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PAKISTAN IN ERA OF EXTENSIVE DRUG RESISTANCE ENTERIC

FEVER.

Tarig Waseem

Enteric fever which is also known as
typhoid fever is caused by gram-negative
bacteria salmonella enteric serovar Typhi
bacteria (S.Typhi), Even today enteric fever
remains a global health problem and results
more than 21. Approximately 6 million
cases and least 250,000 deaths annually.
The majority of these cases and deaths
(80%) occur in Asia; the remaining 20%
occur in Africa and Latin America.

Enteric fever spreads through oro-fecal
route by consuming contaminated food or
water. Poor sanitation and poor hygienic
conditions remain a major risk factor for its
spread. Travelers to and from the
developing world are at increased risk. At
the start of 2" millennium, Enteric fever
was responsible for 21.7 million illnesses
and 217,000 deaths. The majority of deaths
occur in young age group of 5 to 19 years.
The number of deaths attributed to enteric
fever was reduced to 161,000 in 2013, as
compared to 181,000 in year 1990.2
Improvement in water sanitation and food
handling in developed and industrialized
countries, have largely reduced the number
of cases, but situation in underdeveloped
and developing nations remains alarming.
Asia and Africa have the highest morbidity
and mortality due to enteric fever poses the
biggest challenge. A lack of access to clean
drinking water, proper hygienic sanitation
systems, and proper health-care facilities
contribute to the spread of enteric fever in
these countries.®

The history of typhoid fever is quite
interesting. In 430 BC, an epidemic of
typhoid fever emerged first time in Athens
& killed their leader Pericles.
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A study published in 2018 suggests that the
epidemics that struck the Mexican areas in
the year 1545 and 1576 and was responsible
for an estimated 7 to 17 million deaths, was
actually typhoid fever.® The 9™ US President
William Henry Harrison did not die of
pneumonia as was thought but of enteric
fever. Similarly 121" US President Zachary
Taylor also died of enteric fever due to the
poor sanitary conditions in Washington,
DC.% In year 1907, Mary Mallon is also
known as Typhoid Mary the most notorious
carrier of enteric fever became the first
carrier in the United States. She was a cook
in New York and was responsible for 53
cases and three deaths.” In 2004-2005 an
outbreak in Democratic Republic of Congo
resulted in more than 42,000 cases and 214
deaths.?

Treatment of enteric fever revolutionized
with the discovery of Chloramphenicol in
1948 and Cotrimoxazole and Ampicillin
later on, but resistance to these drugs was
soon reported. Rampant and indiscriminate
use of these drugs was mainly responsible
for emergence of resistant bacterial strains.
chloramphenicol-resistant was  reported
from United Kingdom. However, it was not
until year 1972 when chloramphenicol-
resistance became a significant issue, with
major outbreaks reported in Mexico in
1972, India in 1972, Vietnam in 1973 and
Korea in 1977. These strains when tested
were also found to be resistant to ampicillin.
Co-trimoxazole was the only effective drug
in the treatment of these resistant strains
until the year 1975.In 1975 Co-trimoxazole
was also reported in France as a resistant
drug towards enteric fever. By the end of
1980s, the strains of S.Typhi that were
resistant to all three first-line drugs were
present.®
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Multidrug-resistant enteric fever (MDREF)
is defined as an enteric fever that is caused
by S.Typhi and its strains which are
resistant to all of the three first-line drugs
that are recommended for treatment, i.e.,
chloramphenicol, ampicillin, and co-
trimoxazole.

Then comes the Era of Fluoroquinolones,
which emerged as the treatment of choice.
The widespread use of 2" generation of
fluoroquinolones i.e. ciprofloxacin and
ofloxacin-levofloxacin has now led to the
reduced susceptibility of organism across
the Indian  subcontinent. = Complete
fluoroquinolone resistance, that includes the
resistance to the newer generation
fluoroquinolone gatifloxacin, emerged after
2010 and is now associated with treatment
failures and prolonged disease.’

Most centers in South America, India,
Pakistan, Bangladesh, Thailand, or Vietnam
have switched from fluoroquinolones to
third-generation cephalosporins as first-line
treatment for enteric fever. For these
regions, the recommendations are to use
ceftriaxone as a first-line treatment.
Azithromycin has recently been
recommended for treating resistant typhoid
in populations that are both fluoroguinolone
and ceftriaxone resistant.® In Sindh Pakistan
between the years 2016 and 2017clones of
S.Typhi resistant to all first-line drugs and
fluoroquinolones were reported, classified
as  extensively drug-resistant (XDR)
Typhoid. Frequent air travel transfers these
strains from one country to another within
no time. In year 2018 two alerts have been
triggered as XDR enteric fever cases are
reported in United Kingdom and United
States of America among the travelers who
were returning from Pakistan.!® Similarly
another XDR case of enteric fever in
Denmark was reported in 2019, April in
traveler who was 15 weeks pregnant woman
returning from Karachi, Pakistan. The
women were treated with Cefixime for 1
week than with Ceftriaxone 2g once daily
but due to deteriorated condition the
treatment was changed to Azithromycin 500
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mg daily and Meropenum 1g thrice daily,
which later resulted in clinical improvement
and decreasing C-Reactive Protein (CRP).
The patient was discharged on the 15" day
with oral Azithromycin with healthy fetus.!!
Extensively drug-resistant (XDR) enteric
fever is rapidly spreading in Pakistan,
increasing the fears of antibiotic failure at
the international level.l? Experts consider
that Pakistan's unfathomable sewage and
water systems along with low vaccination
rates and heavily populated cities are the
main causes of the spread of extensively
drug-resistant (XDR)enteric fever. In the
period between 2016 and 2017, health
authorities in Pakistan have detected more
than 800 cases of extensively drug-resistant
(XDR) enteric fever only in the city of
Hyderabad.!3

The outbreak of extensively drug-resistant
(XDR) enteric fever should be considered as
an alarming signal that the world is
gradually moving towards a pre-antibiotic
age because of unrestricted overuse of
antibiotics. This has become a genuine
concern in developing countries like
Pakistan, where antimicrobial surveillance
is in worse shape and there is an urgent need
for strengthening the system. In this aspect
both governmental and non-governmental
organizations need to make an extensive
program  on  promoting  vaccination
campaigns and adopting healthy hygienic
eating and living habits. Also it is important
to discourage irrational and over the counter
use of antibiotics to prevent the mortality
and morbidity that is linked with escalating
antibiotic resistance.
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CLINICAL AND CYTOLOGICAL EVALUATION OF ORAL
MUCOSAL LESIONS IN PAN-CHEWERS FROM LAHORE,

PAKISTAN
Sadaf Waris, Atika Masood, Rabia Safdar, Khurshid Ali, Abdur Rehman, Nadia Wali.

ABSTRACT

Objective: The current study was performed to asses demographic, clinical and cyto-morphological
features of oral mucosa in pan chewers.

Methods: This was a cross-sectional, survey. After taking relevant history and informed consent, a
clinical examination was performed on 300 pan users from Lahore city. Cytological smears were
obtained to be stained with Haematoxylin and Eosin, Giemsa and Pap’s stain. All the smears were
examined under light microscope to evaluate cyto-morphological changes. Data were analyzed with
the help of SPSS.

Results: The average age for all subjects was 32.28+0.59 and 95% were males. The majority were
from poor social background and some of them gave history of smoking and alcohol etc. Many had
discolored and sensitive teeth, bleeding gums and painful oral lesions. The mean duration of pan
chewing was 11.47+0.39 years and majority of subjects used to chew 1-5 pans /day. On naked eye
examination of oral cavity, leukoplakia, erythroleukoplakia, oral submucous fibrosis, erythroplakia,
and growth were seen in 8.7%, 2.3%, 1.7%, 1%, and 1% subjects respectively. On cytological
examination epithelial dysplasia, oral squamous cell carcinoma, keratosis, inflammation, bacterial and
candidal loads were observed in 57.7%, 1%, 54.3%, 74.7%, 48.7%, and 7.7% subjects respectively.
Conclusion: Poor orodental hygiene, inflammatory conditions, pre-malignant lesions like
leukoplakia, erythroplakia, epithelial dysplasia and malignancy of oral mucosa were alarmingly
common in pan chewers from Lahore, Pakistan who belonged to the poor socioeconomic background
and do not seek medical advice.

Key Words: Oral Mucosa, Leukoplakia, Keratosis, Oral submucous fibrosis

INTRODUCTION

Pan or betel quid chewing is widespread in
many parts of Asia and the migrants from
this area have transferred this abuse from
Asia to all parts of the world. It has been
estimated that 10% of world’s population
(600 million) is addicted to betel quid
chewing across the globe.? People around
world are quite familiar with the name of
betel  quid’.Unfortunately, inadequate
attention is given to its varied
components.The key ingredients of ‘betel
quid> ( pan — a term more known to
Southeast Asians) are betel leaf, areca nut,
slaked lime, and tobacco.?

Department of Morbid Anatomy and Histopathology,
University of Health Sciences, Lahore, Pakistan

Additional constituents such as cardamom,
aniseed, sweeteners (coconut, dried dates),
and essences (rose petals, mint, menthol) are
added to enhance its flavor.* In Pakistan,
pans are readily available at ‘pan stalls’. Pan
sellers often apply a mixture of slaked lime,
areca nut and a variety of other flavoring
ingredients to a betel leaf and wrap into a
rough triangle shape ‘pan’.®

Consumption of betel quid and a number of
its constituents like areca nut and tobacco
are detrimental to oral mucosa as they
contain numerous toxic compounds, heavy
metals and other hazardous by-products
including reactive oxygen species which are
established mutagens and carcinogens.®’ A
large number of lesions like leukoplakia,
erythroplakia, oral submucosal fibrosis,
epithelial dysplasia, and oral cancer are
caused by habitual pan chewing.* This study
was conducted to describe the demographic
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attributes of chronic pan users and to
demonstrate the variety of abnormalities
found in them on clinical examination and

cytological evaluation of their buccal
mucosa.
METHODS

This was a cross-sectional descriptive type
of study, conducted in Lahore city. The
cytological evaluation of oral mucosal
smears was carried out at the Department of
Morbid Anatomy and Histopathology at the
University of Health Sciences (UHS),
Lahore from April 2011 and December
2012. The study was performed after
approval by the Ethical Review Committee
of the UHS Lahore. After taking informed
consent, 300 subjects were included in the
study, majority of them were approached at
pan stalls/shops where they came to
purchase betel quid. However, some of the
samples were also obtained from Mayo
Hospital and Punjab Dental Hospital Lahore.
Thus, the sampling technique used in this
study was a non-probability convenience
sampling. The criteria for sample selection
included both male and female habitual pan
chewers of all ages, who have been chewing
pan for at least the past 5 consecutive years.
Occasional pan chewers and inadequate
smears were excluded from study. Related
socio-demographic information (name, age,
gender, history of other risky habits, average
number of pan consumption in a day and
type of pan used, etc) was recorded. In order
to make it easy to understand, all subjects
were categorized (on the basis of frequency
of intake) into light, moderate and heavy pan
users. Those who were consuming upto5
pans per day were categorized as ‘mild pan
chewer’. Similarly, more than 5 but not
exceeding 10 per day were graded as
‘moderate” whereas those exceeding 10
were kept in a separate category of ‘heavy’
pan users. After history taking, relevant
examination of oral cavity and neck lymph
nodes was performed. All subjects were
requested to properly rinse their mouth. Oral
buccal mucosa was scrapped with the help
of a wooden spatula and smeared on to a
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glass slide. The smears were fixed with ethyl
alcohol (70 parts) and ether (30parts)
solution for 30 seconds. After air-drying the
slides, these were then subjected to staining
procedures following the staining protocol
of Eosin & Hematoxylin, Giemsa and
Papanicolaou’s stains. After staining, slides
were ready to be viewed under light
microscope. All relevant information was
transferred to a specially designed proforma.
After compilation, data was entered and
analyzed using Statistical Package for Social
Sciences (SPSS) version 18.0. Frequency
and percentage were given for qualitative
variables. Means + SD were given for
quantitative variables.

