present study. While other studies'? reported
no such association, this is controversial and
inconsistent with present and previous studies™?
The present study reports raised systolic and diastolic
BP in smokers (p=0.05) as shown in table 1. Highly
controversial results are reported by previous
studies,”** which reported the cigarette smoking
decreases the systemic blood pressure. This is highly
controversial and paradoxical and might be due to
technical errors in biostatistial analysis, different
social population, different geographical areas and
researcher bias. Previous studies reported that the rise
in systemic blood pressure may be due to the nicotine
mediated stimulation of sympathetic stimulation
through cholinergic and adrenergic receptors.?>?
Cigarette smoking increases the arterial stiffness, and
increases the chances of atherogenesis, thrombo-
embolism, ischemic cardiac disease and coronary
crisis.””# Serum bilirubin was found decreased in
smokers this is consistent with previous studies.?*% It
is known that the serum bilirubin is a natural plasma
anti oxidant which is consumed by free radical stress
as in cigarette smokers. Blood cholesterol was raised
in smokers this is consistent with previous
studies.**

The present study has certain limitations such as; fir
cause effect relationship cannot be ascertained gl
study design, second — different race and ethry %
third- medical students are always exp mental
stress, hence the findings should usly
interpreted for the general populations,

CONCLUSION

The present study repo
and serum cholester
smokers. Preventive strat
quit the smoking by youngs

C

high sWtemic blood pressure
serum bilirubin in the
ust be implemented to

S.
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Iron Deficiency Anemia
with Preterm Labor

orignal Artcel - Association of Iron Deficiency

Anemia with Preterm Labor

Sibghah Usman®, Aneela Shaheen?, Rao Muhammad Haris Hameed® and Ahsanullah M
Mirbahar*

ABSTRACT

Objective: To investigate the association of iron deficiency anemia as a cause of preterm labour.

Study Design: Descriptive/cross sectional study

Place and Duration of Study: This study was conducted at the Department of Obstetrics and Gynaecology, Nishter
Hospital Multan from July 2016 to December 2016

Materials and Methods: After approval from ethical committee of hospital, informed consent was taken from
patients and data was entered and analyzed with computer software SPSS version 20. All numerical data was
presented as mean and Standard Deviation and categorical data was presented as frequency and percentages. P
Value of 0.05 was considered as significant.

Results: Total patients included in this study were 196 (100%), all were females, in which 138 (70.4%) were house
wives and 58 (29.6%) were working ladies. Mean Hb of the patients was 8.06 + 1.42, Thean of serum Ferritin was
12.90 + 2.62, mean of delivery time was 34.78 * 2.35, mean of BMI was 29.85 + 14 ean of parity was 3.24 +
1.37, mean of gravidity was 3.15 £ 1.23. Out of 196 (100%) it was observe 28 §65.3%) were facing the
condition of pre-term labor and 68 (37.7%) delivered normaly.

Conclusion: Anaemia in pregnancy was found to be associated with ingrea reterm labour.
Key Words: Haemoglobin, anemia, preterm birth, Hemoglobin, Parj
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INTRODUCTION

Out of the numerious causes of perinatal mortality an
morbidity, preterm birth is one of the most frequ
underlying factor worldwide’. Maternal anemi
preterm birth goes hand in hand with eac (@
various studies done for the purpose o enting
their  association’.  Chinese  studi for
documenting the association betw@emia and
preterm birth are erratic, j d variable.
Studies have given a noti r pointing to the
fact that the strengt ton of anemia and
preterm birth may fluct ased primaraly on the
time of gestation at the ons anemia and duration of
gestation till the persistance of anemia ®. Spontaneous
preterm labour, preterm premature rupture of
membranes (PROM) and medically indicted preterm
birth are subtypes of preterm birth, inspite of knowing
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° tk‘s fait rarely a study is performed for judging the
e

i@ of anemia and specific subtype of preterm birth

i termine indivijual burden of each subtype on the

Sociation of preterm birth and anemia *. Any study for
this purpose might blow the whole concept of any
association between anemia and preterm labour, if only
an indivijual subtype show increased risk contrary to
other subtypes .15This type of study embody the
potiential of throwing ligth on hidden etiologies and
underlying mechanisms for preterm labour which are
still waiting to be discovered®.
Multiple pathways including maternal infection,
hypoxia and aerophilous stress are the suspected
culprits for preterm labour being quoted over and over
as major underlying biological pathways °. There is
possibility of increase susceptibility of mother toward
infections and also increase stess on both fetus and
mother due to choronic hypoxia caused by iron
deficiency anemia. Activation of maternal or fetal
hypothalamic—pituitary—adrenal axis resulting from
cascade following active immune response to combat
infection leads to initiation of preterm labour’.
Oxidative stress harming erythrocytes and feto-
placental unit add the final stone to the adverse
possibilities of iron deficiency anemia.?
Our hypothesis is based on the possibility of increased
risk of preterm labour due to maternal anemia which
may lead to the discovery of the hidden mechanism and
causes of preterm labour.
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MATERIALS AND METHODS

After approval from ethical committee of hospital,
informed consent was taken from patients before
including patient’s data in research and they were
ensured about their confidentiality. Patient’s telephonic
contacts and addresses were taken. Blood was collected
with all septic precaution in CBC vial for hemoglobin
count. Gestational age, in completed weeks, was
estimated based on the last menstrual period. Preterm
birth was defined as live births delivered before 37
completed weeks. Pregnant women with preterm labor
of age 25 to 35 years were included in the study. Any
other cause which can induce preterm labor (twins or
infections diagnosed radiologically and complete urine
examination respectively) were excluded from the
study. All the data entered and analyzed using computer
software SPSS version 10. Mean and standard deviation
was calculated for quantitative variables like age,
hemoglobin count and gestational age. Frequency and
percentage were calculated for qualitative variables like
preterm birth and outcome (iron deficiency anemia)
Yes/No. Effect modifier like age, gravidity and parity
was controlled by stratification of data. Post
stratification multiple regression test was applied. A p
value 0.05 was considered statistically significant.

RESULTS

Total subjects included in this study were one hundred
and ninety six 196 (100%), all were females, in whi
138 (70.4%) were house wives and 58 (29.6%) \
working ladies. Mean of Hb of the subjects was £
1.42, mean of serum Ferritin was 12.90 + 2.6
delivery time was 34.78 + 2.35, mean

29.85 + 1.67, mean of parity 3.24 + an of
gravidity was 3.15 £ 1.23. It was obsgrved that out of
these 196 subjects, 128 (65.3Y% facing the

condition of pre-term lab
normally (Table-1-2).

.7%) delivered

Table No.1: DemograpMg Varjables

Characteristics M Std. Deviation

Hb 8.061 1.416

Serum Ferritin 12.903 2.626

Time of 34.785 2.350

delivery

BMI 29.852 1.674

Parity 3.244 1.377

Gravidity 3.158 1.232

In this study, the outcome variable was pre-term labor.
We applied the logistic regression to find the predictors
for preterm labor, it was noted that serum Ferritin and
gravidity were significant with pre-term labor and time
of delivery, Hb, BMI, Parity and occupation of women
were not. Odds ratios also described this trend. Others
measures of association such as Concordant Discordant

showed the association but Goodman-Kruskal Gamma
not showed the association (Table-3-4).

