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EDITORIAL

Updates on Pathogens of Childhood Diarrheain Pakistan.

Diarrhea remains one of the major killers of children, about
600,000 children die due to diarrhea every year, equivalent to
deaths dueto neonatal sepsis.* Rotavirus, Norovirus, adenovirus,
cholera and Shigella have been mentioned in text books as the
top diarrheal pathogens for more than a decade. Little has been
done to systematically investigate the changing epidemiology
of diarrheain developing countries. Knowledge of the causative
pathogens can have an impact on management of kids with
diarrhea and may help in reducing child mortality
to achieve the millennium development goal (MDG 4).

A large multicenter study was conducted at seven sitesin Asia
and Africa to find out the etiological agents of childhood
diarrhea. Thislarge prospective, age-stratified, matched case-
control study of moderate-to-severe diarrhea in children aged
0-59 months, collected clinical and epidemiological data,
anthropometric measurements, and a stool sample to identify
enteropathogens causing diarrhea.? Along with culture of stool
specimens, sophisticated diagnostic tests like multiplex PCR
and immunoassays were used to ensure the identification of
pathogens from stool. In Pakistan, Rotavirus, Aeromonas and
Shigella were identified as the top three pathogens of diarrhea.
The other pathogens were Cryptosporidium, ST-ETEC,
Campylobacter jejuni and Vibrio cholerae 01. The other viral
pathogens of diarrhealike Norovirus, Adenovirus and Sapovirus
were not significantly associated with diarrhea in children in
Pakistan. It was interesting to note that Giardia was also not a
significant cause of moderate -to- severe diarrheain children
less than 5 years and for the first time, Aeromonas has been
documented to be as a significant etiological agent of childhood
diarrheain Pakistan.

What are the implications of these findings? WHO currently
recommends only zinc and ORS for the management of pediatric
acute watery diarrhea. Antibiotics are only recommended for
cholera and dysentery. Despite these recommendations, alarge
number of children are till dying from diarrhea. Probably, these
deaths may not be amenable only to the current standard of
care of therapy (ORS, Zinc and feeding advice). Based on the
identification of the etiological agents of diarrheain the above
study, we realize that most cases of moderate to severe diarrhea
in children lessthan 5 years of age have an underlying bacterial
etiology. This calls for antibiotic trials and subsequent policy
change for antibiotic recommendationsfor diarrhea. Furthermore,

most prescriptions for treatment of diarrheain communitiesin
Pakistan include “metronidazole”, and we see that parasites
including giardia are an extremely rare cause of moderate to
severe diarrheain this age group.

Worldwide in 2008, diarrhea attributable to rotavirusinfection
resulted in 453,000 deaths in children younger than 5 years.’
The vaccine for rotavirus is commercially available and has
been included in the immunization programme of many
countries, but the decision is yet to be implemented in Pakistan.
A significant reduction in morbidity and mortality attributable
to rotavirus and all-cause diarrhea has been reported in high-
income and middle-income countries where rotavirus vaccine
has been introduced.** The introduction of this vaccine alone
within the vaccination schedule can prevent a significant
proportion of diarrheain children. In short alot is yet to be
achieved for reducing morbidity and mortality due to this
common childhood illness.
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ORIGINAL ARTICLE

Atypical Presentations of HepatitisA in Children Presenting to The Children Hospital Lahore, Pakistan.

Huma Arshad Cheema, Zafar Fayyaz, Arit Parkash, Hassan Suleman Malik

Department of Gastroenterology, Hepatology & Nutrition, The Children’s Hospital & the Institute of Child Health,

Lahore, Pakistan.

Abstract

Background

To describe the atypical manifestations (extrahepatic and
hepatic) in children 1 to 15 years with Acute Viral HepatitisA
infection, admitted at The Children Hospital, Lahore.

Methods

We conducted this descriptive cross sectional study to analyze
the atypical profile of hepatitis A virus (HAV) infection at our
tertiary care centre, The Children’s Hospital and The Institute
of Child Health, Lahore, during December 2011 to December
2013. All children aged between lyear to 15years attending
our ingtitute via outpatient department (OPD) or emergency
room (ER) with clinical features suggestive of acute viral
hepatitis and positive for Hepatitis A IgM titer and negative
serological markersfor Hepatitis E , Hepatitis B and C, without
any underlying chronic liver disease were enrolled. Complete
history, physical examination and investigations of all enrolled
were performed and recorded on the study proforma. Patients
were followed-up every 2weeksinterval until complete recovery.

Result

We observed the clinical course and biochemical profile of 198
patients i.e. 128(65%) male and 70(35%) female with HAV
infection. Atypical manifestations were present in 70(35.3%)
patients in our study i.e. Ascites 20%(n=39),pleural effusion
15%(n=30), thrombocytopenia 10 % (n=21), skin rash
2.5%(n=5), severe anemia 2.5%(n=5), pericardial effusion
1%(n=2), aseptic meningitis 1 % (n=2) and Myocarditis 0.5 %
(n=1) were extrahepatic atypical manifestations. Hepatic atypical
manifestations were cholestasisé % (n=12) and relapse 2.5 %
(n=5).Most patients had simultaneous presentation of more
than one atypical presentation. Most patients with atypical
presentations were younger in our study i.e. 1-5years age group
(p=0.047) and had higher bilirubin levels, prolonged PT &
decreased serum albumin levels.

Conclusion
In our study significant number of Acute Viral Hepatitis A
presented with atypical manifestation (35.3%) was found.

Corresponding Author: Huma Arshad Cheema,
Professor, Head of Pediatric Gastroenterology & Hepatology,
The Children’s Hospital & the Institute of Child Health, Lahore,
Email: pedliverunit@gmail.com

Ascites, pleural effusion, thrombocytopenia and cholestasis
were more often. Comparison with typical manifestation patients,
these had higher bilirubin levels, prolonged PT & decreased
serum albumin levels.