RESULTS
This study included 300 pan chewers around
various pan shops located within Lahore
were included. Mean age for habitual pan
chewing was calculated to be 32.28+0.59
(Range: 17 — 70) years. A large number of
them were males (n= 285, 95%) and only
15(5%) were females. The majority (53%)
belonged to the lower socio-economic class.
The largest percentage of pan chewers
happened to be laborers as shown in Figure-
1.
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Figure-1 Occupations of the pan chewers

When the oral cavity was thoroughly
examined, majority of the subjects (n=148,
49.3%) were found to have discolored teeth.
74 (24.7%) pan chewers complained of hot
and cold sensation. Bleeding gums were
observed in 71 (23.7%) and painful oral
mucosal lesions in 7 (2.3%) individuals. A
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large number of habitual pan chewers were
also found to be indulged in cigarette
smoking (n=103, 34.3%). Alcoholism was
observed in 3.3% (n=10) as shown in
Figure-2.
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Figure 2. Additional habits among habitual
pan chewers

When mean for the total duration of quid
chewing was calculated among the study
population, it was found to be 11.47+0.39
(Range: 5 — 50) years. The average
consumption of betel quid in a day was
classified into mild (1 - 5 pans/day),
moderate (6 — 10 pans/day) and severe (>10
pans/day). More than half of the study group
fell into the mild class of pan users(n=157,
52.3%), the detail is shown in Table-1.
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Category Frequency | Percentage
Mild user 157 52.3%

(1 — 5 pans/day)

Moderate user 100 33.3%

(6 — 10 pans/day)

Severe user 43 14.4%
(>10 pans/day)

Table-1. Pan consumption per day in 300
subjects

In our study, we found that majority of pan
users were in the habit of adding tobacco to
their pans (n=282, 94%), however there
were only few (n=18, 6%) who used to get
themselves simple pans without adding
tobacco. Nearly half of the study population
(n=138, 46%) were in the habit of keeping
pans in their left oral vestibule whereas
another large proportion (n = 125, 41.7%)
used to place pan in their right vestibular

area. However, it has been observed that
only a few persons were placing it on either
(left/right) sides of their oral cavity. When
oral cavities of these subjects were
thoroughly examined, various oral mucosal
lesions were encountered as given in Table-
2&3.

Oral Mucosal L?Siof‘s on Frequency | Percentage
naked eye examination

White lesions 26 8.7%
Red-white lesions 07 2.3%
Fibrotic mucosa 05 1.7%
Red lesions 03 1.0%
Ulcerated growth / mass 03 1.0%

Table 2. Oral mucosal lesions on naked eye
examination

Oral Mucosal Lesions on Frequenc Percentage
Microscopy / Cytology q y g
Epithelial dysplasia 173 57.7
- Mild 65 21.7
- Moderate 75 25
- Severe 33 11
Squamous cell carcinoma 03 1.0
Keratosis 163 54.3
Inflammation
- Lymphocytes 224 747
predominant
76 25.3
- Lymphocytes and
. 2 70 23.3
Eosinophils
- Mixed (acute and 56 187
chronic) 41 137
- Eosinophils 09 3.0
- Neutrophils
Bacteria
. 146 48.7
- :\él;glmaltomoderate 111 37
- Heavy load 35 117
Candida
- Minimal to moderate 23 .7
load 17 5.7
- Heavy load 06 2.0
Table 3. Oral mucosal lesions on

microscopy/cytology

DISCUSSION

The current study discusses some initial
cyto-morphological transformations that
arise within the oral cavity of chronic pan
users. Our study comprised of 300 pan users
from different areas within Lahore. The
majority of them were males while only few
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were females. This prevalence of males in
this study was attributed to the fact that the
samples taken from various pan shops that
are usually seen crowded with males.
Women in this part of world, are usually
reluctant to visit these pan shops. The reason
behind this hesitancy is certainly religious,
social and cultural norms. Secondly, males
population is more inclined towards habitual
pan and tobacco chewing. Several
previously published studies have also
supported the preponderance of male pan
users which is in accordance with our
study.®

Misra and colleagues reported that their
study population mainly consisted of those
pan users, who have been daily consuming a
minimum of 10 or more than 15 pans, for
longer durations of time. They found that
chronically pan chewing habits could
predispose oral mucosa to early dysplastic
changes, which can then act as a precursor
for precancerous and frank malignant
lesions.® Pan war and friends conducted a
study with similar findings. They confirmed
that oral dysplastic changes are more
frequently observed in those individuals
who had been practicing tobacco pan
chewing continuously for more than 5
years.’® Rubinstein conducted his study on
United States population. He observed that
habitual tobacco chewing is becoming
prevalent in his study population and is
gradually on rise. This continuous practice
of tobacco chewing results in oral epithelial
dysplasia that later on can take the form of
epithelial malignancy.* Wen and colleagues
showed that habitual chewing of betel quid
may cause irritation of the oral mucosa. In
addition chronic inflammation, oxidative
stress, and cytokine production due to pan
chewing may further damage the mucosa.
This damaged mucosa can then harbor
changes induced by carcinogens produced
by long term use of betel quid.? Their study
also confirmed the role of genes in
malignant and  premalignant  lesions.
Carcinogens produced by betel quid
components may compromise the genomic
stability of tissues, the key for malignant
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transformation in oral epithelial cells.
Another study using Next-Generation
sequencing revealed a novel single

nucleotide polymorphism (SNP) in multiple
cancer-related genes (AR, BRCAL, IL8, and
P53). Yadav and his colleagues reported the
strong correlation of areca nut derived are
coline with single nucleotide polymorphisms
in these above-mentioned genes. Similarly,
novel deletions in APC, BRMS],
CDK2AP1, CDKN2B, GAS1, IGF1R and
RB1 and novel insertions in BRCAZ2,
MSH6, RASSF1, IGF1R, BARD1, and
CCND2 were also found associated with
areca nut.(13) There are many other studies
which also support the notion as well as
provide clear evidence for the carcinogenic
and pathogenetic role of betel-quid and its
components. 47

In our study, the habit of pan chewing was
found to be 19 times more prevalent in
males individuals as compared to women
and the young adults were the commonest
age group as depicted by the average age of
32 years. More than half of the pan chewers
were from low social background. A few of
them gave a history of cigarette smoking,
alcohol, and other similar additions. Many
of them had discolored teeth which were
sensitive to hot and cold and they also had
bleeding gums and painful oral lesions
despite that majority of them were not
concerned with their oral health. They were
having pan chewing habits for more than a
decade on the average and nearly half of
them used to chew 1-5 pans /day. The
remaining half had been chewing more than
5 pans/day. Although the calculations of pan
chewing/day were based on subject’s recall
yet can be somewhat arbitrary. Subjects
could not mention exact number of pans
taken in last 3 days or last 24 hours. So the
authors asked them whether they were
taking 1-5, 6-10 or more than 10 pans/day
and all of the subjects could segregate
themselves into one of these categories.
That’s why we assume it as one of our study
limitations and suggest that exact
quantification of pan consumption may
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require more strenuous efforts in the form of
a prospective study like Little et al.*®

The findings of clinical examination of oral
cavity like white lesions, mixed red white,
fibrotic,c red lesions and ulcerated
growth/mass were seen in a few of the
subjects whereas cytological examination
revealed epithelial dysplasia, keratosis,
inflammation, bacterial and candidal loads
were observed in 57.7%, 54.3%, 74.7%,
48.7%, and 7.7% subjects respectively. Last
but the most important was the incidental
diagnosis of 3 cases of oral squamous cell
carcinoma in so-called ‘healthy’ pan
chewers. Our findings are consistent with
those of previous investigators.® 1923
Nonetheless, these findings are ominous,
most of the pan chewers neither took notice
of them and nor sought medical advice. This
fact is even more worrisome and needs
international, national and volunteer efforts
by organizations and individuals to embark
on effective campaigns against this deadly
addition leading to bans and legislation and
ultimately reduction in the pan consumption.

CONCLUSION

Poor orodental hygiene, inflammatory
conditions, white & red lesions, epithelial
dysplasia and malignancy of oral mucosa
were alarmingly common in pan chewers
from Lahore, Pakistan who belonged to the
poor socioeconomic background and do not
seek medical advice.
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SERUM PROLACTIN LEVELS IN WOMEN HAVING HIRSUTISM
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ABSTRACT
Objective:
hirsutism.
Methods: A sample of sixty female subjects, aged 18-35 years, having hirsutism was selected, while
ten normal healthy females were randomly included as controls at IMBB, the University of Lahore in
2014. All subjects underwent an assessment of excess terminal hair growth using the modification of
the method originally described by Ferriman and Gallwey (FG). Hirsutism was classified as mild
(score 8-15), moderate (scorel6-25), and severe (score >25). Serum prolactin levels were assayed by
ELISA technique. The significance of the difference between the groups was analyzed by

To determine the relationship between serum prolactin levels and the severity of

independent samples Student’s t-test and Pearson’s correlation coefficient.

Results:

Serum prolactin was significantly (p=0.000) higher

in mild hirsute and non

significantly(p=0.062) higher in moderate hirsute subjects as compared to the control subjects. The
prolactin levels were non significantly correlated to mild hirsutism (r=0.072, p=0.615) and to

moderate hirsutism (r=0.076, p=0.846).

Conclusion: Serum prolactin is raised in hirsute women, however, the relationship between serum
prolactin and severity of hirsutism is not statistically significant.

Key Words:  Hirsutism, Androgens, Prolactin.

INTRODUCTION

Hirsutism refers to the presence of excessive
coarse hair in androgen-dependent areas of
the female body. Although hirsutism is
commonly considered as an aesthetic
problem, there is a high prevalence of
androgen excess disorders among hirsute
women. Although not all women suffering
from an androgen-excess disorder have
hirsutism, however depending on age, race,
and ethnicity, 80-90% of hirsute patients
will have a demonstrable androgen-excess
disorder.1-2

Many scoring methods based on visual
assessment of hair type and growth have
been proposed. The modified Ferriman
Gallwey score (mFG) proposed by Hatch et
al. has now become the gold standard for the
evaluation of hirsutism.

! Associate Professor Physiology AMDC, Lahore.
2 professor Physiology AMDC, Lahore.

3 Associate Professor Physiology AMDC, Lahore.
4 Assistant Professor Physiology AMDC, Lahore.

This method scores 9 of the 11 body areas
(upper lip, chin, chest, upper and lower
back, upper and lower abdomen, arm,
forearm, thigh and lower leg) originally
proposed by Ferriman and Gallwey (1961),
excluding the lower legs and forearms,
which are the areas sensitive to very low
androgen concentrations even in healthy
women.?

The main causes of hirsutism include
excessive production of androgens by
female adrenal glands and ovaries.
Uncommonly, increased prolactin levels can
also result in hirsutism. This study was
carried out to investigate the relationship of
prolactin with hirsutism in the local female
population of Lahore.

METHODS
This case-control study was conducted at the
Institute  of Molecular Biology &

Biotechnology, University of Lahore, on 60
hirsute female subjects and 10 normal
healthy females aged 18-35 years.
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Inclusion criteria comprised patients of
hirsutism with a modified Ferriman-Gallwey
(mF-G) score of eight or more, patients
presenting with oligo/amenorrhea, ovulatory
dysfunction, excess hair growth, virilization,
alopecia, or acne.

Exclusion criteria included pregnant or
lactating women, those who received oral
contraceptive pills or/and other anti-
androgen drugs in the previous three
months, those who received drugs known to
cause hirsutism or interfere with the
hormonal studies. Patients with a modified
Ferriman-Gallwey (mF-G) score of less than
8 were also excluded.

The study was approved by the Ethical
Review Committee of the Institute of
Molecular Biology & Biotechnology,
University of Lahore.