The logistic regression equation was as;

Pre-term labor = 3.587 -0.1693, Hb + 0.1732, Serum
Ferritin - 0.07691, Time of delivery -0.06083,
BMI + 0.03033, Parity+ 0.2822 Gravidity

Table No.2: Women Occupation and Preterm Birth
Women occupation.

Characteristics Frequency Percent (%)
House wife 138 70.4 %
Working Lady 58 29.6 %
Preterm Birth
Yes 128 65.3 %
No 68 34.7 %
Table No.3: Multiple Regressions for association
Term Coef SE Coef P-value
Constant 3: 3.90 0.019
Hb . 0.113 0.130
Serum Q3 0.0636 0.005
Ferritipa, ‘ 0\4
Timf of 7076 0.0669 0.250
Delifery | )
B Y -0.0608 0.0934 0.514
oarity 0.030 0.115 0.791
ragidity 0.282 0.138 0.035
pation 0.361 0.368 0.322

able No.4: Odds Ratios for Continuous Predictors

Odds Ratio 95% CI

Hb 0.8443 (0.6770, 1.0528)

Serum Ferritin 1.1891 (1.0497,
1.3470)

Time of 0.9260 (0.8122,

Delivery 1.0557)

BMI 0.9410 (0.7835,
1.1301)

Parity 1.0308 (0.8231,
1.2909)

Gravidity 1.3261 (1.0127,
1.7365)

Pairs Number Percent

Concordant 5843 67.1

Discordant 2813 32.3

P-value of

Goodman-Kruskal Gamma 0.35

DISCUSSION

Erratic results of multiple studies done to find out the
corelation between maternal anemia and peterm birth
could be explained by analyzing anemia as an adverse
and cumulative exposure. Like any other adverse agent,
resulting adverse effect respone could vary with the
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time of exposure and also extent of exposure. This
explanation paves the way for the certain possibility of
different correlation of anemia to the outcome of
pregnancy and preterm birth depending upon the time
of gestation at the time of anemia i.e showing strong
co-relation at early gestation compared to late
gestational age. Also, Heterogeneous subtypes of
preterm birth are not usually observed and considered
in each study done on preterm labour,® leading to
difficulty in finding out any co-relation among
etiologically distinct endpoints™. Even in previous
Chinese studies , only minute level of attention has
been paid to study anemia as a risk factor for preterm
birth clinical subtypes™. Only spontaneous preterm
births are usually focused in most studies. In our study,
meticulus study design was used to overpower these
limitations and to explore any existing relation between
physiological haemo-dilution and preterm birth.

In our study, early trimester anemia was related to
moderately increased risk of preterm birth. This
association could not be attributed to any random
happening. Though mainly restricted to spontaneous
preterm labour, anemia in third trimester gestation was
related to decrease incidences of preterm birth in all of
its subtypes. There is no relation between anemia and
medically indicated preterm birth . Our findings make a
valid point by adressing the effect of exposure window

of anemia and different risk profile for various different® d

preterm birth subtypes.

showing increased risk of preterm birth in patient

also with anemia present throughout the gestation in
contrast to reduced risk of preterm labour with mid or
late pregnancy anemia. Iron deficiency leads to anemia
emergence in the form of pre-existing or early onset
anemia which could preveal just the early period of
pregnancy or throughout the pregnancy. Hpoxia,
aerophilous stress, maternal infection and triggering of
the spontaneous onset of preterm labour are the
potiential consequences of iron deficiency anemia.
Physiological haemo-dilution during pregnancy on
reaching its rock bottom (lowest value) might be able to
hide the true association between anemia and preterm
birth, was the cause of apprehention for researchers of
previous studies™. Till now, no study is done to find out
the association between physiological anemia occuring
secondary to heamodilution and preterm birth. We used
1st trimester hemoglobin level as the baseline and Hb
reduction across trimesters tg mimick haemo-dilution in
our study. Our study showy that haemo-dilution was
related with reduced ris term birth. That fact my
friend might be t ificajion for the reciprocal
relationship of meSter anemia and preterm
birth. é

Chinesgfcohort fairfy low (4.7%) overall preterm
birth Mte with the main contribution from its
spontan reterm  labour  (77%)  subtype.
Comgistancy of this rate is observed in various cohart
ge l

in this region. However, the obstetrical
tions rate at preterm and term gestations was

cieties have much higher rate of intervention than our

Results of our study coincide with a meta-analysi & and 16.7% in our study. Most industrialised
t

develop anemia in early gestation. It also sho

there is an inverse relation between anemia d

at late gestation to preterm birth. Preter '&"[I‘”IICM
subtypes were neglected in all four % dies
emphasizing only on association and rglati anemia
with preterm births giving supgs confused
results'. Some researchers atagrasspciation of high
risk of preterm birth to 10§ early trimester ,
while others show ong them'. Only
severe anemia (Hb<7 g e third trimester was
related to a slightly high ri$¢for preterm birth in last
study observation.”®  Antecedently, Associations
between maternal anemia and preterm birth clinical
subtypes was only reported by five studies®
Dichotomized of pregnant women into two groups of
anemic or non-anemic was done in most studies using
single cut-off point, remaining categorized them with
several cut-off points using different values of Hb."
Reliability of spline analysis is more than continuous
exposure data.”* In our study, non-linear effects were
taken in to account by flexible spine transformation
using Hb concentrations as a continuous variable.
Association of anemia varies with every subtype of
preterm birth, showing the divergent nature of this
relation. Increase risk of spontaneous preterm labour
was seen to be related with early gestation anemia and

population due to impending fetal compromise.l
Probably, these inconsistancies in threshold for
intervention in practice of both culture could have
played a significant role in our study findings. In our
setting, we used 1% day of last menstrual period to
calculate the gestational age. So, patient ability to
remember her last menstrual date anad other errors
associated with menstrual geological dating might have
altered a little bit of our clinical findings.The
association of preterm birth and anemia in 1st trimester
was likely related to iron deficiency, with little or no
effect of iron supplementation because iron
supplements were prescribed after the diagnosis of
anemia. Nevertheless, women in their late gestation
were more susceptible to take iron supplement as
treatment advice and a lot of medical attention for
anemia. The reciprocal association between late
gestation anemia and spontaneous preterm labour,in
addition to the effects of conventional physiological
haemo-dilution,® might be representing an artifact
because of advantagious medical interventions. The
effect of prevention, early diagnosis and prompt
treatment of maternal anemia on trimming the rates of
spontaneous preterm labour and preterm promenade
needs further investigation and research.
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CONCLUSION

Maternal anemia in pregnancy is in strong relation with
increased risk of preterm labour in contrast to adequate
physiological haemo-dilution during pregnancy which
is associated with reduced risk of preterm birth.
Prevention, early diagnosis and aggressive treatment of
maternal anemia may be a broadway for intervention,
and a topic worthy of further investigation.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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Effect of Aspirin
on TB Meningitis

| Original Article] The Effect Of Asp|r|n on |\/|0rta||ty

In Tuberculous Meningitis

Muhammad Amin®, Malik Muhammad Naeem® and Arif Raza®
ABSTRACT

Objective: To evaluate the effect of aspirin on mortality occurring within 2 months of starting treatment in
tuberculous meningitis (TBM) stage |11 patients in patients 1-15 years of age.

Study design: A randomized open label placebo controlled trial

Place and Duration of study: The study was conducted at Pediatric unit Il B.V.H. from March 2015 to September
2015.