Key words
Acute hepatitisA, atypical manifestations, Pakistan

Introduction

Acute hepatitisis acommon viral infection found throughout
theworld and it spreads viafeco-ora route. It is currently wide
spread health problem in developing countries like Pakistan
where poor hygienic condition are prevalent.* Although highly
effective and safe vaccines for hepatitis A were licensed in the
& 1996, HAV is till an important etiological agent of acute
viral hepatitis worldwide.? The hepatitis A virus (HAV) is a
small non-enveloped, single-stranded RNA-virus, classified as
a member of the Hepatovirus genus, of the family
Picornaviridae.® HAV is non cytopathic and cellular immune
responsesto the virus|leads to destruction of infected hepatocytes
with consequent development of symptoms and signs of disease.*
Acute hepatitisis 7.5% of total infections in Pakistan and 50
— 60% of acute hepatitis is Hepatitis A. Almost 96% of the
population is exposed to hepatitisA virus by the age of 5 years.®

The clinical spectrum of HAV is broad ranging from silent
infection, subclinical, apparent hepatitis to fulminant hepatic
failure (< 1%) which is associated with coma and occasionally
death. Most of the infants and children have silent infection
which is detected only by viral serologicd testing and subclinical
infection revealed by abnormal liver tests. Mean incubation
period is 30 days (range 15-50 days) then most infected persons
develop nonspecific constitutional symptoms (increasing fatigue,
malaise, |0ss of appetite, nausea, and vomiting) called preicteric
phase. The preicteric or prodromal period variesin length from
1 day to more than 2 weeks (averaged 5 to 7 days) followed
by icteric phase (dark yellow urine, jaundice, hepatomegaly,
hepatic tenderness).* After icteric phase, most of the time
recovery phase occurs but rarely patients may develop fulminant
hepatic failure.

A variety of atypical manifestations have been observed in
patients with HAV. It includes relapsing hepatitisA, cholestatic
hepatitis, triggering of autoimmune hepatitisA, and extrahepatic
symptoms (hemolysis, acalculous cholecystitis, acute renal
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failure, pleural or pericardial effusion, acute reactive arthritis,
pancreatitis and neurologic manifestations).* © In previous
studies extrahepatic manifestations are reported in 6.4-8% of
cases.”®

Over the last few years we have observed quite a number of
hepatic and extrahepatic atypical manifestations which involve
many organs systemswith HAV infection in pediatric population.
We conducted this study to describe the various presentations
of HAV asthese are associated with high morbidity and mortality
and little datais available in Pakistan. Our aim was to study the
atypical presentations of acute viral hepatitis A, laboratory
features, relation of laboratory parameters with atypical
presentations and hospital outcome of patients with typical and
atypical HAV manifestations over a consecutive period of 2
yesars.

Material and Methods

We conducted this cross sectional study at The Children’s
Hospital and The Institute of Child Health, Lahore, atertiary
care referral center from December 2011 to December 2013.
Informed consent was taken from parents or guardians, all
children aged between 1year to 15year attending to our ingtitute
via OPD or ER with clinical features suggestive of acute viral
hepatitis and positive for HepatitisA IgM antibody and negative
for serological markers of HepatitisE, B and C. Children having
evidence of chronic liver disease were excluded. Complete
history and physical examination of all patients were noted and
initial investigations CBC, LFTs, RFTs, PT, APTT, serum
electrolytes, serum albumin, Ultrasound Abdomen and X- ray
chest were done and noted in the proforma. Admitted patients
were evaluated daily and after discharge they were followed
in the OPD at 2 weeks intervals until complete recovery. At
each visit clinical examination, complete blood cell count,
serum Bilirubin, Alanine Aminotransferase (ALT) and Aspartate
Aminotransferase (AST) were repeated. Atypical manifestations
were noted and their frequencies were recorded. Two groups,
one with typical manifestation and other with atypical
manifestation were made and parameters including age,
investigations val ues between these two groups were compared.
SPSS (v.15) was used for statistical analysis. For descriptive
data, mean values and standard deviations were cal cul ated.
95% confidence interval and significant P-value <0.05 were
considered. Approva from ingtitutional review committee was
taken.

Definitions

Acute Hepatitis was diagnosed with AHA according to the
CDC 2008 criteria (IgM anti-HAV in a patient with suggestive
clinical symptomatology, which associates jaundice or values
of alanine aminotransferase (ALT) higher than 200 UI/I).°
Completerecovery from hepatitis A was defined as resolution

of all clinical symptoms and normalization of biochemical
profile within 12 weeks period.

Acute liver failure defined by acute liver injury coupled with
either severe coagulopathy (INR > 2 or PT > 20sec) or
encephal opathy with moderate coagulopathy (INR > 1.5 or PT
> 15sec).

Relapse was defined as decreasein Serum ALT level by > 50%
value, followed by an increase in the value by > 50% of the
minimum vaue or similar fluctuationsin serum bilirubin level.™
Cholestasis was defined by elevated serum bilirubin > 2mg/d|
at 3 months after the onset of illness.

Results

Out of 227 patients, 198 (128 male and 70 female) patients
fulfilled the criteria and completed the study, 20 patients were
lost to follow up, 9 patients on further investigation, were
diagnosed with enteric fever so they were excluded from study.

The present study reveals predominance in the male patients
(male/female - 1.8). Atypical manifestations were present in
70(35.3%) patients and rest (64.7%) presented with typical
course. Out of 70 patients, 44(62.8%) were 1-5year of age,
23(32.8%) were 5-10years of age and only 3(4.4%) were
>10years. Gender and age distribution of patients with typical
and atypical manifestations are given in table 1.

Most common extrahepatic atypical manifestation found was
ascites 39(20%), followed by pleural effusion 30(15%),
thrombocytopenia 21(10%), skin rash in 5(2.5%) and severe
anemia present in 5(2.5%) of patients. Pericardial effusion and
aseptic meningitis was present in 2(1%) and 2(1%) respectively.
One patient (0.5%) having myocarditis as atypical manifestation
of acute viral hepatitisA.

Hepatic atypical manifestations were cholestasis and relapse
which were present in 12(6%) and 5(2.5%) respectively shown
in Table 2. Fulminant liver failure was found in 6(3%) patients
and 3(1.5%) patients expired.

Other parameters including age and investigations values
between patient with typical and atypical manifestations were
compared. Their mean, standard deviation, 95% confidence
interval and P-value are given in table 3.