All the subjects completed a standardized
history and clinical proforma, including
questions about age, family history of
hirsutism, onset and duration of the disorder,
marital status, menstrual cycle length and
regularity, other illnesses, and medications.
The subjects also underwent an assessment
of excess terminal hair growth using the
previously described modification of the
method originally described by Ferriman-
Gallwey (i.e. mF-G), scoring the presence of
terminal hairs over nine body areas (upper
lip, chin, chest, upper and lower abdomen,
thighs, upper and lower back, and upper
arms).  Hirsutism was classified as mild
(score 8-15), moderate (scorel6-25), and
severe (score >25).

The blood samples for prolactin assay were
obtained, after informed consent, by
standard venepuncture technique; Three to
four ml of venous blood was drawn from the
cubital wvein. The blood samples were
centrifuged at 4,000 rpm and the serum
samples were aliquoted and stored at -20°C
until used. The hormone assay was done by
ELISA technique.

The demographic variables were presented
as simple descriptive statistics calculating
mean and SD of numerical data like age,
duration of the disorder, and modified

Journal of Akhtar Saeed Medical & Dental College.

Ferriman-Gallwey scores  of
hirsutism.

The significance of the difference between
the groups was analyzed by independent
samples Student’s t-test and Pearson’s
correlation coefficient was determined to
find out correlation. A p-value < 0.05 was
considered statistically significant.  All
statistical analyses were carried out with

SPSS version 17.

(mFG)

RESULTS

Sixty hirsute female subjects enrolled in this
study, had their ages ranged from 18-35
years with a mean+ SD age of 24.58+ 0.57
years. The control group had a meant SD
age of 25.6 £ 1.76 years. The statistical
difference regarding the parameter of age
between the two groups was non-significant
(p = 0.13). About 72% of the subjects had
the hirsute symptoms for shorter duration i-e
up to maximum of 5 years and less. The rest
had the disorder for more than 5 up to 14
years. The duration of the disease ranged
from 1-14 wyears. A family history of
hirsutism was positive in 12 (20%)
patients.There was history of regular
menstrual cycle in 47 patients (78.33%) and
irregular menstruation in 13 patients
(21.66%).Table 1.

Table 1. General features of the hirsute
subjects

Parameter n %

Duration in years 1-5 43 72
6-14 17 28

Menstrual cycle Regular 47 78
Irregular 13 22

Family history Yes 12 48
No 20 80

Serum prolactin levels were significantly
(p< 0.05) higher in hirsute women as
compared to that in controls. The level of
the hormone was 58% (p=0.000) higher in
mild hirsute and 44% (p=0.062) higher in
moderate hirsute subjects as compared to the
control subjects. Table 2 & Figure 1.
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Table2. Serum prolactin levels in the
control group and hirsute group with mild
and moderate hirsutism.

Journal of Akhtar Saeed Medical & Dental College.

Group No Mean+ %
SDSerum Change
prolactin to
(mlU/L) controls

Conua 101 166.09+12.37
. Mild 51 | 395.68+26.91 5g*
Hirsute
Moderate 9 301.06+61.66 44
450 - Prolactin levels
400 -
— 350 A
—
S 300 -
£ 250
£
§ 200 A
° 150 -
& 100 -
50 A
0
Control subjects Mild Hirsutes Moderate Hirsutes

Fig.1. Serum prolactin levels in control
subjects and hirsute subjects with mild and
moderate hirsutism.

Serum prolactin levels were positively
related to mild hirsutism (r=0.072, p=0.615)
and to moderate hirsutism (r=0.072,
p=0.846). However, the correlations were
not statistically significant. Table 3.

Table 3.Correlation of serum prolactin
levels with mild and moderate hirsutism

Prolactin Correlation p-Value
Coefficient (r)
Mild Hirsutism
0.072 0.615
Moderate Hirsutism
0.076 0.846

(*p< 0.05. Statistically Significant)

DISCUSSION

Perception of hirsutism is highly subjective,
and hirsute women present with a wide
variation in severity. Hirsutism is no longer
a cosmetically disfiguring condition, but it
can serve as a pointer to underlying
hormonal and other systemic conditions.
The rational differential diagnosis of this
condition is therefore of much importance.
Increased prolactin levels are amongst the
rarer causes of hirsutism.

The direct action of prolactin on adrenal
steroidogenesis  has  been  reported.*
Prolactin has receptors in all three layers of
the adrenal cortex. Stimulation by prolactin
IS reported to increase adrenal androgens,
dehydroepiandrosterone  and  dihydro-
epitestosterone sulfate as well as cortisol and
aldosterone.®

In the present study, serum prolactin levels
were found higher in the hirsute subjects.
The comparison of mean values of mFG
scores in patients with mild and moderate
hirsutism and the control groups revealed
significant differences. These results are
comparable with the results of a study about
the levels of prolactin with hirsutism in
Bangladesh  which  showed increased
prolactin levels in hirsute subjects.®
Similarly, another study in India found
increased prolactin levels in hirsute women.’
However, in a study in 1007 women with
polycystic ovary syndrome, prolactin levels
were found lower in patients as compared to
controls.®

In our study, the prolactin levels were
related to mild and moderate hirsutism.
However, the differences among the groups
were not statistically significant. Similar
results were observed in a study carried out
by Hertweck® et al in which no evidence of a
statistical relationship was found between
hirsutism score and prolactin. In another
study by Zadehmodarres et al, statistical
differences were found not significant
regarding hirsutism and prolactin.

Being a rarer cause and also because of a
dearth of work, hyperprolactinemia needs to
be probed further in the causation of
hirsutism, especially in our local population.
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CONCLUSION

Serum prolactin is raised in hirsute women,
however, its relationship with the severity of
hirsutism is not statistically significant.
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ABSTRACT:

Objectives: Quality of health care services is a global affair. Effective quality health services are
measured for quality management in hospitals. Patient satisfaction is a major indicator to measure the
guality management of hospitals. The main objective of this study is to assess gender difference in
setisfection level of patients coming to tertiary health care facilities in Lahore

Methods: An analytical cross-sectional study was conducted from January to August 2018 in two
tertiary care hospitals of Lahore including Akhtar Saeed Trust Teaching Hospital and Farooq
Hospital, Westwood branch. A sample of 200 patients was collected, using Non-Probability,
consecutive technique. Data was collected by using a self-structured questionnaire with multiple
variables related to services, an attitude of health care providers and the environment of hospitals.
Data was entered and analyzed using SPSS 22. The chi-square test was applied and the p-value was
fixed at <0.05 as significant.

Results: Out of 200 participants, 109 (86.5%) were males and 91 (45.5%) were females. The overall
satisfaction rate of patients was reported at 93% with no significant difference in the satisfaction level
of both genders. Females were much more satisfied with hospital services. Regarding waiting time
91.2% of the females were satisfied (p = 0.007), comfortable waiting area was reported by 93.4% of
the females (p=0.001). Females were more satisfied with examination in clean environment (p=
0.004) and Lab services (p= 0.002). Regarding satisfaction parameters related to health care providers,
females were more satisfied with provision of privacy (p= 0.002), treatment with respect and dignity
(p=0.038), correct diagnosis (p=0.042), adequate time (p= 0.03), careful attitude (p= 0.025) and
adequate knowledge (p=0.031).

Conclusion: Females show a higher satisfaction level as compared to males regarding services
offered to them in these tertiary care hospitals of Lahore.

Key Words:  Patient satisfaction, Gender Differences, Tertiary Healthcare Hospital.

INTRODUCTION:

Quality of healthcare is a global affair and
patient satisfaction is the key element to
assess the quality of healthcare services.!?
Patient satisfaction is measured in terms of
expense, approachability of health services
and patient fast recovery.® Patient satisfaction
is also based upon the expectations of the
patient and their actual experience of
receiving healthcare services.*® Provision of
patient centered-care is essential and is
directly related to satisfaction.®

1 Student AMDC, Lahore.

2 Professor Community Medicine, AMDC, Lahore.
3 Demonstrator Community Medicine, AMDC.

4 Student AMDC, Lahore.

5 Assistant Professor Community Medicine, AMDC.

Multiple standardized questionnaires have
been widely used to measure the satisfaction
level of patients in various parts of the
world.” Patient satisfaction is influenced by
some common determinants and
predictors.>” Demographic factors like age,
gender, education level, socio-economic
status and functional status of the patient
greatly affect their satisfaction levels
regarding health care service provision.>89
According to a study, in the USA; the male
gender, age greater than 50 years, short
hospital stay and primary level of education
had shown more level of satisfaction.
While some studies demonstrated the
opposite result where patients were satisfied
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with longer hospital stay.!’  Regarding
gender, male patients were more satisfied in
Israel while female patients demonstrated
higher satisfaction rates in Saudi Arabia.®
Various other factors affected the level of
satisfaction inversely, including long waiting
times and heavy registration of patients.*?
According to a study conducted in Malaysia
gender, income level and purpose of visit to
a hospital play a key role inttaining high
satisfaction levels among patients.”® In
Pakistan, previously many studies had
considered the patient satisfaction level as a
measuring tool for the health care system.
According to research conducted in
Peshawar, in private sector hospitals mean
patient satisfaction score was 121.94 + 20.84
as compared to public sector hospitals, which
was lower in value by 104.97 £18.51 (p <
0.001).}* A critical review comprising of
many studies revealed that elder age, male
gender, higher socioeconomic status, and
education had positive affect on patient
satisfaction.®®

This study was conducted to assess the
patient satisfaction level by considering the
gender difference as a predicting factor in
patient satisfaction levels.

METHODS:

This was an analytical cross-sectional study
conducted in two tertiary care hospitals
situated in Lahore between January to
August 2018. Two hundred patients were
recruited from Akhtar Saeed Trust Teaching
Hospital and Farooq Hospital, Westwood
branch. Both male and female patients above
18 years of age were recruited by using
nonprobability consecutive sampling after
taking informed consent. Data was collected
by using a structured questionnaire with
multiple variables related to satisfaction
about health care providers, services and
hospital environment. Data were analyzed
using SPSS version 22 and the data was
presented in the form of Likert scale, pie
chart and frequency tables. Chi-square test of
significance was applied to assess the gender
difference in satisfaction level of patients
keeping p-value of <0.05 as significant.

Journal of Akhtar Saeed Medical & Dental College.

RESULTS:

This study consisted of a sample of about
200 patients, out of which 54.5% were males
and 45.5% were females. (Figure 1)

Figure 1: Distribution of gender among
respondents

u Male

M Female

To assess the patient’s satisfaction level,
multiple variables were included in different
parameters related to the hospital, health care
provider, and patient. Regarding parameters
of hospital, higher satisfaction levels were
observed with ease to make an appointment
(86.5%), convenience in  approaching
hospital (74.5%), reasonable waiting time
(83.5%), comfortable waiting room (84.5%),
examination in a clean and safe environment
(87%) and lab and radiology services
(86.5%). Satisfaction with  affordable
hospital services was slightly lower with
59% satisfaction level.

Satisfaction with parameters related to the
doctor revealed that 91.5% of respondents
said that they were involved in decisions
about their treatment. One hundred and
eighty-four (92%) of the respondents were
satisfied with the communication skills of
the doctor. Satisfaction with the provision of
privacy was shown by 86.5% of respondents
and 91% respondents said that they were
treated with dignity. The provision of
complete information was shown by 94%
respondents and 97% respondents agreed
that their personal information was kept
confidential. ~ Satisfaction with effective
treatment was shown by 97.5%. Lower
satisfaction levels were reported with correct
diagnosis (61.5%), adequate time provision
by doctor (73.5%), attitude of doctor (77.5%)
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and adequate knowledge (74%). One
hundred and thirty-five respondents (67.5%)
felt that doctor on duty used medical
terminology after explaining the term and
85% were satisfied with the caring attitude of
the doctor.