Materials and Methods: A total of 162 patients of 1-15 years of age with TBM stage |11 were included in the study.
Patients were divided in Group A (Aspirin group having 81 patients) and Group B (Placebo group having 81
patients). Outcome was noted in terms of mortality in both groups. All patients were treated with 4 antitubercular
drug RHZE regimen (rifampicin 15mg/kg, isoniazid 10mg/kg, pyrazinamide 25mg/kg and ethambutol 15mg/kg) per
oral daily for 2 months followed by RH (rifampicin 15mg/kg, isoniazid 10mg/kg) for 10months along with
corticosteroid (predisolone 1-2mg/kg) per oral daily for 4 weeks and tapered in next 4 wegks. Oral aspirin was given

to only group A patient at 60mg/kg per day divided 12 hourly starting with the first doge
Results: Out of a total of 162 children, there were 79 (48.8%) male and 83 (51.2%
106 (65.4%) were from 6 to 10 years of age. Miliary TB was found in 31 (19178
wasting was found amongst 40 (24.7%). Overall mortality was noted in 43 ’.%
were divided, all the variable were found not to be statistically significagt (p
Conclusion: In children with TBM stage Ill, aspirin resulted iy redu

statistically significance

Key Words: Aspirin, Mortality, Tuberculous Meningitis

antitubercular therapy.

Majority of the children,
en. Presence of severe
ren. When both groups

05).
qortality but did not achieve
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INTRODUCTION

Tuberculosis (TB) is a global health issue. One thisty
the world population is infected with Mycob
tuberculosis; each year 9 million peoplal deabef)
disease and about 95% of the world’s cas

in South East Asia, sub-Saharan Afrjee a estern
Pacific. TB is the second leading k@ﬂer human
immunodeficiency virus with an t 2 million
deaths; 10% of whom are o t 15 years old.
About 98% of those rin the developing
countries of Asi a'. In Pakistan
approximately 5.7 millio suffer from TB, with
260,000 new cases occurri§y every year 2. The exact
population of children with TB in Pakistan is
unknown?. Tuberculous meningitis (TBM) is the most

severe manifestation of tuberculosis in term of high
mortality and morbidity*.

Nological manifestations of TBM are exudates,
e
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rculoma, hydrocephalus and stroke.
Cerebrovascular complications of TBM that typically
occur as multiple or bilateral lesions in the territories of
middle cerebral artery perforating vessels are termed as
tuberculous vasculopathy®. Vessel pathology appears to
be a consequence of its immersion in the local
inflammatory exudates leading to luminal thrombosis.
There is some evidence that vasospasm may mediate
stroke early in the course of disease and proliferative
intimal disease in later strokes.
The worst outcome of TBM is mainly due to the delay
in diagnosis and mostly patient present at stage 111°.
Corticosteroids with antitubercular therapy were
thought to reduce mortality and morbidity but their role
in reducing strokes has not been proven. Aspirin also
reduces mortality and its role in reducing stroke in
TBM needs further studies ’. One study is available
with aspirin that showed reduction in stroke 24.2%
compared to placebo group 43.3% and mortality 21.7%
compared to placebo group 43.3% °.
I wanted to the role of aspirin in reducing mortality in
TBM in children as the available study includes both
children and adults as no study was conducted
previously on aspirin in Pakistan. TBM is not
uncommon in Pakistan so we should try to search new
drugs to improve the outcome.
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MATERIALS AND METHODS

This was a randomized controlled study, conducted in
Pediatric unit 1l B.V.H. Bahawalpur from March 2015
to September 2015. Non probability consecutive
sampling technique was used. All the patients of 1-15
years of age with TBM stage 11l were included. These
criterias were confirmed by history, examination and
investigations (Complete blood count (CBC) with
platelets count, Prothrombin time (PT), Activated
partial thromboplastin time (APTT), Bleeding time
(BT), Liver function test (LFT’s), renal function test
(RFT’s) and CT brain). Patients were excluded from the
study who were on antitubercular treatment (by
history), had bleeding diathesis (by history,
examination and with platelets count, PT, APTT and
BT), aspirin allergy (by history), liver disease (by
history, examination and LFT’s), kidney failure (by
history, examination and RFT’s) or subarachnoid
hemorrhage (by examination and CT brain). The study
was approved by the Institutional Ethical Committee.
Children with TBM admitting in the ward through
accident and emergency fulfilling the inclusion criteria
were selected. Informed consent was taken from the
parents / guardian. Randomization was done by lottery
method into group A (aspirin) and B (placebo).
Demographic data as well as brief history and

examination was documented on Performa (annex A). @

All patients were treated with 4 antitubercular drug
RHZE regimen (rifampicin  15mg/kg, isoniazi
10mg/kg, pyrazinamide 25mg/kg and ethambu
15mg/kg) per oral daily for 2 months followed
(rifampicin 15mg/kg, isoniazid 10mg/kg) for 1
along with corticosteroid (predisolone
oral daily for 4 weeks and tapered in next
aspirin was given to only group A pafi

per day divided 12 hourly starting irst dose of
antitubercular therapy. All d s entered on a
pre-designed Performa ( f ch patient.

The collected data w SPSS version 10.
Mean and standard were calculated for
quantitative variables 1 age. Frequency and
percentage were calculated for qualitative variables like
outcome (mortality). Effect modifiers were controlled
by stratification of age (1-5years, 6-10 years, and 11-15
years) sex, associated miliary tuberculosis (defined as
millet like 1-5mm seeding of TB bacilli in the lung, as
evident on chest x-ray), and patient with severe wasting
(defined as a weight-for-length less than minus three
SD). Chi square test was applied to compare the
quantitative data (sex, mortality, presence of miliary
TB, presence of severe wasting) and p value < 0.05
were taken as statistically significant.

RESULTS

Out of a total of 162 children, there were 79 (48.8%)
male and 83 (51.2%) female. Mean age was 7.3 years

with standard deviation of 3.07 years. Majority of the
children, 106 (65.4%) were from 6 to 10 years of age
while 37 (22.8%) 1 to 5 years and 19 (11.7%) 11 to 15
years of age. Miliary TB was found in 31 (19.1%)
children. Presence of severe wasting was found
amongst 40 (24.7%). Overall mortality was noted in 43
(26.5%) children. (Figure No.1)

When both groups were divided, there were 18 (22.2%)
children from 1 to 5 years in Group A whereas 19
(23.6%) in Group B, 53 (65.4%) from 6 to 10 years in
Group A and same in Group B, while 10 (12.3%) from
11 to 15 years and 9 (11.1%) in Group B. After
applying chi square, no statistical significance (p value
= 0.961) was found between the both groups (Table
No.1)

There were 37 (45.7%) male in Group A and 42
(51.9%) in Group B whereas 44 (54.3%) female in
Group A and 39 (48.1%) in Group B. No statistical
significance (p value = 0.434) was found between both
the groups. (Table No.2

age between both the

groups
Age G P
(Yeams) * B Total value
1.5 8 19 37
2.2%) | (23.6%) | (22.8%)
53 53 106
(65.4%) | (65.4%) | (36.6%) 0.961
1-15 10 9 19
(12.3%) | (11.1%) | (11.7%)
Total 81 81 162
(50%) (50%) (100%)

Table No.2: Distribution of Gender between both
the groups

Groups P
Gender A B Total value
Male 37 42 79
(45.7%) | (51.9%) | (48.8%)
Female 44 39 83 0.432
(54.3%) | (48.1%) | (51.2%)
Total 81 81 162