In the present study statistically significant relationship was
found between patient’s age, prothrombin time and albumin
level. Lower age, prolong prothrombin time and low albumin
were found in patients with atypical manifestations. Bilirubin
levels were higher in subjects with atypical manifestations but
it was not statistically significant. Fulminant liver failure was
found in 6(3%) patients and 3(1.5%) patients expired.
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Table 1: Age & gender-distribution of patientswith typical & atypical manifestations of HepatitisA

Age
Gender Manifestation 1-5 year >5-10 year >10 year Total
Count

Male Typicd 42 (54%) 23 (29%) 13 (17%) 78
Atypica 32 (64%) 15 (30%) 3 (6%) 50

Female Typi cal 30 (60%) 16 (32%) 4 (8%) 50
Atypica 12 (60%) 8 (40%) 0 20
Total 116(58.5%) 62(31.5%) 20(10%) 198

Table 2: Atypical manifestationsin hepatitisA patients

Atypical Manifestations Count (%) of Total (198)

A. ExtraHepatic
Atypical Manifestation

Ascites 39 (20)
Pleural Effusion 30 (15)
Thrombocytopenia 21 (10)
Skin Rash 5(2.5)
Severe Anemia 5(2.5)
Aseptic Meningitis 2D
Pericardial Effusion 2(H
Myocarditis 1(0.5)
B. Hepatic Atypical Manifestation

Cholestasis 12 (6)
Relapse 5(2.5)
Discussion

HAV infection accounts for 50% to 60% of all cases of acute
viral hepatitis in children in Pakistan and there has been a
changing trend in developing hepatitis and in outbreaks.™® Our
vaccination against HAV isnot compulsory. Mg ority of children
get exposed to HAV by 5 years of age and the infection is
uncommon in adults in developing countries.> ® Although
atypical manifestations has been described with HAV in pediatric
aswell as adult population in published literature but reported
datais relatively scant from our population.”*+224 4 The exact
mechanism for atypical manifestation is unknown, the
inappropriate immune response is believed to be a possible
etiological factor and appear to be immune mediated. The most
common atypical presentation in our study was ascites (20%)
that is similar to reports from from Chandigarh (India)
documenting ascites in upto 21.5% subjects.*

Pleural effusion was the second most atypical presentation

Table 3: Comparison between patients with typical &
atypical manifestations.

Typical vsAtypical
Parameters P P P-value
Atypical (n=70) | Typical (n=128)
Mean (SD) Mean (SD)
(95% ClI) (95% ClI)
Age (years) 5(3) 7(4)
(4.25-5.67) (5.13-8.03) 0.047
Serum bilirubin
(mg/dl) 2.81(13.52) 9.60(7.00)
(9.55-16.05) (6.88-12.31) 0.130
SGPT (1U/L) 847.55(923.68) | 1084.00(793.68)
(603-1043) (776-1043) 0.210
Prothrombin
Time (seconds) | 26.19(15.89) | 20.18(11.97)
(22.37-30.00) |(15.53-24.82) |0.043
Albumin
(gram/dl) 2.90(0.58) 3.24(0.60)
(2.75-3.03) (3.00-3.47) 0.013

i.e.15%. All were related to low abumin. Pleura effusion is
known to be an early and benign complication of the disease.”®
The exact pathogenesis of the effusion is unknown but it seems
likely to be related with inflammation of the liver, immune
complexes or secondary to Ascites.*>* In literature there are
published case reports regarding pleural effusion as an atypical
presentation.’

Thrombocytopenia was observed in 10%. of the subjects of
which 22.1% were less than 5 years of age. Thrombocytopenia
improved in all patients spontaneously. We could not find any
evidence of disseminated intravascular coagulation or bone
marrow suppression. In literature, it is reported that immune
thrombocytopenic purpura may be the only manifestation of
acute hepatitisA, without other manifestations such as jaundice,
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vomiting and abdominal pain.*®

One patient had G6PD deficiency and four subjects developed
pancytopenia. Two patients recovered spontaneously with
resolution of pancytopenia and two had persistent pancytopenia
and severe bone marrow aplasia and later underwent bone
marrow transplantation. Most cases of hepatitis associated
marrow suppression are caused by non A-G viral hepatitis but
cases with hepatitis A related marrow suppression has been
reported in previous studies.*® 2

Skin rash was also found in 5 (2.5%), these symptoms were
seen only during the prodromal phase of hepatitis A virus
infection. Skin rash was seen in the age group of 1 -5 years.

Pericardial effusion 2(1%) and one patient with myocarditis
was also diagnosed. Previously cardiac involvement in Acute
Hepatitis A has been reported in literature.

Hepatic atypical manifestations were relapse and cholestasis.
The clinical features during relapse in our study were similar
to those in previous studies except that the second episode was
milder.?> A cholestatic phase of hepatitis A with persistently
elevated bilirubin was seen in 12 (6%) patients, of whom 4 had
acute liver failure and one expired due to hepatic encephal opathy.
During cholestatic phase of hepatitis A virus, serum bilirubin
and ALT normalize by 8-10 weeks after onset of the symptoms.
In patients with cholestasis, clinical symptoms i.e. pruritis,
persistent anorexia, loose stools, dark urine and weight loss
persist throughout the course of illness.

Five (2.5%) patients had relapse of acute vira hepatitisin our
study which was characterized by biphasic peak of serum
bilirubin and transaminase levels. A second peak was noted 4
to 7 weeks after the first peak but was clinically milder than
the first peak. The mean serum bilirubin during the first peak
was 12.46 (range 6.18 - 18.74) and during the second peak was
10.22 (range 5.6 — 16.9 mg/dl). The mean ALT level during the
first peak was 1154.54 |U/ml (range 519.69 — 1719 |U/ml);
during the second peak they were 647.2 |lU/ml (range 270 —
1150 1U/ml). One patient with relapse had acute liver failure,
two had pleural effusion and one of them also had ascites.
Relapse of viral hepatitis A has been reported in literature and
the rate of hepatitis A relapse varies 1.5% to 11.9 %.* %

Fulminant liver failure was found in 6(3%) patients. Three had
complete recovery and three (1.5%) patients expired. Two had
typical manifestation and older than 10 years and four had
atypical manifestations, one was 9 year old and 3 were less
than 5 years of age. Rate of fulminant liver failure and expiries
is higher in our study this may be due to the fact that the study
was conducted at a tertiary care hospital which receives sick
and complicated cases from remote areas and milder or less
severe cases are taken care off at home or at sentinel health
centers.

Children with atypical presentations were younger and had
higher serum bilirubin level as compared to those who had
typical course of disease, this may be because of higher rates
of the diseasesin this age group because of lack of vaccination
& poor sanitation. Other published studies show severe disease
in older age group, perhaps because of changesin socioeconomic
status and improved living conditions, these countries experience
an epidemiological shift of HAV infection, which has resulted
in the development of many cases of adult hepatitisA. Probably
our vaccination policy needs to be reviewed and updated.