The satisfaction level of patients revealed
that 93.5% of respondents had confidence
and trust in their doctor providing treatment.
Only 25% of the respondents felt ignored by

Journal of Akhtar Saeed Medical & Dental College.

the doctor on duty. Expensive medical
treatment was pointed out by 55% of the
respondents, who said that they sometimes
go without medical care because it is
expensive. Overall 93% of the respondents
were satisfied with the doctors and medical
services and among them, 89% would
recommend these hospitals to their relatives.
(Table 1)

Table 1: Variables to assess the satisfaction of respondents (n=200)

Parameter to measure satisfaction | Frequency (n) Yes | Percentage (%)
Related to hospital:

Easiness to make an appointment 173 86.5%
Convenience in approaching the hospital 149 74.5%
Reasonable waiting time 167 83.5%
Comfortable waiting room/OPD 169 84.5%
Examination in a clean and safe environment 174 87%
Affordable hospital services 118 59%
Satisfaction with radiology and lab services 173 86.5%
Related to Health care provider/ Doctor on duty

Involvement in decisions making about care 183 91.5%
Doctor’s communication skills 184 92%
Provision of privacy 173 86.5%
Treatment with dignity 182 91%
Provision of adequate information 188 94%
Maintenance of confidentiality 194 97%
Provision of effective treatment 195 97.5%
Correctness of the diagnosis 123 61.5%
Provision of doctor’s time 147 73.5%
Attitude of the doctor towards the respondent 155 77.5%
Careful attitude while examination 170 85%
Use of Medical terminology 135 67.5%
Adequate knowledge 148 74%
Related to patient

Confidence and trust in the doctor 187 93.5%
Feeling of being ignored 50 25%
Expensive treatment 110 55%
Recommendation of hospitals to others 178 89%
Overall satisfaction level 186 93%

When the gender of the respondents was
taken into consideration the results of this
study showed that female patients were
more satisfied with a percentage of 94.5% as
compared to 91.7% males. Gender
differences were observed in reasonable
waiting time (p= 0.007), comfortable
waiting room (p= 0.001) examination in a
clean and safe environment (p=0.004),

radiology and lab services (p= 0.002) where
females showed greater satisfaction with
services. Females showed higher satisfaction
levels with the provision of privacy
(p=0.002), treatment with dignity and
respect  (p=0.038), correct diagnosis
(p=0.042), adequate time provision by
doctor (p=0.003), careful attitude of doctor
(p=0.025) and adequate knowledge of
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doctor (p=0.031). No gender difference was
observed in overall satisfaction

level

Journal of Akhtar Saeed Medical & Dental College.

patients with p-value of 0.446. (Table 2)

Table 2: Association of gender with the satisfaction level

Satisfaction with parameters related to hospital

Variables to assess satisfaction Gender Yes No p value
Easiness to make an Male 96(88.1%) 13 (11.9%) 0.476
appointment Female 77(84.6%) 14(15.4%)
Convenience in approaching the | Male 80(73.4%) 29(26.6%) 0.695
hospital Female 69(75.8%) 22(24.2%)
fa Male 84(77.1%) 25(22.9%) 0.007*
Reasonable waiting time Female 83(91 26) 8(8.8%)
- Male 84(77.1%) 25(22.9%) 0.001*
Comfortable waiting room/OPD Female 85(93.4%) 6(6.6%)
Examination in a clean and safe | Male 88(80.7%) 21(19.3%) 0.004*
environment Female 86(94.5%) 5(5.5%)
q : Male 67(61.5%) 42(38.5%) 0.437
Affordable hospital services Female 51(56.0%) 40(44.0%)
Satisfaction with radiology and Male 87(79.8%) 22(20.2%) 0.002*
lab services Female 86(94.5%) 5(5.5%)
Satisfaction with parameters related to doctor
Involvement in decision making | Male 98(89.9%) 11(10.1%) 0.377
about care Female 85(93.4%) 6(6.6%)
Satisfaction with doctor’s Male 98(89.9%) 11(10.1%) 0.233
communication skills Female 86(94.5%) 5(5.5%)
Ao q Male 87(79.8%) 22(20.2%) 0.002*
Provision of privacy Female 86(94.5%) 5(5.5%)
R Male 95(87.2%) 14(12.8%) 0.038*
Treatment with dignity Female 87(95.6%) A(4.4%)
Provision of adequate Male 101(92.7%) 8(7.3%) 0.383
information Female 87(95.6%) 4(4.4%)
; s Male 104(95.4%) 5(4.6%) 0.150
Maintenance of confidentiality Female 90(98.9%) 1(1.1%)
e : Male 105(96.3%) 4(3.7%) 0.246
Provision of effective treatment Female 90(98.9%) 1(1.1%)
q q Male 74(67.9%) 35(32.1%) 0.042*
Correctness of the diagnosis Female 49(53.8%) 42(46.2%)
s O 18 Males 71(65.1%) 38(34.9%) 0.003*
Provision of doctor’s time Female 76(83.5%) 15(16.5%)
Attitude of the doctor towards Male 79(72.5%) 30(27.5%) 0.063
respondent Female 76(83.5%) 15(16.5%)
q Male 87(79.8%) 22(20.2%) 0.025*
Careful attitude of the doctor Female 83(91 2%) 8(8.8%)
] Male 69(63.3%) 40(36.7%) 0.165
Ll i T GEEal R Female 66(72.5%) 25(27.5%)
Male 74(67.9%) 35(32.1%) 0.031*
TIHIER i L0 Female 74(81.3%) 17(18.7%)
Satisfaction with parameters related to patient
Confidence and trust in the Male 97(89.0%) 12(11.0%) 0.005*
doctor providing treatment Female 90(98.9%) 1(1.1%)
f S Male 32(29.4%) 77(70.6%) 0.119
el of leling) Horueted Female 18(19.8%) 73(80.2%)
: Male 59(54.1%) 50(45.9%) 0.786
EpeEnE e LERme Female 51(56.0%6) 40(44.0%)
Recommendation of hospital Male 94(86.2%) 15(13.8%) 0.172
services to others Female 84(92.3%) 7(7.7%)
f g Male 100(91.7%) 9(8.3%) 0.446
Overall satisfaction Female 86(94.5%) 5(5.5%)
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When the level of satisfaction was assessed
with the application of Likert scale it was
observed that 8% of the participants rated
overall hospital as excellent, 27.5% as very
good and 48% as good. (Figure 2)

Sample size

Figure 2: Level of satisfaction with the
provision of services

DISCUSSION:

This study was conducted to determine the
level of satisfaction of patients attending
tertiary care hospitals in Lahore. The results
showed that overall 93% of the patients
were satisfied, which is similar to another
study conducted in India in which 89.1% of
patients were generally satisfied. ! The
overall satisfaction level didn’t show any
significant gender difference.

Overall 86.5% respondents were satisfied
with easiness to make an appointment and
no gender difference was observed in
satisfaction levels. This result is similar to a
study conducted in Malaysia, which showed
that 79.4% of the respondents thought that it
was easy to make an appointment to the
hospital.'® The results of this study revealed
that 74.5% of the respondents agreed that it
was convenient to approach the hospital
with no gender difference. A study
conducted in India showed that 84% of the
participants had a problem accessing the
hospital due to either an ill-maintained road
or long waiting time at the bus stop.! Results
revealed that 83.5% of the patients
considered the waiting time to be
reasonable. Females were more satisfied
with waiting time in comparison to males
(p=0.007). This finding is in line with a
study conducted in the emergency
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department of a tertiary care hospital,
Bangladesh which showed that the majority
of the patients had to wait for five minutes
before being examined by the doctor which
increase their satisfaction with provision of
services.!” In this study 93.5% female
patients were contended with the
environment of the waiting room as
compared to 77.1% male respondents with a
significant p-value of 0.001. Studies suggest
that patients identified adequate seating,
non-overcrowding, and  privacy for
conversations as important factors for
satisfaction with provision of services of
health settings.!8Approximately 87% of the
respondents agreed that they were examined
in a clean and safe environment with higher
level of satisfaction in the female gender.
Studies show that proper housekeeping of
the hospitals is important for keeping the
patients safe and preventing spread of
infections and  patients feel more
comfortable in clean hospital environment.®
In this study 41% respondents affirmed that
they had to pay more for their medical care
than they could afford. Worldwide it is
observed that some patients report non-
adherence to therapy as a result of higher
out-of-pocket costs.?% 2!

Informed consent and shared decision
making leads to the patient's understanding
of their ailments in a better way and openly
discussing their treatment plans. ? In this
study, 91.5% of respondents were involved
in making decisions about their treatment.
An informed consent taken from the patient,
using any format, reduces anxiety and
increases comprehension of the patient.?3
Assessing patient’s understanding after
informed consent will allow the clinicians to
better manage expectations and improve the
outcome and improves patient satisfaction.?
In this study 92% respondents said that they
were satisfied with the communication skills
of the doctor on duty and there was no
gender difference in satisfaction level
observed. More female respondents (94.5%)
as compared to male respondents (89.9%)
were satisfied at a p-value of 0.233 which
was insignificant. Good communication
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skills are essential for a doctor which greatly

affects satisfaction level of patients
regarding doctor’s attitude.
The fulfillment of privacy leads to

protection, improved communication, and
dignity of patients. Better privacy can be
ensured by lowering voice or by avoiding
discussion of patient’s treatment options in
the ward where they could be overheard.
Some studies have emphasized the
importance of staff education in improving
patient privacy and satisfaction.?®?” In this
study 86.5% of respondents revealed that
they were provided enough privacy
including. Females were more satisfied with
provision of privacy during examination (p
= 0.002) Dignity and privacy are interrelated
and lack of one leads to loss of the other.?®
In this study of 200 respondents, 91% of
them identified that they were treated with
dignity at all times with higher satisfaction
level in females with p-value of 0.038.
These findings are in contrast to a study that
was conducted on female patients showing
violation of their dignity in India.?® Other
studies also confirmed that intrapersonal
values and attitudes had a central role in
preserving or threatening the patients’
dignity.%°

Study findings showed that 94% of
respondents agreed that the information they
received helped them understand their
disease. A study done to compare the
communication skills of junior and senior
residents suggests that senior residents have
an easier time having unpleasant and tough
conversations with patients as compared to
junior residents.3! Literature suggests that
overcrowding can cause a breach in
confidentiality of patient’s information with
total 75% of breaches occurring during
patient handover, examining and performing
procedures at inappropriate places and
giving patient’s credentials to computer
personnel at 25% each.® In our study 97%
respondents agreed that their personal
information was kept confidential.

In this study, about 61.5% of respondents
did not question the correctness of the
diagnosis made by the doctor including
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67.9% males and 53.8% females. These
results show clear female predominance at a
significant p-value of 0.042. Decisions made
collectively by the doctor and patient,
increase the trust of the patient in the
medical care provider.®

In this study 83.5% of the female patients
were satisfied with a highly significant p-
value of 0.003 with the amount of time the
doctor spent with them. Research shows that
the accuracy of treatment provided by the
doctor has a powerful effect on the patients’
satisfaction than the actual amount of time
and those who are given more time by the
doctor are less satisfied showing a negative
correlation between time given by the doctor
and patient satisfaction.3*

In this study, 77.5% of respondents were
satisfied with the attitude of the doctor with
higher levels of female satisfaction. In a
study conducted by the Department of
Forensic Medicine and Toxicology Tehran,
out of the 56 cases, the frequency of
malpractice was observed in 48.2 % of the
female patients.®>3® In this study 74% of the
respondents agreed that the medical staff
providing them treatment was
knowledgeable. Worldwide it is accepted
that greater knowledgeability leads to better
adherence of code of ethics by the doctor
\BIghich leads to lower rates of malpractice.”
Of the total sample, 93.5% of respondents
showed confidence and trust in the doctor
providing treatment with a higher female
satisfaction level. Trust is empirical as it
ensures patients’ compliance with the
instructions given to them. Patients are more
confident in the doctors who pay attention to
their complaints and needs.®® In our study
25% of respondents said that the research
shows that when the doctors take a dominant
role and do one-sided interactions, patients,
as well as their families, don’t get a chance
to clear their queries and feel ignored by
their medical care provider.®® In this study
93% respondents were overall satisfied
among whom 89% would recommend the
services of these hospitals to their relatives.
Many studies revealed that a satisfied patient
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refers to other relatives to the facility where
he was provided care which overall increases
utilization rates and increases the quality of
services.®

CONCLUSION:

It is concluded that there are multiple factors
that affect patient satisfaction levels
including factors related to the hospital,
services, health care provider and patient
himself. Generally, females were found much
more satisfied as compared to males with
these parameters.
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EFFECT OF CITRULLUS LANATUS SEEDS (ETHANOLIC
EXTRACT) ON NORMAL RENAL FUNCTIONS AND SERUM
ELECTROLYTES OF ALBINO RATS

NeelofarYousaf Warraich,® Amtul Hafeez,? Wardah Siddique,® Fouzia Parveen,* Shahnaz Fatima,®
Nazia Rashid,®

ABSTRACT

Objectives: To evaluate the effect of Citrullus lanatus seeds on normal renal functions and serum
electrolytes for the improvement of kidney health in order to perform its functions in normal and
stressful conditions.