Table No.3: Comparison of miliary TB, presence of
severe wasting and mortality between both the
groups

Group A Group B | P value
Miliary TB 17 14 0.549
(21.0%) (17.3%)
Presence of 18 22 0.466
Severe Wasting (22.2%) (27.2%)
Mortality 18 25 0.213
(22.2%) (30.9%)

As far as presence of miliary TB between the both
groups is concerned, it was found 17 (21.0%) in Group
A and 14 (17.3%) in Group B with an insignificant p
value of 0.549. (Table No0.3)
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Presence of severe wasting was found in 18 (22.2%)
children in Group A and 22 (27.2%) in Group B with an
insignificant p value of 0.466. (Table No.3)

There were 18 (22.2%) children who died in Group
while 25 (30.9%) in Group B. No statistical
significance for mortality between the both groups was
found as p value turned out to be 0.213. (Table No.3)

Yes
43 (27%)

No
119(73%)

Figure No.1: Overall Mortality
DISCUSSION

The recommended first-line treatment agents for all
forms of CNS tuberculosis are Isoniazid, Rifampicin
Pyrazinamide and Ethambutol taken daily eit
individually or in combination form.”® Patie

usually treated for a minimum of 10 months. T, r‘@
extended to at least 12 months in tho 0

respond, or if treatment interruptions hav
any reason. Isoniazid penetrates the CgF Tree

potent early bactericidal activity ard doses
isoniazid achieves CSF eI@lS times the
minimum inhibitory cofyent®on of M.
tuberculosis.*"*

In current study, miliar wgs found in 17 (21.0%)
children in Group A an (17.3%) in Group B.
Miliary TB could be an indicator for TBM in the
countries with high prevalence of TB.** Concomitant
miliary tuberculosis should bring TBM to mind in cases
with an unknown origin. Female predominance, longer
symptom duration, higher protein level in CSF may be
remarkable in patients with TBM accompanied with
miliary TB.**°

Not many studies have evaluated the impact of aspirin
on outcome of patients with TBM. In the present study,
mortality was reduced in children who received aspirin
(22.2%) as compared to those who were given placebo
(30.9%). Although, there was reduction in terms of
mortality in children who used aspirin but these results
were not statistically significant (p value = 0.213).

Two recent studies have examined the possible benefits
of aspirin in TBM treatment. The first study was a
randomized controlled trial of aspirin versus placebo in
118 Indian adults.® Aspirin was associated with a non-
significant reduction in stroke at 3 months, and a
significant reduction in mortality (21.7 versus 43.4%, P
= 0.02). The effects of aspirin are difficult to interpret,
however, as prednisolone was also given to some
patients such as those with severe disease at baseline, or
those whose clinical condition worsened during
treatment. The second study was a randomized
controlled trial with three parallel arms (low- and high-
dose aspirin and placebo) in South African children.'®*’
Aspirin had no impact on morbidity (hemiparesis and
developmental outcome) or mortality. Aspirin was well
tolerated, but one death occurred and was probably
related to aspirin. Outcomes in the high-dose aspirin
group compared favourably, with the other treatment
groups despite younger \age and more severe
neurological involvem spirin has also been

i 19.1% absolute risk
oke®and 22% absolute risk
RBM.2 The observed reduction
troke may be due to antiplatelet
rombo}ic effects of aspirin.**?

IMychilliren with TBM stage 11, aspirin resulted in
uction in mortality but did not achieve statistically
ificance. Further studies with large sample size
ould ensure better understanding and outcome for the
role of aspirin in children with TBM.

Conflict of Interest: The study has no conflict of
interest to declare by any author.
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orignal Articlel = requency of Nail Clubbing in
Patients with Various Presentation of Tuberculosis

Kanwal Abbas Bhatti*, Soniha Aslam? and Kuldeep Kumar®
ABSTRACT

Objective: This study is designed to evaluate the frequency of TB patients presenting with digital clubbing because
of different complications of TB.
Study Design: Observational study.
Place and Duration of Study: This study was conducted in the Institute of Chest diseases at Kotri, Sindh Pakistan
from January 2016 to December 2016.
Materials and Methods: A total of 50 patients admitted through the outpatient department, presenting with the
different complications of tuberculosis, treated and untreated both were included in the study. Patients with
comorbidities like cardiovascular and diabetes were excluded. After consent detailed history was taken and complete
physical examination was performed with necessary laboratory investigations and also radiological findings
conformed by senior consultants. Demographic data, radiological findings and clubbing were tabulated and analyzed
Results: During study period 50 patients were enrolled in study out of which 42 (84%)4gales and females 08(12%)
between age group 15-30 years 15(30%), 31-45 years 11(22%) and in age group of i
the patients 35(70%) belong to rural areas while 15(30%) from urban areas. In
history of TB while 28(56%) had not any history of TB. Smoking habits was i
never smoked. Majority of patients belonged to lower economic clas 43(@
I
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| Nail Clubbingin TB ]

atient there was family
4(68%) while 16(32%)
e 07(14%) belongs to middle
class also.

Conclusion: The global TB community cannot afford to continu
needs to act with urgency to address what is likely to be a huge publ
Key Words: Nail Clubbing, Patients, Tuberculosis
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INTRODUCTION

Tuberculosis (TB) constitutes a major publj @ : observation therapy), MDR (multiple drug resistance)
challenge due to worsening of the health saCvich which is major issue both in effectiveness and cost
developing countries like our, prompt ﬂ with

wise.
increased investment in  interventio ralgies may Despite of several awareness programs through several
prevent this situation from n 2in future.
Epidemiological data availa is not up to

- Medias still patients in our set up instead of being
fo( Peki
mark. In Pakistan aroung 43Q008g#fople diagnosed

presenting during early onset due to ethical,
economical, myths and so many hindrances make them
with TB with estimateg/de out 70,000 deaths
every year. Based on isease estimates, TB

unable to seek medical advice. By the passage of time
under similar circumstance of risk factors patients not
represents 5% of the total Ys (disability adjusted
life years) which indicates that the burden of

only develops complications but they also be carriers to
the others. Various complications usually reflected in

tuberculosis in Pakistan is substantially higher than the

world. Different taboos regarding tuberculosis,

radiography and by digital clubbing.

Digital clubbing is one of the oldest known sign in
malpractice, poor compliance of patients due
to illiteracy and unawareness, failure of DOT (direct

of Nail Clubbing in Patients with Various

clinical practices dates back to Hippocrates. Clubbing is
defined as focal bulbous enlargement of the terminal
phalanx of the fingers and/or toes due to proliferation of

connective tissue in both anteroposterior and lateral
diameter of the nails. In most instances it is
asymptomatic/ idiopathic, but it may be best predictors
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of some life threatening morbidities like lung cancer,
idiopathic pulmonary fibrosis. 2

Clubbing is associated with various clinical conditions,
most commonly associated with lung disease like
neoplastic lung disease; non-neoplastic lung diseases
include bronchiectasis, lung abscess, interstitial lung
disease, fibrosis and empyema. Other causes include
cyanotic heart diseases, infective endocarditis,
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inflammatory bowel disease, coeliac disease and
primary biliary cirrhosis. Pathophysiology suggestive of
clubbing is hyper vascularization at distal phalanx. In
pulmonary circulation platelet precursors fail to become
fragmented into platelets and easily trapped in the
peripheral  vasculature, releasing platelet-derived
growth factor and vascular endothelial growth factor
which promote vascularity leading to clubbing. **

Clubbing may be present in one of five stages/grades

1. No visible clubbing. Fluctuation and softening of
the nail bed only. No visible changes of nails.

2. Mild clubbing. Loss of the normal <165° angle
(Lovibond angle) between the nail bed and the nail
fold. Schamorth's window is obliterated. Clubbing
is not obvious at a glance.