In our study, HAV was associated with a variety of atypical
extrahepatic and hepatic manifestations involving multiple
organ system and clinicians should be aware of these early
diagnosis and appropriate management. HAV cases must be
fully investigated for complicationsand atypical manifestations
should be looked for. There may be ascites and pleural effusions
without generalized edema related to autoimmune process but
not to low albumin. There may have neurologica involvement
not only because of hepatic encephal opathy but also because
of aseptic meningitis. Severity and complications with HAV
can affect younger children as highlighted by our study
previoudy older children and adults were reported to be affected.

Suggestions

Hepatitis A vaccine should be considered in the EPI Program
of Pakistan to reduce the risk of HAV infection morbidity and
mortality.

Conclusion

A significant number of subjects with acute viral hepatitis A
present with atypica manifestationslike ascites, pleural effusion,
thrombocytopenia and cholestasis. Children under five years
of age have a higher chance of having atypical manifestations.

References

1 Husain Z, Das BC, Husain SA, Murthy NS, Kar P. Increasing trend of
acute hepatitis A in North India: need for identification of high risk
population for vaccination. J Gastroenterol Hepatol 2006;21:689-93.

2. Jeong SH, Lee HS. HepatitisA: Clinical Manifestations and Management.
Intervirology 2010;53:15-19

3. Moon HW, Cho JH, Hur M, Yun Y-M, Choe WH, Kwon SY, Hong LC.
Laboratory characteristics of recent hepatitis A in Korea: Ongoing
epidemiological shift. World J Gastroenterol 2010 March 7; 16(9):
1115-1118.

4. Cuthbert JA: HepatitisA: old and new. ClinMicrobiol Rev 2001; 14:
38-58

5. Bosan A, Qureshi H, Bike KM, Ahmad |, Hafiz R. A review of hepatitis
viral infections in Pakistan. J Pak Med Assoc 2010;60:1045--58.

6. Bell BB, Shapiro CG. Hepatitis A virus. In: Long SS, Pickering LK,
Prober CG eds. Principles and Practice of Pediatric Infectious Diseases,
2nd ed. Pennsylvania: Churchill Livingstone Inc; 2003: 1188 — 92.

7. Amarapurkar DN, Amarapurkar AD. Extrahepatic manifestations of
viral hepatitis. Ann Hepatol 2002;1(4):192-5.

8. Willner IR, Uhl MD, Howard SC, et al. Serious hepatitisA: an analysis
of patients hospitalized during an urban epidemic in the United States.
Ann Intern Med 1998;128(2):111-4.

9. CDC. Estimates of disease burden from viral hepatitis. Atlanta, GA:
US Department of Health and Human Services, CDC; 2008. Available

712 . Infectious Diseases Jour nal of Pakistan



10.

11

12.

13.

14.

15.

16.

at http://www.cdc.gov/hepatitis/PDFs/disease_burden.pdf def case
Sneider BL, RinaldoP, Emre S, et al. Abnormal concentrations of
esterified carnitine in bile: afeature of pediatric acute liver failure with
poor prognosis. Hepatology 2005;41:717-21.

Verucchi G, CalzaL, Chiodo F. Viral Hepatitis A with atypical course.
Clinical, Biochemica and Virological study of 7 cases. Ann ital Med
int 1999;14:239-45.

Gordon Sc, Reddy KR, Schiff L, Schiff ER. Prolonged intrahepatic
cholestasis secondary to acute viral hepatitis A. Ann intern Med
1984;101:635-7.

Tarig WZ, Hussain AB, Hussain T, Anwar M, Ghani E, Asadullah.
Hepatitis A viral infection-shifting epidemiology. J Coll Physcians
surgeon pak Jan 2006;16:15-8.

Poddar U, ThapaBR, Prasad A, Singh K. Changing spectrum of sporadic
acute viral hepatitisin indian children. J Trop Pediatr 2002;48:210-3.
Gurkan F. Ascites and pleural effusion accompanying hepatitis
A infection in a child. Clin Microbiol Infect 2000;6(5):286-7.
Kamath SR, Sathiyasekaran M, Raja TE, etal Profile of hepatisA
in Chennai. Indian Pediatrics 2009;46(7):642— 3.

17.

18.

19.

20.

21.

22.

23.

Tesovic G, Vukelic D, Vukovic B, Benic B, Bozinovic D. Pleural
effusion associated with acute hepatitis A infection. Pediatr Infect Dis
J1999;18:1111-2.

Tanir G, Aydemir C, Tuygun N, et al. Immune thrombocytopenic purpura
as sole manifestation in a case of acute hepatitisA. 2005, Volume 16,
No 4, Page(s) 217-219

Rauff B, IdreesM, Shah SA, et al. HepatitisAssociated Aplastic Anemia
A review. Virol J 2011, 8: 87.

Yetgin S, Kuskonmaz B, Aytac S, Cetin M. The evaluation of acquired
aplagtic anemiain children and unexpected frequency of varicellazoster
virus association: asingle center study. Turk J Pediatr 2008; 50: 342-348.
Tanir G Aydemir C, Tuygun N, Yildiriml. Transient Sinus bradycardia
in achild during the course of acute hepatitisA. Turk J Gastroenterol
2007;18: 195-7. 17.

Glikson M, Galun E, Oren R,Tur-Kaspa R, Shouval D. Relapsing
hepatitis A. Review of 14 cases and literature survey. Medicine
(Baltimore) 1992;71:14-23.

Samanta T, DasAK, Ganguly S. Profile of hepatitis A infection with
aypica manifestation in children. Indian J Gastroenterol 2010;29:31-3.

Volume 23 I ssue 03

Jul - Sep 2014. 713



ORIGINAL ARTICLE

Awar eness about I nfectious Hepatitis among Barbersin Lahore, Pakistan.

Khawar Mahboob*, Mansur-ud-Din Ahmad**, Abdul Whab Manzoor*, Kashif Siddique**, Muhammad Numan***,

Farzana Rizvi***.

*Veterinary Research Institute, ZarrarShaheed Road, Lahore Cantt. Pakistan.
**University of Veterinary and Animal sciences, Lahore, Pakistan.
***Department of Pathology, University of Agriculture, Faisalabad, Pakistan.

Abstract

Background

Infectious hepatitisis amajor public health problem especially
in developing countries. The profession of barbers has been
implicated in the spread of infectious hepatitis. The present study
was conducted to assess the knowledge of barbers regarding how
their professional practices may spread vira hepatitis.