Methods: The study was conducted at the Pharmacology Department, KEMU, Lahore and UVAS,
Lahore in 2017. It was a randomized controlled trial (RCT). A sample size of 16 healthy albino wistar
rats was taken. Rats were divided into two equal groups with 8 number of rats in each group and kept
separately in metabolic cages. Group A was normal control group and given normal saline once a day
orally. Group B was given the ethanolic extract of Citrullus lanatus seeds I/P 600 mg/kg/day.

Renal function tests (blood urea nitrogen, serum, and urine creatinine clearance) and serum
electrolytes (Ca™, Na*, K*, Mg**) were evaluated along with effects on urinary volume, pH and
specific gravity on day zero and day 14.

Results: Urinary output markedly increased in group B taking Citrullus lanatus seeds extract in
comparison to normal control Group A with significant p-value < 0.001. Urinary pH of group B was
improved significantly with p-value <0.001 in comparison to group A. Whereas, there was the
insignificant difference in RFTS, serum electrolytes & urinary specific gravity of both groups at the
end of the study.

Conclusion: The ethanolic extract of Citrullus lanatus seeds is helpful in maintaining kidney health to
perform its functions properly.

Key Words: Citrullus Lanatus Seeds, Renal functions Tests, Serum Electrolytes

INTRODUCTION:

Kidneys are excretory and the secretory
organ of the body responsible for the
maintenance of the hemostatic state of the
body by accomplishing the three major
goals such as glomerular filtration, tubular
resorption and tubular excretion! which are
generally assessed by renal function tests.
Electrolytes are minerals in body fluids that
carry an electric charge and keep the heart,
nerves, and muscles in proper function.
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3 Assistant Professor Pharmacology, LMDC, Lahore.
4 Assistant Professor Pharmacology, SMDC, Lahore.
5 Assistant Professor Pharmacology, SMC, Narowal

6 Assistant Professor Pharmacology, FMJU, Lahore.

As such, it is important to maintain a precise
and constant balance of electrolytes to stay
healthy. Our kidneys play an important role
in ensuring that electrolyte levels remain
invariant despite any change the body may
undergo. Having excess or insufficiency of
electrolytes in the body can be dangerous
and in some cases fatal.

Sometimes  kidneys  functions  get
deteriorated depending upon the physical,
chemical and biological circumstances that
it faces. There is circumstantial evidence
available now which shows rapid decline in
kidney function with age, different chronic
ailments and due to its exposure to toxic
substances which lead to acute and chronic
kidney failure. So, it is very important to
maintain/ improve the health of kidneys to
perform its functions in normal and stressful
conditions.
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The role of herbal remedies to boost normal
health conditions is always considered
effective. In recent years, an increasing
number of people has chosen traditional
remedies and products to improve their
health conditions either alone or in
combination with other herbal products.>
The nephroprotective role of different
naturally occurring herbs is being studied to
reduce stress caused by various reasons
such as Aloe vera®, Kabab chini?
silymarin®, rosemary, curcumin, propolis,
ginger, black seeds, turmeric.

Citrullus lanatus fruit belongs to the
Cucurbitaceae family Slight glance in past
relieves the importance of Citrullus lanatus
in traditional herbal medicine and remedies.
It is not only used to overcome severe heat
effects in the human body or quenching
thirst, but its different parts such as roots,
rind, pulp, and seeds are used for different
purposes/treatments of different ailments
because of its composition.® Seeds are the
most ignored part of the fruit, unknown to
the fact that it possess the maximal nutrient
values in comparison to the whole fruit.”
Watermelon seeds are great sources of
carbohydrates, protein (both essential and
non-essential amino acids) and oil. These
seeds comprise about 35% of protein, 50%
of oil, and 5% of dietary fiber. Watermelon
seed is also rich in micro- and macro-
nutrients such as magnesium, calcium,
potassium,  iron,  phosphorus,  zinc.
Watermelon seeds are a source of healthy
fat (unsaturated), almost 90%, vitamins,
antioxidants, minerals, proteins and
phytochemicals (phenols and flavonoids).
According to seed analysis by Okunrobo O
et al.,(2012) different minerals are present
in watermelon seed in different quantities
such as magnesium (11.4 mg/kg), calcium
(16.8mg/kg), potassium (7.8mg/kg), sodium
(5.7 mg/kg) and zinc (1.2 mg/kg).2

Seeds have magical effects as a demulcent,
pectoral tonic and; hepatoprotective and
hypotensive agents. Seeds are used to treat
bed  wetting and UTI (urinary
tract infection).® It is vermifuge; paralyzing
tapeworms and  roundworms.  Their
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antimicrobial action is better than that of
pumpkin seed 0il.2® They also possess
analgesic, anti-inflammatory activity, anti-
ulcerogenic and the hepatoprotective
activity.!?

METHODS:

The fresh fruit of Citrullus lanatus was
purchased from the local fruit market of
Lahore. The fruit was properly cut and
seeds were separated. Proper identification
of seeds was done by authorized personnel
from GC University, Lahore. Seeds were
properly washed and dried under sunlight
for 3 days and then ground into fine powder
using an electric blender. The ethanolic
extract of  Citrullus lanatus seeds was
prepared’? and dissolved in 5 ml distilled
water. The dose for individual rat i.e.
600mg/kg was calculated. Doses were
administered through feeding guage no. 16.
Adult healthy albino rats of male gender
weighing 150-200 grams were purchased
from the local market. Animals were
numbered and Kkept in iron cages in
individual groups, under good hygienic
conditions, at room temperature under
natural light and dark cycles so that to
maintain the biological clock in the animal
house of UVAS. Food and water were
provided ad libitum.

Rats were divided into two experimental
groups, containing eight rats in each group
randomly. Group 1 was a healthy control
group and 0.5 ml of distilled water was
given orally once a day with a feeding tube
(16 guage). Group 2 rats were given
Citrullus lanatus seeds ethanolic extract in
the dose of 600 mg/kg/day body weight
orally with a 16 gauge feeding tube once
daily. All the treatment was provided daily
for 14 days. 24 hours of urine of rats was
collected in a clean glass container and
volume was measured in measuring glass
beaker.

In a small amount of urine; its specific
gravity, pH, glucose, and albumin were
assessed by urine test strips of URIMED,
Biotec Diagnostics UK Ltd.™® The results
were evaluated according to the change of
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colors on the strips as mentioned on the
strip leaflet.

The remaining urine was not centrifuged
and poured into serum cups and stored in
the research freezer (-20°C) for analysis of
urine creatinine later About 1-1.5 milliliters
of whole blood was drawn by the cardiac
puncture® using disposable syringes. The
collected blood sample was transferred to
labeled gel tubes and allowed to clot at
room temperature for 30 minutes, then
centrifuged at 3000 rev/min for 15
minutes.!* The clear serum obtained was
separated and shifted in serum cups and
preserved at -20 °C till serum analysis was
started. Lab tests were performed for
analysis of RFTs and serum electrolytes. All
the tests were performed on semiautomatic
clinical chemistry analyzer, micro lab 300.
Methods were followed as provided by
manufacturer. Before the performance, the
cuvettes and the frozen samples were
warmed to desired temperature (37°C).

All data was entered on graph pad prism
version 8 for statistical analysis and p-value
less than 0.05 was considered significant.

RESULTS:

Renal function tests including blood urea
nitrogen, serum, and urine creatinine and
creatine  clearance  were statistically
insignificant in normal control group A and
Citrullus lanatus seeds extract group B.
Similarly, electrolytes such as calcium,
potassium, sodium and magnesium levels in
serum of both groups were insignificant.

24 hours urinary output was significantly
increased in group B in comparison to
normal control group A. Urinary pH was
improved in group B in comparison to
group A whereas the insignificant difference
was observed in the specific gravity of urine
in both groups.

Table 1: comparison of RFTs among groups
(n=8, meant SEM)

Journal of Akhtar Saeed Medical & Dental College.

Urine

Creatinine(mg/dI) 82.06+21.13 | 108.87+21.16
Creatinine

Clearance(ml/min) | >80¥1.06 | 4.68+0.88

Group A: Normal control group, Group B:
Citrullus lanatus seeds extract group

Table 2: Comparison of serum electrolytes
among groups (n=8, mean+ SEM)

Sﬁez;l:tr'glytes(mmoul) Groupas fGroupiB
Serum sodium 139.70+6.50 | 134.30+8.01
Serum potassium 4.86+0.33 4.69+0.21
Serum calcium 8.94+1.38 8.17+1.20
Serum magnesium 1.98+0.12 1.91+0.10

Group A: Normal control group, Group B:
Citrullus lanatus seeds extract group

Table 3: Comparison of urinary parameters
among groups (n=8, mean+ SEM)

Urinary parameters Group A | GroupB
f::l‘)rs urinary output | 53 00+0.92 | 31.50+3.38
Specific gravity 1.02+0.01 1.02+<0.01
pH 6.50+0.37 5.65+0.17

RFTs Group A | Group B
Blood Urea Nitrogen

(mg/dl) 12.43+0.75 | 16.60+1.96
Serum

Creatinine(mg/dl) 0.35+0.08 0.51+0.09

Group A: Normal control group, Group B:
Citrullus lanatus seeds exrtract group.

DISCUSSION:

Citrullus lanatus seeds are a combination of
various components that are beneficial as
well protective for kidneys. Electrolytes and
various minerals content in the seeds are the
main sources to improve functions of the
kidney and deteriorate its functions in
stressful conditions that may lead to acute or
chronic renal failure. In our current study,
we tried to evaluate the effect of Citrullus
lanatus seeds in order to improve kidney
health. We observed that there was no effect
of Citrullus lanatus seeds extract on blood
urea nitrogen when administered alone to
healthy rats. This effect is in accordance
with a previous study in which the effect of
Citrullus lanatus seeds was evaluated in
normal healthy rats.’ But over the period of
time, there was no significant difference
within group A at day 0 and 14 but
significant difference was present within
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group B at day O and day 14 which shows
that seeds extract improves the Blood urea
nitrogen in normal healthy rats. The seeds
of Citrullus lanatus neither increased nor
decreased the serum creatinine and urine
creatinine and creatinine clearance in
normal healthy rats. No literature is found in
support of the effect of Citrullus lanatus
seeds on creatinine levels and creatinine
clearance in normal healthy rats.

No change in serum potassium and
magnesium levels of group B was noticed at
day 14 in comparison to normal control
group A. This effect was in accordance with
a previous study in which no effect was
seen in serum potassium values after using
Citrullus lanatus seed extract.™

No change in serum calcium and sodium
levels of group B was noticed at day 14 in
comparison to normal control group A
which shows that Citrullus lanatus seed
extract kept the serum calcium and sodium
levels within the normal range in healthy
rats. Over a period of time, there was no
significant difference within group an on
day 0 and 14 but a significant difference
was present within groups B on day 0 and
day 14.