3. Moderate clubbing. Increased convexity of the
nail fold. Clubbing is apparent at a glance.

4. Gross clubbing. Thickening of the
whole distal phalanx (resembling a drumstick)

5. Hypertropicostioarthrepathy. Shiny aspect
and striation of the nail and skin with longitudinal

striations. ®
Assessment of nail clubbing: Clubbing can be
assessed by physical examination with some

uncertainty in mild cases with different signs. Digital
cameras and computerized analysis in modern setup is
utilized with more accuracy.®

Different signs of clubbing:

Profile sign or Lovibond's angle: It is defined by the
angle made by nail as it exists from the proximal nai
fold. In normal subjects, profile angle is usually |
than 180° angle more than 180° is suggesti
clubbing.

Hyponychial angle: It is measured by a line

from distal digital crease to the cuticle off’&r line
from the cuticle to hyponychium whicl is the thickened
stratum corneum of epidermis lyi Qe free edge
of the nail.Normal hypon ia’@e is less than
192°.As hyponychial al i ent of age, sex,
height, and weight o ient 0 mostly acceptable
criteria. "®
Phalangeal depth ratio: It the ratio of digit's depth
measured at the junction between skin and nail bed at
distal interphalangeal joint usually measured at the
index finger. Normally the depth at distal
interphalangeal joint is more than the depth at nail bed.
In clubbing fingers, connective tissue deposition
expands the pulp in the terminal phalanx and the ratio
becomes reversed. This ratio is also independent of age,
sex, and ethnicity of population. A Phalangeal depth
ratio of over 1 is indicative of clubbing. It can be
measured by a caliper or a digital photograph. While
performing this measurement with calipers; it should be
ensured that the calipers must not compress the tissues
during measurement. °

Digital index: It is the sum of NB: DIP ratio of
circumference at nail bed with circumference at distal

interphalangeal joint for all 10 fingers. A digital index
of 10.2 or higher is indicative of clubbing. Digital index
is more specific for clubbing.

Schamroth sign: This sign is elicited by placing the
dorsal surfaces of terminal phalanges of corresponding
right and left fingers together. Normal fingers create a
diamond-shaped window when the dorsal surfaces of
terminal phalanges of similar fingers are opposed to
each other. In patients with clubbing this diamond-
shaped window gets obliterated. 1% %12

This study is designed to evaluate the frequency of TB
patients presenting with digital clubbing because of
different complications of TB.

MATERIALS AND METHODS

This observational study was conducted in the Institute
of Chest diseases at Kotri, Sindh Pakistan from January
2016 to December 2016. Bgtients presenting with the
different complications berculosis, treated and
untreated both were ipg the study. Patients with
asglar and diabetes were

de

findings conformed by senior
o Itants. Demographic data, radiological findings
a@bing were tabulated and analyzed.

oUr setup diagnosis of clubbing was made by clinical
igns. Clubbing was evaluated by profile angle (PA),
yponychial angle (HA) of index fingers and the ratio
of distal phalangeal depth to interphalangeal depth

(DPD/IPD) of index fingers and was graded
accordingly. 3

RESULTS

During study period 50 patients were enrolled in study
out of which 42 (84%) males and females 08(12%)
between age group 15-30 years 15(30%), 31-45 years
11(22%) and in age group of 46-60 include 24(48%).
Most of the patients 35(70%) belong to rural areas
while 15(30%) from urban areas. In 22(44%) patient
there was family history of TB while 28(56%) had not
any history of TB. Smoking habits was observed in
34(68%) while 16(32%) never smoked. Majority of
patients belonged to lower economic class 43(86%)
while 07(14%) belongs to middle class also. Regarding
weight of patients 48(96%) had weight more 45 Kg and
02(06%) had weigh less than 45 Kg shown in table 1.

Radiological findings of all TB were confirmed by
senior consultants. Unilateral lung involvement in 12
(24%) males and 02 (04%) females while bilateral lung
in males 38 (76%) and 02 (04%) females. Upper lung
field involved in 42(84%) males and in 02 (24%)
females. Middle lung field in 42(84%) and lower lung
field in 34(68%) no females had middle or lower lung
field involvement. Consolidation seen in 18 (36%)


https://en.wikipedia.org/wiki/Schamroth%27s_window_test
https://en.wikipedia.org/wiki/Anatomical_terms_of_location#Proximal_and_distal
https://en.wikipedia.org/wiki/Hypertrophic_osteoarthropathy
https://en.wiktionary.org/wiki/striation
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males and 01 (02%) female. Bronchiectasis found in
14(28%) males and 02(24%) females. Cavitation
observed in 30 (60%) males whiles no female show
cavitary lesion on x-ray chest. Pleural effusion seen in
17 (34%) males and pneumothorax 02(04%) males, no
female shows these both changes. Fibrosis was obvious
in 22 (44%) males and 04 (24%) females and empyema
in 03 (06%) males only shown in table 2.

Table No.1: Demographics of TB patients n=50

Age in years 15-30 31-45 46-60

15(30%) | 24(48%) | 11(22%)
Gender Male Females

42(84%) | 08(10%)
Residence Rural Urban

35(70%) | 15(30%)
Family history of | Yes No
B

22(44%) | 28(56%)
Smoking Habit Yes No

34(68%) | 16(32%)
Socioeconomic Upper Middle Lower
status

00 07(14%) | 43(86%)
Body Weight >45 Kg | <45 Kg

38(76%) | 12(24%)

Table No.2: Radiographic Findings PS
X- ray pattern Number % | Number % |
Males Females

Unilateral lung field 12 (24%) | 02 (04%,
Bilateral lung fields 38 (76%)
Upper lung field 42 (84%)
Middle lung field 42 (84%) ¥,/ Q. ..
Lower lung field 34 (68%
Consolidation 18 (36

fu 4
Bronchiectasis 1 3% | 02
/*\ (24%)
Cavitation y 0%) | ..........
Pleural effusion 7 /) (34%)
(04%)

Pneumothorax | 0  (04%) | ...........
Fibrosis 22 (44%) | 04
(24%)
Empyema 03 (06%) | 00
(00%)
Table No.3: Digital clubbing
Nail Bronchiectasis | Fibrosis Empyema
Clubbing | 34.2% 52.6% 7.8%
Male | Female | Male | Female | Male | Female
Gradel | 00 00 00 |00 00 00
Grade2 | 00 00 00 00 00 00
Grade 3 | 06 01 09 01 02 00
Grade4 | 04 02 08 02 01 00
Grade5 | 00 00 00 |00 00 00

Table 3 is showing clubbing associated with various
complication of TB. Out of 50 patients 38 (76%) shows
clubbing, in bronchiectasis 34.2%, 52.6% in fibrosis
and 7.8% in Empyema. In Bronchiectasis total 13 cases
with 06 males in grade 3 and 04 in grade 4 and females
01 in grade 3 while 02 in grade 4. In Fibrosis total 20
cases with 09 males in grade 3 and 08 in grade 4 and
females 01 in grade 3 while 02 in grade 4. In empyema
total 03 cases with 02 males in grade 3 and 01 in grade
4 while no female shows clubbing

DISCUSSION

TB in its various forms remains a killer disease in our
part of the world which is probably due to hygienic
practices and late diagnosis leading to spread of
disease, development of complication may bring
patients to visit the physician for the first time.
Different complication of tuberculosis found associated
with digital clubbing as“fcommon and significant
clinical manifestation roper investigations for

arfd 110/?5 of patients were in the age group of 46-60

the 50 patients 08 patients (16%) were females and
427 patients (84%) were males which is unrelated with
tudies conducted by Akhtar T and Ahmed M who
found the ratio of females more than males that is 57%
females and 43% males, this difference ma7y be due to
change in sample size or study duration.