Materialsand Methods

The study was conducted from July 2012 to June 2013in
different areas of Lahore, Pakistan including Aziz Bhati town,
Shalimar town, Data Ganj Bukhsh town and Nishter town. One
hundred Barbers were interviewed randomly and data was
collected by a questionnaire and checklist. Data entry and
analysis was done by using SPSS 16.

Quantitative variables (Age and Experience of Barber) were
presented by using mean + SD. Qualitative variables (education,
monthly income, experience of barber and knowledge about
Hepatitis B and C) were presented by using frequency table
and percentage. Chi-square test was used to determine the
association between age and experience of barbers with
knowledge of Hepatitis B and C. p-value <0.05 was taken as
significant.

Results

Adge, experience of barbers, educational status and their monthly
income were correlated with awareness about hepatitis B and
C. A significant association was observed in awareness level
with educational status while there was no significant difference
between age groups and experience. Barbers who attained
education up to matric or higher had better knowledge about
the health hazards of their profession including skin diseases,
hepatitis B and C than those that were less educated (P < 0.05).
It was also noted that barbers with more than five years of
experience had better knowledge about infectious hepatitis as
compared to those with less experience.

Conclusion

Corresponding Author: Abdul Whab Manzoor.
Veterinary Research Institute, Zarrar Shaheed Road,
Lahore Cantt. Pakistan.

Email: abdul 797 @yahoo.com

Awareness level of barbers about hepatitis B and Cisless. This
limited knowledge is affected by their educational status, age
and their work experience.

Keywords
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Introduction

Hepatitis B and C are among the major public health hazards
especially in developing and under developed countries.
According to an estimate, hepatitis B virus (HBV) hasinfected
about two billion people so far and out of which 400 million
are suffering from chronic infection.*? Acute and chronic
hepatitis, hepatocellular carcinoma and cirrhosis are results of
chronic Hepatitis B and C virus (HCV). HCV has infected
about 200 million people (03% of world’s population) so far
and out of which 170 million are chronic carrier.® Due to
unhygienic environment, lack of awareness and education,
poverty and overcrowding in devel oping and under devel oped
countries, 3-4 million new cases of HCV occur each year.*

In Pakistan, about ten million of the population is suffering
from hepatitis C.° Unsafe blood transfusion is considered to be
amajor cause of HCV transmission.®In countries like Pakistan,
facial and armpit shavings from barbers are common and has
become apotentia threat for HBV and HCV infection. According
to an estimate the prevalence of shaving from barbersin male
population is 34-49% in Pakistan and majority of the barbers
has low awareness level for the risk of hepatitis B and C
transmission by the use of contaminated razors on multiple
clients.” Other risk factorsinclude organ transplants, therapeutic
injections, intravenous drug abuse and unsafe sex, hemodiaysis,
vertical transmission to infants born to HCV-positive mothers,
tattooing, common use of toothbrushes, razor blades, nail
clippers, ear-piercing, use of unsterilized syringes and dental
care unitsin developing countries.??

Barbers are involved in cutting hair, shaving and trimming
beards, face and scalp massaging and nail trimming. Barbers
in Pakistan have also been known to perform surgical procedures
such asincision/discharge of abscess and circumcisionin rura
and urban areas.”® Most of the barbers in our community are
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uneducated and they don’t know about the association of their
profession with the public health hazards including
communicable diseases like HBV, HCV, AIDS, HIV and skin
infections like ring warm, scabies, staphylococcal infection.™2
The current study was conducted to evaluate the knowledge of
hepatitis B and C among barbers.

Materials and Methods

A survey of barbers was conducted in 2012-2013 in different
areas of the city of Lahore. A questionnaire was developed for
knowledge evaluation along with acheck list to note the various
services and practices at barbers’ shops. The questionnaire
documented age, sex, educational level, monthly income,
knowledge about infectious hepatitis and other infections related
to their profession. We al so documented work place conditions
including individual cleanliness, aseptic measuresfor instruments
especially razors, scissors and application of antiseptics before
and after shave.

Statistical Analysis

Data entry and analysis was done by using SPSS 16. Qudiitative
variables (age, education, monthly income, experience of barber,
knowledge about Hepatitis B and C) were analyzed using
frequencies and percentages. To see the association between
knowledge about Hepatitis B and C in relation to education
and working experience of barbers, we applied
chi-sguare test. A p-value <0.05 was taken as significant.

Results

One hundred barbers were interviewed for the study. The
demographic variables are presented in table 1. Table 2,3 & 4
summarizes the distribution of barbers according to age, work
experience and educational status. Washing of hands after each
cutting or shave, use of new blades, disinfection of clippers
and combs, use of clean towels and aprons for customers and
wearing of clean clothes were seen in 52% barbers, 36% had
satisfactory cleanliness and remaining 16% were ranked poor
in cleanliness.

Knowledge of hepatitis B and C was significantly associated
with educational status (p=0.741), experience (p= 0.138) and
age of barbers (p= 0.06).

Discussion

In the present study, it was observed that 82% barbers knew
about hepatitis B and C, while 60% were familiar with the
spread of infection due to reused and contaminated instruments,
while 40% did not have any concept of it. According to a study
conducted in Islamabad and Rawal pindi, only 13% of barbers
were familiar with the risk factors of hepatitis associated with
their profession.*®* Level of awareness about hepatitisB & C
among barbers was found to be high by Shalaby et al** in Egypt.

Difference in awareness was also observed in different age
groups. Wazir MS et al*® observed that barbers between the

Table 1: Demographic variablesand their percentage with
respect to knowledge of HepatitisB & C.

Demographic variables n (%)
Education

No education 08 (08%)
Primary 20 (20%)
High School 28 (28%)
Matric 30 (30%)
Intermediate 12 (12%)
Graduate 2 (2%)
Monthly Income

5000 14 (14%)
6000-10000 32 (32%)
11000-15000 22 (22%)
16000-20000 16 (16%)
>20000 16 (16%)
Agegroup

15-25 14 (53%)
26-35 30 (62%)
>35 16 (61%)
Experience as barber

1-5Years 24 (24%)
>5 Years 76 (76%)
Knowledge of hepatitisB & C

Heard about hepatitisB & C 82 (82%)
Infects liver 43 (52%)
Spread by contaminated razors 49 (60%)
Knowledge of other diseasestransmitted by

barber equipments

Ring worm 12 (12%)
Head louse 22 (22%)
Staphylococcal infection 8 (8%)
Scabies 2 (2%)
All Diseasest+ 48 (48%)
Not Known 8 (8%)

"Means all the above said diseasesi.e. ring worm, head louse, staph. infection
and scabies

ages of 15-25 years had better knowledge as compared to the
older ones regarding risk of infectious hepatitis. However, we
observed that barbers in younger age group were less
knowledgeable, probably due to the educational status of the
barbers.