In group B diuretic effect of the Citrullus
lanatus, seed extract was observed whereas
urinary specific gravity and pH remained
unchanged showing that seeds extract
helped to maintain them in the normal
range.

CONCLUSION:

According to these findings, it is concluded
that the ethanolic extract of Citrullus lanatus
seeds is helpful in maintaining kidney
health to perform its functions properly.
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COMPARISON OF THE RESULTS OF ANTERIOR NASAL PACKING
VERSUS WITHOUT ANTERIOR NASAL PACKING FOR BETTER

MANAGEMENT OF SEPTOPLASTY
Zubair Igbal Bhutta!, Ali Husnain Sheikh?, Muhammad Dawood Saleem?, Shuman Roy*

ABSTRACT

Objectives: The rationale of this study was to compare the results of anterior nasal packing versus
without anterior nasal packing for better management of septoplasty.

Methods: This study was conducted in the department of ENT, Akhtar Saeed Trust Hospital Lahore
on 220 patients who were randomly divided into two equal groups. Septoplasty was performed by a
single team of surgeons and patients were followed till 6 weeks for evaluation of post-septoplasty
complications like pain, septal hematoma, and bleeding. Data was collected on a specially designed
proforma (attached) and analyzed on SPSS version 20.

Results: In this study of 220 patients, there were 139 males and 81 females with age range from 18 to
45 years. The mean age of 139 (63.2%) male patients and 81 (39.1%) female patients was 25.90 +
5.974. The female to male ratio was 1:1.7. In group “A” consisting of 67 (60.9%) male and 43
(39.1%) female patients the mean age was 25.89 + 5.97. Similarly, group “B” consisting of 72
(65.5%) male and 38 (34.5%) female patients the mean age was 25.92 + 6.194. In group “A” (with
anterior nasal packing) after septoplasty 51 (46.4%), 45 (40.9%) and 14 (12.1%) patients described
mild, moderate and severe pain respectively on visual analog scale. In group “B” (without anterior
nasal packing) 18 (16.4%) had no pain and 92 (83.6%) patients had mild pain during the first 24 hours
post-operatively (P-value < 0.05). During septoplasty 03 (2.75) patients from each group developed
primary heamorrhage of grade I. Reactionary haemorrhage was noted in 27 (24.5%) patient in group
A and 8 (7.30%) in group B. Secondary heamorrhage was noted in 26 (23.6%) patients in group A
and 04 (3.6%) in group B with statistically significant difference (P-value < 0.05).

Conclusion: On the basis of results in two groups, post-septoplasty complications rate of pain,
primary & secondary haemorrhage was less in group B (without anterior nasal packing) than in group
A (with anterior nasal packing). Septal hematoma formation was rare in both groups and statistically
was not significant. On the basis of the result obtained from this study, it is recommended that
septoplasty operation without anterior nasal packing can be used confidently to achieve the best
surgical results.

Key Words:  Nasal septum, septoplasty, Nasal Packing

INTRODUCTION

It is a common and traditional practice to do
anterior nasal packing after septoplasty to
prevent bleeding, septal haematoma,
synechiae and to get a midline position of
septal cartilage and coaptation of the
mucoperichondrial&mucoperiosteal ~ flap.
Anterior nasal packing causes nasal pain,

earache, gag and difficulty in swallowing,

and prolong hospital stay.! Although these
are temporary sufferings and revert after
removal of anterior nasal packing but a
cause of considerable nuisance to the patient
during the period of anterior nasal packing
and its removal after 24 - 48 hours.?

headache, epiphoria, dryness of mouth,
disturbed sleeping pattern, blocked ears,

1Professor ENT, AMDC, Lahore.
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4 Senior Registrar ENT, AMDC, Lahore

Considerable bleeding may start during
anterior nasal packing removal due to injury
to the nasal mucosa and becomes difficult to
control and require anterior nasal packing to
be done again. The patient may complain of
severe discomfort and can request for the
removal of packing under general
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anaesthesia. The injured mucosa of the
septum and turbinates adhere together to
form synechiae formation in the nasal
cavities in the post-operative period.> These
adhesions  (synechiae)  cause  nasal
obstruction, crusting, nasal pain, pooling of
nasal secretions, ultimately infection and
bleeding from the nasal cavities. The patient
return with initial symptoms and consequent
failure of surgery.* Paraffin granuloma
formation result by anterior nasal packing on
the nasal septum. Tight nasal packing to
prevent septal haematoma, bleeding and
stabilization of septal cartilage, in the
midline position increases chances of septal
cartilage necrosis due to reduced blood
supply leading to septal perforation.®

A rare condition, toxic shock syndrome;
occurs after septal surgery with nasal
packing. It is caused by staphylococcal
(sometimes streptococcal) bacteremia and
the patient develops nausea, vomiting,
purulent secretions, hypotension and body
rash.'®  Pragmatic benefits without nasal
packing septoplasty, do not cause nasal
obstruction, nasal pain, headache, dryness of
mouth, blockage of ears, earache, gag,
difficulty in swallowing, epiphora and
disturbed sleeping pattern.

In this context, different studies and
literature suggest that anterior nasal packing
is not necessary after septoplasty to prevent
post-operative nasal bleeding and septal
haematoma.”® Therefore the routine use of
anterior nasal packing following septoplasty
is not justified.®

METHODS

This study was conducted in the ENT
department of Akhtar Saeed Trust Hospital
from July 2017 to June 2019. It was a
randomized control trial. Non- probability
purposive sampling technique was used.

The sample size has been calculated (Maeed
and Al-Shehri., 2011) using the expected
percentage of post-operative pain in group A
(with an anterior nasal packing) 28.60% and
11.40% in group B (without anterior nasal
packing) at 90% power of study and 5%
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level of significance. In this study, 220
patients were allocated randomly into
groups A and B comprising 110 patients in
each group. Patients were included in the
study regardless of the type of septal
deviation, patients of either sex between the
ages of 18 to 45 years were incorporated in
this research work.

All those patients who were submitted to
revision surgery, had associated nasal
surgeries (e.g,; Septo-Rhinoplasty),
hypertensive, had coagulation disorders (PT
> 14sec., APTT> 35sec., INR> 1.2) were
excluded. Each patient was randomly
allocated into two groups as Groups A (110
patients) and group B. (110 patients) by
using the balloting method.

All collected data were analyzed using SPSS
version 20. Descriptive statistics, mean and
+ S.D was used for quantitative data like age
(years). Frequencies and percentages were
calculated for qualitative data like gender
and post-operative complications.
Independent sample t-test was applied to
compare the intensity of postoperative pain
on the visual analog scale in both groups.
Chi-square test was applied to compare the
presence of postoperative haemorrhage &
septal haematoma in both groups.

RESULTS:

In this study, the average age of patients was
25.90 + 5.974 years. The minimum age of
patients was 18 and the maximum age of
patients was 45 years. The mean age of
patients in Group A and Group B was 25.89
+ 5773 and 2592 + 6.194 vyears
respectively. There was no statistical
difference in age in group A and group B, p-
value > 0.05 (0.793). In group A with
anterior nasal packing, there were 67 (60.90
%) males and 43 (39.10 %) females and in
group B without anterior nasal packing, 72
(65.5% %) males and 38 (34.5 %) female
patients. The female to male ratio was 1:1.7.
There was no statistical difference in gender
in 'group A and group B, p-value >
0.05(0.793). Gender distribution showed
that there were 139 (63.2%) patients were

April — June 2019, Volume 01, Issue 02

70



male and 81 (36.8%) were female. Male
B* = Pain measured in group B (without
anterior nasal packing)

After septoplasty, 51 (46.4%), 45 (40.9%)
and 14 (12.7%) patients described mild,
moderate and severe pain respectively in
group A (with an anterior nasal packing),
Table 1.

While in group B. 18 (16.4%) patients were
free of pain and mild pain complained by 92
(83.6 %) after septoplasty. There was a
statistically significant difference between
group A and group B (p-value < 0.05). After
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patients were dominating female patients

24 hours pain intensity shifted from mild to
moderate and severe levels 10 (9.1%), 18
(16.4%) and 82 (74.5%) respectively in
group A. on the other side in group B, 93
(84.5%) were free of pain and 17 (15.5%)
complained mild pain on visual analog
scale. There was a statistically significant
difference between group A and group B (p-
value < 0.05).

Table 1: Comparison of Pain in Group A and Group B
Pain
Time Group No Pain | Mild Pain | Moderate Pain | Severe Pain p-Value
A Frequency 0 51 45 14
After Percent 0% 46.4% 40.9% 12.7%
Nasal ercen 0 4% 97 AL
Packing B Frequency 18 92 0 0 0.00*
Percent 16.4% 83.6% 0% 0
A Frequency 0 10 18 82
After 24 Percent 0% 9.1% 16.4% 74.5%
R B Frequency 93 17 0 0 0.00*
Percent 84.5% 15.5% 0% 9%
During A Frequency 0 0 38 72
pack Percent 0% 0% 34.5% 65.6%
removal
after 48 | ga | Frequency 100 10 0 0 0.00*
Hours Percent 90.9% 9.1% 0% 0%
A Frequency 14 96 0 0
01 Percent 12.7% 87.3% 0% 0%
Weeks " Frequency | 110 0 0 0 0.00*
Percent 100% 0% 0% 0%
A Frequency 43 67 0 0
02 Percent 39.1% 60.9% 0% 0%
Weeks B Frequency 110 0 0 0 0.00*
Percent 100% 0% % 0%
A Frequency 110 0 0 0
03, 04, P t 100% 0% 0% 0%
05 & 06 ercen 0 0 0 0
weeks B | Frequency 110 0 0 0 0.00*
Percent 100% 0% 0% 05

*p - value< 0.05
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Table 2 Septal Haematoma Formation in Group A and Group B
SeptalHaematoma
No Haematoma Haematoma Total
Frequency 107 03 110
Group A Percent 973 2.7 100.0
Group B Frequency 106 04 110
Percent 96.4 3.6 100.0
P- Value 0.083 0.045 0.320

*p - value > 0.05

After 48 hours, anterior nasal packing was
removed in group A patients and pain levels
dramatically shifted towards moderate and
severe pain in 38 (34.5%) and 72 (65.5%)
patients respectively. While 100 (90.9%)
patients in group B were free of pain and
only 10 (9.1%) patients had mild pain. There
was a statistically significant difference
between group A and group B (p-value <
0.05).

After one week 110 (100%) patients were
free of pain in group B (without anterior
nasal packing). 14 (12.7%) patients in group
A were free of pain and 67 (60.9%) patients
had mild pain. There was a statistically
significant difference between group A and
group B (p-value < 0.05).

After two weeks, all patients in group B
(without anterior nasal packing) and 43
(39.1%) in group A (with an anterior nasal
packing) were free of pain while 67 (60.9%)
patients had mild pain in group A (with

statistically significant difference between
group A and group B (p-value < 0.05). After
03, 04, 05 & 06 weeks all patients in group

A and group B were free of pain.

In group A (with an anterior nasal packing)
03 (2.7%) patients and in group B (without
anterior nasal packing) 04 (3.6%) patients
developed septal haematoma, table 2. There
was no statistically significant difference
between group A and group B (p-value >

0.05).