In this study majority of patient 70% belongs to rural
areas deprived of necessary facilities of healthy living
like clean drinking water and sanitation, 68% were
smokers and 86% belongs to lower socio economic
class, these findings are more or less similar with the
study of Jagdeesh and Metha who found more than half
39 (65.0%) were having rural background, (33.3%)
smokers and 60% patient belong to lower
socioeconomic status. Weight loss was the presenting
symptom in 53.84% of patients whlle in this study 24%
patients had weight less than 45 Kg.®

Pulmonary TB is associated with various long term
lung complications like fibrosis, bronchiectasis, pleural
effusion, and empyema. This study reveals unilateral
lung involvement in (28%) while bilateral lung
in(80%)while study conducted by M. Khattak shows
unilateral upper lung field 46%, bilateral upper lung
fields 22%. Upper lung field involved in 42(84%)
males and in 02 (24%) females. Middle lung field in
42(84%) and lower lung field in 34(68%) no females
had middle or lower lung field involvement. Lower
lung field 7%, cavitation in 25% observed by Khattak
Consolidation seen in 18 (36%) males and 01 (02%)
female. Bronchiectasis found in 52% while cavitation
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observed in 60% on x-ray chest. Pleural effusion seen
in 34% and pneumothorax 04% shows these both
changes. Fibrosis was obvious in 68% and empyema in
06%. And study conducted by Jeremiah and Bruce
shows emphysematous change in (36%), bronchiectasis
(40%), bronchovascular distortion (56%) cases, more or
less similar findings were observed in this study with
some differences in sample size and setup.'>** %

Out of 50 patients 38 (76%) shows clubbing, in
bronchiectasis 34.2%, 52.6% in fibrosis and 7.8% in
Empyema. In Bronchiectasis total 13 cases with 06
males in grade 3 and 04 in grade 4 and females 01 in
grade 3 while 02 in grade 4. In Fibrosis total 20 cases
with 09 males in grade 3 and 08 in grade 4 and females
01 in grade 3 while 02 in grade 4. In empyema total 03
cases with 02 males in grade 3 and 01 in grade 4 while
no female shows clubbing.

Nicotra and Barker found the frequency of digital
clubbing (28.3%), while studies from endemic areas of
TB have shown a 30% frequency of clubbing amongst
smear-positive TB patients even much higher frequency
of digital clubbing (82%) is found in study conducted in
India like this in which 76% cases present with
clubbing justifying the patients from endemic areas
presenting_associations of clubbing with severity of
disease.?" % %

CONCLUSION

Exploring mechanisms to address the long term

complications that follow treatment of pulmonary TB is @

long overdue and will significantly contribute to the

teriological cure is not the end of the need for T8
Systematic generation of data is needed to %

approaches for the pre- vention, care an efeof
patients with post TB chronic lung disea& obal
TB community cannot afford to conti i ing this
facet of TB care and control an 0 act with
urgency to address what is A} el@ a huge public
health burden

|
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Complications with Congenital
Chloride Diarrhoea

| Original Article] Compl ICatIOnS, Associations

and Outcome in Children with Congenital Chloride

Diarrhoea
Igtadar Seerat and Muhammad Arshad Alvi

ABSTRACT

Objective: To determine the complications and associations of congenital chloride diarrhoea to improve prognosis.
Study Design: Observational / descriptive study.

Place and Duration of Study: This study was conducted at the Paediatric Gastroenterology, Hepatology &
Nutrition, King Faisal Specialist Hospital & Research Centre, Jeddah, Kingdom of Saudi Arabia from September,
2003- September, 2016

Materials and Methods: A total of 19 confirmed cases of children with congenital chloride diarrhoea between birth
and 14 years of age were included in this study. The data was collected from the ICIS used in hospital power chart

system. The data was presented in form of a pie chart and a table.

Results: Out of these 19 cases we found 12(63%) patients with failure to thrive,1
developmental delay, 12 (63%) patients with short stature, 13(68.4%) patients wit
with vitamin D deficiency, 3(15.7%)with iron deficiency anaemia, 2(10.4%

Conclusion: Due to various associations and complications of congenital ¢
diagnosis and regular follow up with multidisciplinary team compris
Endocrinologist, General Paediatrician for developmental assesy

prognosis.
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INTRODUCTION

Congenital chloride diarrhoea (CLD) is an a t
recessive disease caused by mutations in the o
gene. It is characterized by secretory wal hoea
of prenatal onset with high a loride
concentration and metabolic alkalosj .€’3 )

Due to the loss of the SLC26A3 i transport in
the surface epithelium of thag i olon there is an
impairment of active i carbonate exchange
which  ultimately n  hyponatraemia,
hypokalaemia, hypochloradgi#’and metabolic alkalosis.
The intra-uterine diarrhoea” leads to polyhydramnios
and premature birth.* If not treated adequately most
patients will die due to severe dehydration within the
1st few months of life.
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3%) patients with motor
abnormalities, 6(31.5%)
ith "Opngenital heart disease

Gatroenterologist, Nephrologist,
ietician are required to improve

, complications, associations

iatigns and Outcome in Children with Congenital

e diagnosis is established when faecal chloride
concentration exceeds 90 mmol/l after correction of
dehydration. Congenital chloride diarrhoea should be
treated with full oral replacement of sodium and
potassium salts to achieve normal growth and avoid
renal damage. In the literature there is mentioning of a
variety of complications and associations in relation
with congenital chloride diarrhoea. In this study
we focused on this important aspect of disease. In our
all 19 cases the genetic testing revealed a novel
homozygous mutation in exon 5 of the SLC26A3 gene
that encodes the protein regulating chloride bicarbonate
absorption in distal ileum and colon.’

MATERIALS AND METHODS

A total of 19 confirmed cases of children with
congenital chloride diarrhoea between birth and 14
years of age were included in this observational study.
The study was carried out for the time period from
September, 2003- September, 2016.The data was
collected from the ICIS used in hospital power chart
system. The data was presented in form of a pie chart
and a table.

RESULTS

The table 1 shows the salient features in history and
also embarks on important clinical manifestations in
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our group of patients. The figure 1 reveals the number
of complications and associations which our patients
have come across over a period of time. Out of these 19
cases we found 12 patients (63%) were failure to thrive
(weight below the 5" centile), 12 patients (63%) with
motor developmental delay, 12 (63%) patients with
short stature, 13 patients (68.4%) with renal
abnormalities, 6 patients (31.5%) with vitamin D
deficiency, 3 patients (15.7%) with iron deficiency
anaemia and 2 patients (10.4%) with congenital heart
disease (Transposition of great arteries & Ventricular
septal defect) and 1 patient (5.2%) with colitis.