Our findings that increased work experience and higher
educational status were associated with greater awareness also
corroborated by studies of Zuberi BF et al* and Wazir MS
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Table 2: Comparison of Age with Barber’s knowledge of HepatitisB and C

Hepatitis B and C mostly affect the liver

Yes No P value
15-25 8 18
26-35 24 24 0.06
>35 20 6
Hepatitis B and C can be transmitted by contaminated Razors
Yes No P value
15-25 14 12
26-35 30 18 0.86
>35 16 10
Other Diseases which are Transmitted from Equipment Used in Barber’s Shop
Ringworm  Headlouse  Staphylococcal Scabies Not Known  All P value
infection
15-25 0 4 4 18 0
26-35 8 16 0 2 16 6 0.103
>35 4 2 4 14 2
Table 3: Comparison of experience with barber’s knowledge of Hepatitis B and C.
Hepatitis B and C mostly affect the liver
Yes No P value
15-25 8 16
0.138
>35 44 32
Hepatitis B and C can be transmitted by contaminated Razors
Yes No P value
15-25 14 10
0.892
>35 46 30
Other Diseases which are Transmitted from Equipment Used in Barber’s Shop
Ringworm  Headlouse  Staphylococcal Scabies Not Known  All P value
infection
1-5 0 2 4 0 16 2
0.260
>5 12s 20 4 2 32 6
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Table 4: Comparison of education with barber’sknowledge
of HepatitisB and C.

Hepatitis B and C mostly
affect the liver

Yes No Pvalue
No education 1 7
Primary 3 17
High School 4 24 0.741
Matric 7 23
Intermediate 3 9
Graduate 1 1
Hepatitis B and C can be
transmitted by
contaminated razors
No education 1 7
Primary 3 17
High School 4 24 0.003
Matric 6 24
Intermediate 7 5
Graduate 2 0

et al.” The barber shops are contributing in the spread of
infectious diseases including hepatitis B & C asin our study
22% barbers were found to be using reused blades on multiple
clients which might help in the spread of infection. Studies
conducted by Bari et al’support this argument as a significant
relationship was observed in HCV transmition from barbers
shop.

Conclusion
Level of awareness among barbers about hepatitis B and C and
itsrisks of transmission islow. Messages about hepatitis need
to beincorporated in media campaigns, in addition to regulation
of practices.
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Abstract

Background

Urinary tract infections are one of the important and frequent
diagnosisat general practice worldwide. We aim to to investigate
the occurrence of various uropathogens and their antibacterial
sensitivity amongst adult females with UTI.

Methods

Tota of 250 samples of mid-stream urine from female patients
were collected from the outpatient department of Creek Genera
Hospital of Korangi, Karachi. Blood agar, MacConkey and
Cysteine-L actose-Electrolyte-Deficient Agar (CLED) plates
were used for culture. Antimicrobial susceptibility test was
done by Kirby Bauer disc diffusion method. SPSS Version-16
was used for descriptive statistics, mainly frequency and
percentages to assess categorical variables.

Results
Among 250 samples of urine culture 70% (n=175) were positive
for urinary pathogen. Out of which 55 (31%) were Escherichia
coli which is the most prevalent isolate, followed by
Saphylococcus saprophyticus (n=8; 16%), Klebsdlla pneumoniae
(n=25; 14%), Proteus (n=18; 10%) and so on. High rates of
resistance were observed for commonly used antibiotics like
Ampicillin, ceftriaxone, cefotaxime and sulfamethaxazole.

Conclusion

Escherichia coli , Staphylococcus saprophyticus , Klebsiella
pneumoniae and Proteus are the common organisms of UTI
amongst adult females. High rates of resistance against
commonly used antibiotics calls for antibiotic stewardship and
ongoing surveillance to provide adequate and timely reports of
sensitivity patterns.
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Introduction

The most common bacterial infectionsin community and the
hospital setting are urinary tract Infections (UTI).*2 It is one
of the leading causes of acute renal failure. Urinary tract
infection (UTI) is one of the most common bacterial infections
encountered by clinicians in developing countries and cause
significant morbidity and mortality. Several studies from the
African continent have investigated the profile of common
uropathogens and the pattern of their susceptibility to
commonly used antimicrobial agentsin order to guide choice
of empiric therapy. These studies reported the emergence of
antibiotic-resistant gram negative organism with special
emphasis on ESBL-producing isolates.*®

Congenital anomalies of urinary tract, urinary tract obstruction,
pregnancy, catheterization, instrumentation and diabetes
mellitus are considered some of the predisposing
factors for UTI’'s along with other virulence factors like
neutrophil activation, haemolysins, adhesions, and capsular
polysaccharides.* ” The exhaustive use of antibiotics leads to
the development of antibiotic resistance which becomes the
major problem in the treatment of UTI’s globally.® ° It has
been reported that comorbidities are closely related to the risk
factors for ESBL UTI,% like travelling to Asia, Middle East
or Africa up to 2 years in the past, recreational swimming.

ESBL are Gram-negative bacteria that produce an enzyme;
beta-lactamase that has the ability to break down commonly
used antibiotics, such as penicillin and cephal osporin and render
them ineffective for treatment.*?

Gram-negative uropathogens predominant in the intestinal tract
and initially colonize peri-urethral region and the short female
urethra makes them more predisposed to UTI.®® The skin is a
milieu for controlled bacterial growth. Skin supports the growth
of commensal bacteria, which protect the host from pathogenic
bacteria. Resident gram- positive bacteriainclude Saphyl ococcus,
Micrococcus, Corynebacterium sp. Staphylococcus aureus and
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Streptococcus pyogenes.™ Staphylococcus epidermidisis gram-
positive and coagul ase-negative staphylococci. Most of the
coagul ase negative staphylococcal UTIs are caused by the two
species Saphylococcus epidermidis and S. Saprophyticus.®
Over the past years, the etiology and antibiotic resistance pattern
of uropathogensin UTIs has been changing in both community
and in health care centers.” *® Therefore, we aim to investigate
the frequency of various uropathogens and their antimicrobial
resistance amongst females with UTI.