During septoplasty, 03 (2.7%) patients from
each group developed primary haemorrhage
of grade I, table 3. Reactionary haemorrhage
was noted in 27 (24.5%) patients in group A
in group B. Secondary
haemorrhage was noted in 26 (23.6%)
patients in group A and 04 (3.6%) in group
B. There was a statistically significant
groups in,
reactionary and secondary haemorrhage (p-

and 8 (7.3%)

difference  between two

value < 0.05).

anterior nasal packing). There was a
Table 3: Bleeding in Group A and Group B

No Bleeding | Grade I Grade Il | Grade Il | Grade IV

Bleeding Bleeding Bleeding Bleeding
Primary (Group A) 107 3 0 0 0
Reactionary (Group A) 83 27 0 0 0
Secondary (Group A) 84 26 0 0 0
Primary (Group B) 101 3 0 0 0
Reactionary (Group B) 102 8 0 0 0
Secondary (Group B) 106 4 0 0 0
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DISCUSSION

In this study, the total number of the patient was
220. Patients were between the age ranges of 18
- 45 years. The mean age of patients was 25.90 £
5.974 years with 139 (63.2%) male and 81
(36.8%). female patients. There was no
statistically significant difference between age
and gender in group A and group B (p-value >
0.05). In this study, the female to male ratio was
1: 1.7. This higher proportion of male patients is
also reported in literature 3.In this study, all
(220) patients were randomized into two equal
groups by balloting method. Group A
comprised of 110 patients and was subjected to
pack with anterior nasal packing after
septoplasty. While group B also comprising of
110 patients was managed without anterior nasal
packing post-operatively. We documented and
correlated post-operative data in terms of pain,
bleeding and septal haematoma in group A and
group B. Data of Pin description was collected
from patients on visual analog scale reading
from O to 10 level at 24 and 48 hours, then on 7,
14. 21, 28, 35 and 42 days after procedure.After
septoplasty, nasal pain at 24 and 48 hours was
higher in group A (Patients with anterior nasal
packing) on VAS than group B (Patients without
anterior nasal packing). In group A, mild,
moderate and severe pain complained by 31
(46.4%), 15 (40.9%) and 14 (12.7%) patients
respectively in first 24 hours after septoplasty.
At the end of 48 hours during the removal of
anterior nasal packing pain level in group A
shifted from mild, moderate and severe stage to
moderate and severe level in 38 (34.5%) to 72
(65.6%) patients respectively reporting a value
greater than 7 on visual analog scale - severe
pain on visual analog scale. On the other side,
after 48 hours 100 (90.9%) patients in group B
were free of pain and remaining 10 (9.1%) had
mild pain. In literature, similar results are
present in which high grades of postoperative
pain were narrated by patients in first 24 hours
and higher upon removal of the pack in the
anterior nasal packing group “ Their stated
grades on visual analog scale were significantly
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more than those without anterior nasal packing
septoplasty. Patients with anterior nasal packing
septoplasty ominously showed more tears,
headache and complained disturbed sleep
patterns. One more study depicts similar data in
which post-operative pain was evaluated after
septoplasty in 697 patients °. This study
exhibited that patients packed with anterior nasal
packing complained more pain than those
without anterior nasal packing after. septoplasty.
In our study, patients without anterior nasal
packing were 90.9% free of pain and no pain
recorded in a single patient after 1 week.
However, patients in group A with anterior nasal
packing complained nasal pain till the end of 3rd
week. Statistically significant  differences
persisted throughout the study till the end of 3
weeks between two groups (p-value > 0.05). In
this study, patients in group A (with anterior
nasal packing) had minor oozing after
septoplasty and more oozing upon removal of
anterior nasal packing after 48 hours. This
oozing was managed conservatively by nose
pinching and vasoconstrictor drops in 83
(75.3%) patients. Remaining 27 (24.7%) patients
had grade 1 reactionary haemorrhage and 6
patients were repacked with anterior nasal
packing for next 12 hours. On the other hand, in
group B, reactionary haemorrhage of grade |
was noted in 8 (7.2%) patients. They were
managed with vasoconstrictor drops and anterior
nasal packing was not done even in a single
patient. Such observations are also described in
the literature 7. Post-operative reactionary
haemorrhage up to 7.7% had been reported. Half
of these patients were managed with
conservative treatment and remaining half were

repacked to  control the  reactionary
haemorrhage. Their statistical data was
significant with and without anterior nasal
packing after septoplasty. In addition, 26

(23.6%). cases of secondary haemorrhage in
group A and 04 (3.6%) cases in group B came
back on 7th and 9™ day and all were packed with
anterior nasal packing for next 12 hours. In
group B without anterior nasal packing, post-
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operative oozing was minimal on the first day
compared to patients with nasal packing. Five
patients came back with minor oozing within 24
48 hours on 3rd day of operation. This oozing
was managed with nose pinching and
vasoconstrictor drops and send back to home
with assurance. In group A and group B, patient
did not come back with secondary haemorrhage
of grade II, Ill and IV after septoplasty. 84
(76.4%) patients in group A and 106 (96.4%)
patients in group B did not report any problem
till the end of this study. Similar results also
have been reported in literature 8 After
septoplasty, patients in group B (without nasal
packing) were discharged on the same day
compared to patients in group A (with anterior
nasal packing) who were discharged on second
and third day. In this study. septal haematoma
was a rare complication after septoplasty. Only
03 (2.7%) patients in group A and 04 (3.6%)
patients in group B developed septal haematoma
(p-value > 0.05). The septal haematoma was
drained and nasal cavity packed for 12 hours.
These results show that anterior nasal packing
has no substantial role to prevent the septal
haematoma after septoplasty. These results
correlate with a study®® in which only one
patient with anterior nasal pack 1H, developed
septal hematoma post-operatively. A meta-
analysis study conducted by Ranglawala®
reported that 10' and 07 out of 948 patients
developed septal haematoma in packed and non
- packed groups respectively. Consequently if
anterior nasal packing is certainly effective then
there should be no septal haematoma formation
in anterior nasal packing septoplasty and
definitely should have septal haematoma
formation in all patients without anterior nasal
packing.

CONCLUSION

On the basis of findings in this study, group
B (without anterior nasal packing) had an
early pain free rate (at day 1) and less
complications (such as primary & secondary
haemorrhage) compared with group A (with
anterior nasal packing). The septal
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hematoma  formation is  statistically
insignificant in both groups. In the future,
we can perform septoplasty without anterior
nasal packing to achieve early pain - free
rates, fewer complications, less hospital stay
and may be higher satisfaction of our
patients.
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PHARMACOLOGICAL ACTIONS OF NIGELLA SATIVA (KALONJI)

Muhammad Usman Bashir! and Hamid Javaid Qureshi?

ABSTRACT

Nigella Sativa (Kalonji) is extensively grown in many countries including Pakistan. These have been
used for therapeutic purposes for centuries.

Its effects are due to its constituent's thymoquinone and thymohydroxyquinone. Thymoquainone
reduces the duration of tonic-clonic seizures. Nigella Sativa possesses anxiolytic and neuroprotective
effects. Its seeds extract reduces systolic and diastolic blood pressures and blood lipids. Reduction in
blood glucose, leucocyte and platelet counts has been reported. Thymoquinone has gastroprotective
and hepatoprotective effects. Its seeds are potential immunosuppressive, cytotoxic, antibacterial and
antiprolifertive agents. Aqueous extract of Nigella Sativa increases weight of reproductive organs,
spermatogenesis, and secretion of seminal vesicles and prostate. This extract also has anti-
inflammatory, analgesic, antipyretic and antioxidant effects.

To conclude, the seeds of Nigella Sativa in addition to their use as spices possess a variety of

Pharmacological actions.

KeyWord:

INTRODUCTION:

Nigella sativa is extensively grown all over
the world including Pakistan, India, Iran,
Afghanistan, and many Arab countries. Its
seeds are used as a condiment in Middle
Eastern and South Asian cuisine. The seeds
impart flavor to curries, vegetable stews, and
pulses. The scientific name, Nigella Sativa,
is a derivative of the Latin “niger” (black). It
is known by a variety of names in English
such as black cumin, fennel flower or
Roman coriander. It is called “siyahdaneh”
in Persian, “habbat-ul-barakah” in Arabic
and “kalonji” in Urdu,.!

Numerous references to kalonji seeds can be
found in ancient medical texts and religious
scriptures. Prophet Muhammad (peace be
upon him) said, “Use this Black Seed
regularly, because it is a cure for every
disease, except death.” An Assyrian Herbal
book has described black seed as a remedy
for stomach related problems and also as a
medicine for external problems like those of
ears, eyes, mouth, and skin (e.g. herpes,
sores, and rashes).

! Associate Professor Physiology, CIMS, Multan.
2 Professor Physiology, AMDC, Lahore.

Nigella Sativa, Blood platelets, Spermatogenesis, Prostate

Nefertetes and Cleopatra used it for its
healthy and rejuvenating qualities. Pliny
described its myriad of uses like therapy for
scorpion stings, snake bites, skin rashes,
abscesses and tumors.*

TRADITIONAL USES:

Nigella sativa was used for therapeutic
purposes both in herb and oil-pressed forms
for centuries, in Middle East, Asia, and
Africa. Traditionally, it was used as a
remedy for a number of conditions related to
respiratory, gastrointestinal, renal and
hepatic functions, and as circulatory and
immune system support apart from
generalized health.

It was usually consumed with food or in
combination  with  honey. In the
‘UnaniTibb’, Nigella sativa was considered
as a useful cure for various ailments. A
suspension made from its seeds was
considered useful in the treatment of
dyspepsia, anorexia, diarrhea, amenorrhea,
parasitic infestations, and skin lesions.
Ingestion of roasted seeds provided anti-
emetic effect.®
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PLANT MORPHOLOGY:

Nigella Sativa is a member of the
Ranunculaceae family with about 14 species
in its genus. Amongst these species, Nigella
sativa is extensively investigated for
medicinal properties.®’

It is an annual flowering plant, found in
southwest Asia. The average height of this
plant is 20-30 cm, and its leaves are finely
divided (Fig. 1). It has a range of colorful
flowers. The fruit is a capsule comprising of
many unified follicles, containing abundant
seeds. It has a pungent taste and smells
faintly of strawberries. The seeds contained
in the fruit are used for medicinal purposes.®

NNASAED: J'{*ll !

Fig. 1: The seeds (right) and flowering plant
(left) of Kalonji.

The majority of the studies involved the
seeds of the plant. Phytochemical studies
have been done on the essential oil°, fixed
0il*®, methanolic extract'?, aqueous extract®?,
ethanolic extract'®'* and n-hexane extract'*
obtained from the seeds.

It is chemical composition reveals that
Nigella Sativa has: fixed oil (35.6-41.6%),
volatile oil (0.5-1.6%), amino acids, proteins
(22.7%),  alkaloids,  saponins,  toxic
glycosides, amongst many other compounds.
These also contain minerals like iron,
sodium, copper, calcium and zinc and
vitamins e.g. ascorbic acid, folic acid,
thiamine, niacin, and pyridoxine. They also
yield fatty acids esters (e.g. dehydrostearic
acid, palmitic acid and oleic acid,) and
unsaturated hydroxy ketones, sterylesters,
sterylglucosides, acylatedsterylglucosides,
lipase, phytosterols, and B-sitosterols.t
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Ghoshehet al.® after carrying out HPLC
(high-performance liquid chromatography)
analysis of Nigella sativa concluded that the
concentration  of  thymoquinone  and
thymohydroquinone (THQ, termed
‘Nigellone’ by earlier workers) and some
other constituents depended upon the
conditions of storage of the seeds.

PHARMACOLOGICAL

ACTIONS OF NIGELLA SATIVA:
Nigella sativa possesses a large number of
pharmacological actions and numerous
studies have been done so far on various
properties of this plant.

Thymoquinone shortened the time span of
tonic-clonic fits.’® Aqueous and methanolic
extracts produced significant alteration in
the general behavioral patterns and
reduction in spontaneous motor activity and
body temperature, suggesting a central
nervous system (CNS) depressant action of
Nigella sativa.!! Nigella sativa was also
found to possess anxiolytic and
neuroprotective effects in rats.*"®

In an eight weeks study, systolic blood
pressure (SBP) values in patients with
hypertension receiving Nigella sativa seed
extract supplementation were found to be
significantly lower when compared with the
control group. In addition, the reduction in
blood pressure was found to be dose-
dependent. A significant decrease in total
cholesterol and LDL-cholesterol were also
seen.!® Another study revealed that Nigella
sativa also possessed blood pressure-
lowering properties which were similar to
nifedipine. A Nigella sativa extract given
orally had significantly increased diuresis
after 15 days of treatment in spontaneously
hypertensive rats. Thymol, one of its active
ingredients, reduced blood pressure by
blocking calcium channels.’
Supplementation of the diet with seed
extract, caused homogenous cardiac
hypertrophy  and  enhanced  cardiac
contractility in normal rats.