In total of 19 patients 13 developed renal abnormalities
like end stage renal disease, nephrocalcinosis, increased
echogenicity of both kidneys and renal stones. The
renal abnormalities were picked up with help of renal
ultrasound scans.

Table No.1: History and Presentation

Salient Features Number of patients
Premature Birth 6
Polyhydramnios 8
Family History 6
Abdominal distension 14
Diarrhoea 19
Electrolyte Imbalance 19
Dehydration 19

M Renal abnormalities M Failure to thrive mShort stature Developmental delay ®

M Vitamin D deficiency m Iron deficiency anaemia M Congenital heart disease M Colitis

Figure No.l: Numb
associations observe
chloride diarrhoea

0 SDlications and
\!ts with congenital
DISCUSSION

After the two American cases partly of Italian descent
more than 250 cases with CLD have been reported
worldwide. The incidence of CLD was established to be
1/14,000 in Kuwait compared to that of Finland
1/43,000.This high incidence in Kuwait and Middle
East may be due to the multigenerational practice of
consanguineous marriages and the autosomal recessive
manner of inheritance of the disease.>®

In our group of patients we were able to pick up
complications and associations like failure to thrive,
motor developmental delay, short stature, vitamin D
deficiency, iron  deficiency anaemia, renal
abnormalities, colitis and congenital heart disease.
Congenital chloride diarrhoea seems to be associated

with an increased risk for intestinal inflammation. In
the Finnish series, at least 3 patients have a diagnosis of
unspecified colitis or crohn’s disease.”®

As down regulation of SLC26A3 emerges in the
inflamed colonic mucosa a link between intestinal
inflammation and the primary defect of CLD is
possible. In our 19 patients only one child developed
rectal bleeding for which he has had both upper Gl
endoscopy and colonoscopy.

The colonoscopy showed small discreet ulcers and
inflammation in left colon. The biopsies from the
affected area confirmed colitis. The upper Gl
endoscopy was unremarkable. After appropriate
treatment his symptoms of colitis have settled.
Although a slightly increased risk for gastrointestinal
malignancies among the carriers of SLC26A3 has been
proposed but in our small study no malignancies were
found.®
In this study we found 2 gtases of congenital heart
disease with transpo of great arteries and
ventricular septal deff eretpre it is worth targeting
and screening thi pattents for congenital heart
i diography.

atients should be improved
with th@ help of a dietician as they are prone to have
isges of dehydration during which the oral
inti decreases. Due to lack of nutrition and calories
cliildrey lose weight and also exhibit manifestations of

al deficiencies like iron, vitamin D. In our twin

entre) Riyadh, children with congenital chloride
diarrhoea requiring renal transplant are given nutrition
through gastrostomy to overcome malnutrition.
Although the overall long-term outcome in the Finnish
series of CLD is favourable, the relatively high
incidence(28%)of chronic renal disease underlines the
importance of early diagnosis, adequate salt substitution
and regular follow-up of CLD. In our study 68.4%
children with congenital chloride diarrhoea were found
to have renal manifestations. This is mainly due to
inclusion of echogenic kidneys (53.85%) which were
picked up on serial renal ultrasound scans.
In the literature many other associations in relation with
congenital chloride diarrhoea like hernia, subfertility,
cystic fibrosis etc. are reported.™*2*3141% |n our group
of patients no other significant complications or
associations were observed. We treat our patients with
oral sodium chloride, potassium chloride salts and
omeprazole. We also emphasise on the importance of
keeping good compliance with medications to improve
the long term prognosis.*®

CONCLUSION

We conclude that early diagnosis and regular follow up
with multidisciplinary team are required for prevention
of complications to improve prognosis.

u
&l«e (King Faisal Specialist Hospital & Research
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Histopathological
Analysis of Renal Tissue

orignal Articlel Hjstopathological Analysis of

Renal Tissue to Evaluate the Effects of
Proton Pump Inhibitors at Cellular Level

Muhammad Javed®, Amna Mubeen® and Nusrat Manzoor?
ABSTRACT

Objective: To evaluate the cytopathological effects of proton pump inhibitors on renal tissue in different doses by
using an animal model

Study Design: Randomized control trial.

Place and duration of study: This study was conducted at Post Graduate Medical Institute Lahore for a period
of 4 weeks.

Materials and Methods: The sample size was 60 mice. The sampling technique was Simple Random Sampling.
The mice were obtained from National Institute of Health Islamabad. The animals were kept in labeled cages under
standard environmental conditions. Animals were divided into three groups. One group served as control and the

of uriniferous tubules of kidney. The tubular cells showed varying degree of tubul

other two served as treated groups. Micrometry was done to evaluate the effects of drug.
Results: It was observed on study of histological sections that proton pump inhibitoggia§uce toxic effects on cells
op
le

Conclusion: The observations of the study revealed that it damages the urinifer

y causing their atrophy

leading to renal insufficiency. It is desired that these result will generate @ about the careful use of the

proton pump inhibitors by the people and the clinicians.
Key Words: Cytopathology, Renal toxicity, Atrophy

Citation of article: Javed M, Mubeen A, Manzoor N. Histopath

Analysis of Renal Tissue to Evaluate

the Effects of Proton Pump Inhibitors at Cellular Level. Mmrum 2017;28(3):160-163.
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INTRODUCTION

Proton pump inhibitors are a group of drugs which hagg
the main function of prominent and long lpei
decrease in the production of gastric acid. The
role in the disorders of gastrointestinal trac

by the altered gastric acid secr&b
environment exerts a C

negative
homeostasis. *Therefore an intragastr above 6 is
maintained by the use of acid i ofS. Proton pump

inhibitors act on the g Pase pump to
achieve this target. Wi of drugs, there is
no clear difference of & 28

For the purpose of s the drug used was
Omeprazole which belongs to the class of proton pump
inhibitors. It was introduced in 1989. It is available as
capsule and powder form. Its introduction led to the self
directed use of the proton pump inhibitors. They are
considered as safe medicines but nowadays, people are
using them on long term basis. This has attracted the
attention to evaluate their adverse effects.*®
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T of proton pump inhibitors as treatment for the
ointestinal disorders is associated with the
pevelopment of renal impairment. It is evident in
almost 15% of the cases of acute renal failure. Drugs
are commonly associated with kidney injury. Mostly
drugs exert nephrotoxic effects by various mechanism
including altered glomerular hemodynamics, micro-
angiopathy and tubular cell injury. ® "Tubulointerstitial
diseases of the kidney may be primary in nature
involving tubules basically. Secondary form of disease
involves the glomeruli or the blood vessels. Variable
drugs can cause this condition but symptoms and the
findings will be different according to the drug used. % °
Almost one quarter of the cardiac output undergoes
circulation through the renal vasculature so the
structural cells of the kidney are at risk of exposure to
the toxic effects of the drugs. Medicine induced toxic
effects are often encountered possibly because
of primary role of the kidneys in the filtration of
plasma.’®* As a result, renal tubular cells bear
significant amount of drug and also its metabolites
which can damage the renal tissue. Acute renal damage
is manifested as edema and infiltration of inflammatory
cells. If the process of damage continues then pathology
is observed as tubular necrosis, tubular atrophy
with dilatation of lumen and basement membrane
disruption, >34
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MATERIALS AND METHODS

A total of 60 mice were obtained from the National
Institute of Health Islamabad. They were divided into
three equal groups by random number table. One group
served as control, whereas other groups were used as
treated group. The animals were handled according to
international and ethical guidelines for the animal care.
They were kept in separate cages which were labeled.
Omeprazole used in this experiment was a product of
GETZ Pharmaceuticals with the brand name of RISEK
having Omeprazole as 20 mg and 40 mg. Equivalent
animal dose of omeprazole was calculated. It was
dissolved in distilled water and given orally to the
animals of treated group. Controls were given same
quantity of normal saline at the same time. Animals
were sacrificed after 4 weeks of drug administration.
Kidneys were dissected out and tissue blocks prepared.
Slides were stained for histological study. The duration
of administration is chosen according to the previous
studies which reflect the nephrotoxic effects of drug. *°
Micrometry was done with the help of oculomicrometer
to measure the size of tubular cells. It was attached to
the microscope eyepiece. The stage micrometer was
placed on the microscope slide stage. The microscope
was adjusted and the cell size of the uriniferous tubules
was measured in different fields of vision. Mean size
was recorded. *°

RESULTS

The observations of the study were recorded using
MS word and Excel data sheet. The data was e

Table No.3: Significance (p- value) of cell sj

N

groups.