Materials and Methods

This study was conducted from October 2012 to Dec 2013 for
a period of 15 months on patients attending the out patients
department of Creek General Hospital, affiliated with United
Medical & Dental College, Korangi Creek, Karachi.

In this cross-sectional study, female patients between the ages of
18-70 years with signs and symptoms of UTI were included ".

Patients who were already on antibiotics were excluded from
the study.

All of the above patients mentioned were provided with a sterile
& dry wide mouth container for the collection of urine samples,
which were morning mid-stream specimens. On receiving the
urine specimens from the patients they were immediately
refrigerated at 4 to 6°C to avoid contamination and then processed
for culture within 2-3 hours of collection.

Pyuriawas defined as pusin urine. It was defined as the presence
of more than four leukocytes per high-power field count.””

Method for the I dentification of Uropathogens
MacConkey agar and Cysteine-L actose-Electrolyte-Deficient
(CLED) agar plates were inoculated with semi quantitative
urine culture using a calibrated loop.®** Culture of a single
bacterial species from urine sample at a concentration of
>10°cfu/ml was considered as significant mono-microbic
bacteriuria. Standard biochemical methods were followed to
identify the significant pathogens. Antibiotic susceptibility test
were done by Kirby Bauer disc diffusion method.™®

Results

For the period of 15 months, total of 250 female patients were
enrolled. The associated symptomsidentified in all these cases
are presented in Table 1. Out of these patients 175, i.e., 70%
of the total yielded significant bacteriuria, i.e., > 10°cfu/ml.
The frequency of E.coli among bacteriuric femalesin different
age groups showed great variations as shown in Table 2. It was
low in the age group of 18-28 years and 29-39 years ultimately
the frequencies increased with advancing age. The susceptibility
of E.coli to antibiotics is summarized in Table 3. They were
highly sensitive to imipenam (100%), Amoxicillin/Clauvlanic
acid (85%), Nitrofuratoin (88 %) and Norfloxacin (70%).

Table 4 shows the urinary pathogens isolated from female
patients complaining of symptoms of urinary tract infection.
This table also shows that E.coli is the most common urine
isolate.

Discussion

Urinary tract infections are one of the most common infectious
disease worldwide.*** Due to lack of reliable indicators of
UT], early diagnosis and appropriate treatment with antibiotics
are considered the most effective key factors to eliminate the
uropathogens and to prevent further complication such as
urosepsis and renal scaring. Urinary tract infection can be either
asymptomatic or symptomatic.?? Bacteriuria with classical
symptoms such as frequent urination, burning micturition and
fever is referred as symptomatic UTI,%® whereas bacteriuria
without classical symptoms is called asymptomatic UTI.24%

The present study shows that E.Coli is the predominant cause
of UTI amongst the outpatients. Saphylococcus saprophyticus
being the next UTI causing pathogen followed by Klebsiella
pneumoniae, Proteus spp., Staphylococcus epidermidis,
staph-aureus and pseudomonas. Our study indicates that E coli
are still the most predominant cause of UTI among outpatients.
This corresponds with the data obtained by other
investigators.® %2

The resistance of E coli datais similar to those obtained in
other countries indicating that E coli is still resistant to many
antimicrobial agents.Z* In the current study, among patients,
a high percentage of isolates showed resistance to sulfa drugs
such as Sulpha methoxazole. While Amoxicillin/Cluveinic acid,
Imipenam and Norfloxacin were found to be effective against
E. coli, Klebsiella pneumonia, Pseudomonus aeruginosa.

Table 1: Distribution of Associated Symptomsof UTI in
Female Patients

Symptoms Female (%)
Freguency of Urination 142 (81)
Burning Micturition 131 (75)
Flank pain 121 (69)
Dysuria 66 (38)
Pyuria 36 (20)
Hematuria 35(20)

Table 2: Age-wise frequency of E. Coli UTI among study
population

Age 1828 2939 4050 5161 >62
years years years years  years
N(@) 6(11) 8(14)  10(18) 14(25) 17(31)
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Table 3: Sensitivity of Escherichia coli (%)

Conclusion

E.cali istill the commonest organism of UTI in adultsfemales.
Thereisincreasing resistance to all commonly used antibiotics,
especially 3rd generation cephal osporins and this calls for
appropriate antibiotic stewardship to reduce antibiotic misuse

Drugs Sensitive
Ampicillin (10 pg) 33
Ceftriaxone (30 pg) 22
Nitrofuradantoin (30 pg) 89
Norfloxacin (10 pg) 71
Sulphamethoxazol e (300 pg) 21
Ceftazidime (15 pg) 22
Cefotaxime (30 pg) 22
Amoxicillin/Cluveinicacid (20/10 pg) 85
Imipenam 100

Table 4: Urinary Pathogens|solated From Female Patients
Complaining Symptomsof Urinary Tract Infection (h=175)

Urinary Pathogen Positive (%)
Escherichia coli 55(31)
Saphylococcus saprophyticus 28 (16)
Klebsiella pneumoniae 25(14)
Proteus vulgaris 18 (10)
Saphylococcus epidermidis 20 (11)
Saphylococcus aureus 16 (9)
Pseudomonas aeruginosa 10 (5)
Enterococci 12
Enterobacter 2

Antibiotic drug resistance in uro-pathogen may be due to
overuse, abuse and at times misuse of these agents due to wrong
diagnosis and empirical prescription without urine culture.®
Increased globalization could contribute to the spread of drug
resistance. Appropriate knowledge on uropathogens and their
antibiotic susceptibility is mandatory to ensure proper treatment
of UTIs®Multi-drug resistant spread locally aswell as globally
asapart of rapid globalization.®

[Initial trestment for UTIs can be started before the availability
of diagnostic test results such as urine culture and antibiotic
sensitivity test, if surveillance datais available. These dataare
important for knowing the trend of antibiotic resistanceto aid
in the selection of accurate drugs for the treatment of UTlIs.

This study reveals increased resistance amongst uropathogens
inthisregion. Such information may also aid health professionals
to choose appropriate treatment for UTI patients in the region
and limit the misuse of antibiotics. However, in this metropolitan
City of Karachi, continued surveillance at both local and National
levelsis necessary to identify appropriate empirical therapy for
UTls.

and antimicrobial resistance.
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Abstract

Background
To determine the frequency of bacterial meningitis and other
diseasesin children presented with fever and fits.