In one study, Nigella sativa fixed oil was
administered orally to rats for 12 weeks.
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Total cholesterol, total leukocyte count
(TLC), platelets and serum glucose were
found to be decreased.?! In another study,
Thymoquinone resulted in a significant
decrease in blood cholesterol, low-density
lipoprotein (LDL) levels and triglycerides.??
In hamsters, a significant reduction in serum
glucose and an increase in insulin level was
noted following treatment with oil of Nigella
Sativa.?® EI-Mahmoudy et al. demonstrated
B-cell conserving function of thymoquinone
using diabetic rat model. The hyperglycemia
was significantly diminished in
thymoquinone treated rats.?* Recently, in a
Pakistani study also, Nigella sativa was
found to possess hypoglycemic properties.?®
In minute concentrations, cells sensitized by
the secretagogues antigen demonstrated
reduced histamine release with Nigellone.?®
Effects of thymoquinone and nigellone were
investigated on the trachea (antispasmodic
effect) in rats. Thymoquinone minutely
modified the ciliary clearance rate whereas
nigellone markedly increased it.?” In another
study, intraperitoneal injection of
thymoquinone resulted in a significant
reduction of allergen-induced eosinophilic
lung inflammation while decreasing the
activity of goblet cells.?8

Thymoquinone and oil of Nigella sativa also
showed gastroprotective activity.?® The
gastroprotective activity of Nigella sativa
was also established against alcohol-induced
gastric injury, acidity of the stomach and
experimentally induced colitis.>0-2
Significant protection was exhibited against
carbon tetrachloride mediated hepatotoxicity
by Thymoquinone given orally.®® When
comparing hepatoprotective effects of
Thymoquinone and Silybin against the
toxicity produced by tetra-butyl
hydroperoxide (TBHP) in rat hepatocytes, it
was found out that even though both
compounds  prevented  TBHP-induced
toxicity, thymoquinone resulted in lesser
enzyme leakage than silybin.®* In another
study, hepatic ischemia was induced in rats,
followed by reperfusion. Nigella sativa was
administered intraperitoneally, both before
inducing ischemia and before reperfusion.

Journal of Akhtar Saeed Medical & Dental College.

The levels of various liver enzymes were
significantly lower in Nigella sativa treated
group compared to control group.®

It was found that in the diabetic rabbit
model, treatment with Nigella sativa
increased the red blood cells, neutrophil
percentage, and leukocyte counts.®® Anti-
angiogenic activity on endothelium of aorta
in rats was also observed.®

Nigella sativa oil pOSSesses
immunomodulatory and immunotherapeutic
properties.®®%° It is able to improve age-
related decline in functions of T cells.
Supplementation with the Nigella sativa oil
in healthy elderly people has been shown to
enhance immune response.*’ It could be
regarded as potential cytotoxic and
immunosuppressive agent.*
Thymoquinone’s  concentration-dependent
anti-proliferative actions were investigated
in neoplastic and normal cell lines. It was
found to impede proliferation.*? In
osteosarcoma and human colon neoplastic
cells it also induced G1 phase cell-cycle
arrest.***° Thymoquinone also offers some
protection against human neuroblastoma and
androgen-dependent human prostate
cancer. 647

Treatment of rats with ethanolic extract
decreased deposits of Calcium oxalate.*®

Aqueous extract of Nigella sativa
significantly  increased the size of
reproductive  organs, sperm  motility,

spermatogenesis and secretions of seminal
vesicle and prostate.*°

In S. aureus and E. coli infected mice, both
essential oils and crude extracts of Nigella
sativa exhibited anti-bacterial effects.>
Similarly, thymohydroquinone (THQ) and
thymoquinone (TQ) were also found to
pOSSess antibacterial effects against
Pseudomonas aeruginosa, Escherichia coli,
and other bacteria.!

Nigella sativa oil showed a strong anti-viral
action against infection with
cytomegalovirus.>?>  In  another  study,
antiviral activities against laryngotracheitis
virus were exhibited by both Nigella sativa
and green tea.*® Chloroform and Methanol
extracts of the Nigella sativa showed strong
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anti-fungal actions against the hospital and
standard Candida albicans strains. Aqueous
extract of Nigella sativa, however, showed
no effect.®® Nigella sativa oil also produced
significant effects on parasitemia in
Trypanosomabrucei-infected rats.>*
Antioxidant properties of thymoquinone
have been explained through different
mechanisms in several studies.>>°

Nigella sativa significantly declined the paw
edema induced with carrageenan. Analgesic
activity was also tested in mice. The extract
produced a significant analgesic effect in
mice as seen by the increase in reaction time
when exposed to hot plate. However, its
crude suspension showed no effect on
pyrexia induced by yeast.!2

The effect of methanolic and aqueous
extracts of black cumin seeds was
investigated on pain response in albino
mice. Methanolic and aqueous extracts were
injected intraperitoneally to the mice and hot
plate reaction time was estimated. The
observations suggested that both the extracts
possessed analgesic and CNS depressant
effects.!!

Effectiveness of thymoquinone and Nigella
sativa oil against rheumatoid arthritis was
evaluated in rats. Oral thymoquinone was
given to rats in a dose of 2.5mg/Kg. The
control group received only the normal
saline while the reference group was given
standard drug methotrexate. Thymoquinone
was found to suppress adjuvant-induced
arthritis  clinically and radiologically,
significantly, as compared with the control
and reference groups.®’

It can be concluded that seeds of Nigella
Sativa in addition to their use as spice

possess a variety of Pharmacological
actions.
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Case Report

SPONTANEOUS BILATERAL TUBAL ECTOPIC PREGNANCY

Ambreen Mumtaz and Uzma Siddique

Abstract:

Bilateral spontaneous tubal pregnancy is the rarest form of ectopic pregnancy. Bilateral tubal
pregnancy in the absence of proceeding ovulation induction is rare, with an incidence of 1 in 725 to 1
in 1580 ectopic pregnancies. Preoperative diagnosis is difficult because ultrasound has its limitations.
They are usually diagnosed at the time of surgery. We report a case of spontaneous bilateral tubal
pregnancy. A 35 years old patient with parity 3 and 1 abortion was admitted with the complaint of
pain in lower abdomen with vaginal bleeding for 1 month. Laparotomy was done for the diagnosis of
single ectopic pregnancy but diagnosis of bilateral tubal pregnancy was made intraoperatively.
Bilateral salpingectomy was performed without complication and histopathology report confirmed the
diagnosis. This highlights the importance of closely examining both tubes at the time of surgery in
order to prevent maternal morbidity and mortality.

Key Words: Ectopic pregnancy, Tubal Pregnancy, Assisted Reproductive Technique,

INTRODUCTION:

Ectopic pregnancy constitutes one of the
leading causes of  pregnancy-related
maternal deaths. According to WHO 2007,
5% of maternal mortality in the developed
countries is due to ectopic pregnancy.®?
Exact incidence remains unknown as the
diagnosis is often missed when the ectopic
pregnancy resolves spontaneously at an
early stage. Recently, the problem of ectopic
pregnancy has been magnified due to
advanced maternal age, pelvic inflammatory
disease (PID), tubal surgery, intrauterine
device, infertility and assisted reproductive
technique (ART).

Spontaneous bilateral tubal pregnancy is a
rare disease that occurs in 1 per 200,000
pregnancies.! The incidence of bilateral
tubal pregnancy has been reported to be
increasing as a result of increased use of
induction ovulations. However, bilateral
tubal pregnancy in the absence of preceding
ovulation induction is a rare condition with
an estimated incidence of 1 in 725 to 1 in
1580 ectopic pregnancies.?

Department of Obstetrics and Gynaecology, Akhtar
Saeed Trust Hospital, Lahore

The rarest from of ectopic pregnancy is

bilateral tubal pregnancy which occurs
spontaneously.?
Most  patients  with  bilateral  tubal

pregnancies have similar risk factors to
those with unilateral ectopic pregnancy.®*

CASE REPORT:

The patient was 35-year-old P3, with
previous vaginal deliveries and history of
miscarriage 4 months back followed by
evacuation by the dai. After that, she had 2
normal menstrual cycles and in the third
month, she developed pain in lower
abdomen and continuous P/V bleeding for 1
month. There was no history of
contraception, any abdominopelvic surgery
or use of ovulation induction. However,
there was history of vaginal discharge off
and on for many years.

The patient was haemodynamically stable.
There was tenderness in lower abdomen. On
pelvic examination, uterus was bulky,
tenderness was present on mobility of cervix
and fullness noted in the posterior and left
fornix. Bleeding was mild. Haematological
evaluation showed Hemoglobin = 10gm/dl
,Hematocrit = 30% ,WBC count =

April — June 2019, Volume 01, Issue 02

83



6400/mm® and Beta HCG was 5700iu/l.
Ultrasound report revealed a left adnexal
mass measuring 5.3x5.1 cm and uterine
cavity was empty, with moderate amount of
fluid in the pelvis. Right adnexa was
unremarkable and measured 2.4 x 1.8cm.
Exploratory laparotomy was performed
which revealed haemoperitoneum. Left tube
was swollen, bleeding and partially ruptured
with 500 cc clots removed from cul-de-sac.
When right tube was examined for its status,
then right intact ectopic pregnancy was
diagnosed (refer to diagram D1, D2).
Consent for tubal ligation was taken already
so bilateral salpingectomy was done.
Postoperative  course was uneventful.

Pathology report confirmed the diagnosis of
bilateral tubal ectopic pregnancy.

Picture=D-1

Picture=D-2
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DISCUSSION:

Spontaneous bilateral tubal pregnancy is a
rare entity® and more than 200 case reports
of bilateral tubal pregnancy have been
reported in the literature, and most cases
occurred after using assisted reproductive
techniques.®

We have reported a case of one ruptured and
one intact ectopic pregnancy.
Ultrasonography in our case diagnosed only
a left ectopic pregnancy and right intact
tubal pregnancy was missed on ultrasound.
It was diagnosed on laparotomy when other
tube was checked for its status as mentioned
in other cases in the literature.’

Ultrasonography and laparoscopy both have
limitations so preoperative diagnosis of
bilateral ectopic remains a challenge. Most
patients with bilateral ectopic have similar
symptoms and risk factors to those of
unilateral ectopic pregnancy.
Comprehensive clinical guidelines for
treatment of ectopic pregnancy have been
published by Royal College of Obstetrics
and Gynaecology, because of its rarity
bilateral ectopic pregnancy is not covered
but principles of treatment can still be
applied and it ranges from bilateral
salpingectomy to conservative approaches
such as salpingostomy and salpingotomy.?
Since the diagnosis of bilateral tubal
pregnancy is usually made at time of
surgery, there are no case reports of
successful primary medical treatment with
methotrexate.

In our case, we did the salpingectomy for
left ruptured ectopic then other tube was
checked for its status and other intact right
ectopic pregnancy was diagnosed. As
consent for tubal ligation was already taken
so bilateral salpingectomy was done and
specimen sent for histopathology.

Chances of recurrent ectopic pregnancy in
the future are increased after an ectopic
pregnancy. The necessity of carefully
examining both adnexa, as postulated by
Sherman cannot be overemphasized.® Cases
of ectopic pregnancy have been reported
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after bilateral salpingectomy. This highlights
the need of high suspicion in case when

tubal ligation and bilateral salpingectomy
patient presents with amenorrhea.

5. Clark SL, Belfort MA, Dildy GA, Herbst
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