Table No.1: Table showing detail of animal groups

March, 2017

and analyzed statistically using MedCal for Windows,
version 12.5.0.0 (MedCal Software, Ostend, Belgium).
ANOVA (Analysis of Variance) test and t- test were
used to calculate the quantitative difference between the

Group Status Dose Duration of
therapy
1 Control Normal 4 weeks
saline
2 Experimental 20 mg 4 weeks
3 Experimental 40 mg 4 weeks
Table No.2: Comparison of the cell size of
uriniferous tubules
Kidney Group 1 Group 2 Group 3
Tubules n=20 n=20 n=20
mean +SD | mean +SD | mean + SD
Proximal 15.50 10.54\ 14.25 + | 13.30
convoluted 0.60 2.50
tubule N
Distal 15 6 | 4.28 + | 13,55 £0.74
convoluted .75
tubule "\
Collect W +0%56 | 1428  + [ 1355+0.74
ducts \ 0.75
n=nu of gglimals
The interp ion of the p- value was done as follows.

.Q5 difference insignificant

5 difference significant
0.05 difference considerably significant
< 0.01 difference highly significant

nce using t- test

Group Proximal convolut Distal convoluted tubule Collecting ducts
Mean p- Mean p- value Mean p- value
difference difference difference
Control Vs G2 1.25 0.7250 0.011* 1.13 <0.001***
Control Vs G3 2.20 1.4500 <0.001*** 1.95 <0.001***
Table No.4: Comparisgh of the eus size of uriniferous tubules
Kidney Tubules roupl n=20 Group2 n=20 Group 3 n=20
mean + SD mean + SD mean + SD
Proximal convoluted tubul 5.8 £0.5 45+0.9 4.0+0.7
Distal convoluted tubule 5.75 0.5 4,55+ 0.84 3.85+0.73
Collecting ducts 5.78 £0.47 4.25 + 0.66 3.65 +0.52

n = number of animals

Table No.5: Significance (p- value) of nucleus size di

fference using t- test

Group Proximal convoluted tubule | Distal convoluted tubule Collecting ducts
Mean p- value Mean p- value Mean p- value
difference difference difference
Control Vs G2 1.255 0.001*** 1.200 0.001*** | 1.525 <0.001***
Control Vs G3 1.825 <0.001*** 1.900 <0.001*** | 2,125 <0.001***

DISCUSSION

Proton Pump Inhibitors are commonly utilized for the
treatment of gastrointestinal disorders. Omeprazole

belongs to this group of drugs. They are known as
proton pump inhibitors because they act by inhibiting
the H/K ATPase pumps found in the lining cells of the
stomach that make gastric acid.'"*® Literature review
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shows that risks are present with their use like healthy volunteers. Br J Clin Pharmacol 2008;65
Clostridium difficile associated diarrhea, community (5):767-774.

acquired pneumonia and antiplatelet therapy. In this 2. Boussery K, Smet DJ, Cock DP, Velde VS,
study, dose related cytopathological effects of proton Mehuys E, Paepe P, et al. Pharmacokinetics of two
Pump Inhibitors on the uriniferous tubules were formulation of omeprazole administered through a
studied. The adverse effects were studied in different gastrostomy tube in patients with severe neuro
groups of animals. These groups were treated with developmental problems. Br J Clin Pharmacol
omeprazole and compared with the animals of control 2011;72 (6):990-996.

group. Acute kidney injury was observed in treated 3. Devendran A, Uppugunduri SC, Sundaram, R,
animals. Most of the previous studies are in favor Gopal D, Krishnamoorthy, Chandrasekaram A.
of adverse effects of proton pump inhibitors on Relative copy number variation of CYP2C19 in
kidney.'® % south Indian population. Mol Biol Int 2012;
It was found that proton pumps are also located in 643856.

uriniferous tubules of kidney which are sensitive to 4. Ezquerra PR, Morillas SL, Martinez LJ, Fernandez,
them. It binds to these pumps and selectively inhibits GD, Tembleque MG, Avarez AS, Sanz ML.
the H/K ATPase pumps showing that omeprazole has Anaphylaxis to omeprazole. Cross reactivity with
organ specificity. So an immunological basis is other  proton pump inhibitors.  Allergol
suspected for the renal effects of proton pump Immunopathol 2011;39(54): 01.

inhibitors.?*?? The drug binds to the tubular basement 5. Halbritter J, Mayer C\Rasche FM, Amann K,
membrane component and acts as happen causing the Lindner TH. Inter ephritis Internist 2009;
formation of antimembrane antibodies. Endothelial cell 50(9):1111-25.

activation by the inflammatory mediators promotes 6. Holzer P. by visceral afferent
leukocyte infiltration. This inflammatory process Nneurops. 011;201(1): 63-75.
commonly leads to the tubular damage and acute 7. Hejfelbaug HA, Chang R, Walker CP.
kidney injury.? OWrutilizatjon of proton pump inhibitors: what the

The renal tubules of the animals treated with drug
showed tubular atrophy as compared to the animals of

eds to know. Therap Adv Gastroenterol

012;5(4): 219-232.
control group which was evident by the significant® 8§ lidga A, Kaneko H, funaki YK, Tokudome K, lawa

results. Numerous other studies also reported a positive

The most common etiology of kidney damage is dr

Inhibition of gastric perception of mild

2012;18(39):5576-5580.

relationship between their use and acute kidney injur \distension by Omeprazole. World J G astroenterol
9

induced disease, which underlie almost 60-7Q¢
cases. Proton Pump Inhibitors are among the cg
responsible ones and they are gaining attentiGR .now as
a cause of acute renal damage bec‘&
widespread and continuous use.***

CONCLUSION

Omeprazole belongs
Inhibitors. 1t is co
gastrointestinal disorders?
conducted to evaluate the allverse effects on the renal
tissue when administered in different doses. The
observations of the study revealed that it damages the
uriniferous tubules by causing their atrophy leading to
renal insufficiency. It is desired that these result will
generate awareness about the careful use of the proton
pump inhibitors by the people and the clinicians.

s, of Proton Pump
ed for the relief of
present study was
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Corrigendum

Name of author in the article titled “Predict th
Possibility of Esophageal Varices in HCV Patients o
the Basis of Fibro Scan Scoring System” print:

Med Forum volume 2017;28(2) at pages 138 1@1
been typographically written as Dr. Hari hic

may now be read as “Dr. Haris Alvi.”
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