Methods

A prospective cross sectional study was conducted jointly at
the Creek General Hospital of United Medical and Dental
College, and National Institute of Child Health, Karachi from
December 2012 to November 2013. Children suffering from
fever fits and altered sensorium (age group 3 monthsto 5 years),
were examined. Detailed history and physical examination
followed by alumbar puncture for Cerebrospinal fluid (CSF)
leukocyte count/pL, gram staining and culture sensitivity along
with blood tests, complete blood count (CBC), random blood
glucose (RBS), serum electrolytes & serum calcium to rule out
other causes of seizures like aseptic meningitis, encephalitis,
febrile fits and sepsis. Bacterial meningitis was diagnosed if
CSF leukocyte count was >10/pL with low CSF glucose and
high protein. SPSS V-16.0 was used for descriptive statistics,
frequency and percentages are reported for categorical variables.

Results

Among 249 children, meningitis was suspected in 83 (33%)
children based on CSF leukocyte (CSFL) count >10 cells per
pL alone. Amongst these 83 suspected children, 52 children
were diagnosed as having bacterial meningitis (BM) due to the
presence of one of the three indicators:

i) CSFL >10/uL (n=16),
ii) Positive gram stain (n=18) and
iii) Isolation of a pathogen on CSF culture (n=18).

Twenty four children were diagnosed as having aseptic
meningitis and 7 as encephalitis. While, 166(67%) out of 249
had other causes of seizureslike febrile fits, metabolic fits and
sepsis. Streptococcus pneumoniae was identified as the
commonest pathogen for bacterial meningitis.
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Conclusion

A significant number of children with fever and seizures may
be suffering from meningitis which can easily be identified and
treated. Furthermore, occurrence of streptococcus pneumoniae
as the commonest pathogen for BM is aarming and has policy
implications for stressing on the value of vaccination against
this pathogen.

Key Word
Bacterial Meningitis, Lumber Puncture, Febrile Fits.

I ntroduction

Acute meningitis remains an important cause of death and
neurological sequelae in children, especially in developing
countries.* Early recognition of meningitis among young children
is often difficult.? The classical signs of meningitis are usually
absent in the first year of an infant’slife. Lumbar puncture has
long been akey procedurefor investigation. Thus, it is advocated
for any infant, who is drowsy or ill, without awaiting the
development of meningea signs.® However, perceived dangers
of lumbar puncture have restricted this procedure.* Therefore
experts stress on the value of CSF to avoid the possibility of
missing meningitis that could have serious acute and long term
consequences.*

In general practice, lumber puncture and CSF analysis done
for the patients of febrilefits, confirms or excludes meningitis.
It is rare that the microscopic examination of CSF gives
normal picture (Leukocyte <10/uL ), and a pathogen will grow
later except for infrequent cases of meningococcal meningitis
(up to 8%).° Children with clinical signs of meningococcal
sepsis should receive antibiotics despite anormal CSF. In an
earlier study, the suggestion that lumbar puncture during
bacteremia may itself cause meningitis, remain controversial
and unproven.*

Initial Gram staining of CSF reveals the presence of organism
in 68-80% of cases of suspected meningitis alowing appropriate
choice of antibiotics.® Subsequent culture gives information on
antibiotic resistance, which is especially important in areas
where antibiotic resistant Pneumococci are prevalent.’

Few children with clinical signs of meningitiswill have another
condition (for example, tumor, abscess or intracranial
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hemorrhage). Lumbar puncture in this situation would result
in a high risk of herniation of brain tissue.® The presence of
focal signs, depressed consciousness, or failure to respond to
treatment is thus an indication for an urgent CT scan to exclude
these conditions.®

American Academy of Pediatrics consensus statement
recommendations are to consider lumber puncture for CSF
analysis, strongly for infants 6 to 18 months of age exhibiting
the first episode of simple febrile seizure.™® In this context, the
present study was carried out and based on the clinical features
and routine investigation of CSF analysisto either rule out or
confirm meningitis. It is expected that it will help in the early
treatment to prevent the long lasting sequel of the Bacterial
meningitis (BM) so as to reduce mortality in a reasonable
percentage of the children presenting with fever and fits.

Methods

Thiswas a cross-sectional study conducted with the approval
of ethical committees of Creek General Hospital Korangi (CGK)
and National Institute of Child Heath (NICH), Karachi from
December 2012 to November 2013. A total of 249 patients
were examined in NICH (190) and CGH (59). All children aged
3 months to 5 years (both sexes) who visited the emergency
departments of above mentioned institutes with complaint of
fever , fits and altered sensorium, were enrolled. An informed
verbal consent was obtained from the parents/guardians for the
procedure of lumber puncture. Children with past history of
febrile fits, cerebral palsy, mental retardation and other known
neurological conditions were excluded. A detailed history and
pertinent clinical examination was done to establish aclinical
diagnosis of meningitis. CSF samples were transported to the
laboratory within 5-10 minutes. Study participants with CSF
leukocyte count of <10/pL were labeled as not having meningitis
and remaining CSF samples (CSF leukocyte count >10/uL)
were subjected to gram staining and culture sensitivity to

confirm the diagnosis of BM. All the CSF sampleswere anayzed
using standard techniques at the laboratories, affiliated with
the respective institutes.

Positive CSF culture with a positive gram stain, and/or CSF
total leukocyte count >10/uL were considered the indicators
for the diagnosis of BM. The possibility of meningitis was also
considered in cases where both CSF culture and gram staining
were negative but CSF total leukocyte count was >10 with low
glucose and high protein. Serum samples were also sent for
blood sugar, electrolytes, creatinine and calcium to rule out
metabolic causes leading to convulsions. Acute fever with
tachycardia, hypotension or leukocytosis on CBC was the
criteria for labeling a case with diagnosis of septicemia.*
Categorical data including age, CSF result, type of pathogen
and causes of fits were collected and analyzed on SPSS 16
using descriptive statistics, frequencies and percentages.

Results

A total 249 children came with complaints of fever and fits, 83
were found to have either meningitis or encephalitis. While
166 children had causes other than -meningitis or encephalitis.
The underlying diagnosis of all subjects with fever and fitsis
shown in table 1.

Out of 166 children, 158 had CSFL <10puL, and thus categorized
as febrile fits only. However, the remaining 7 non infected
children showed metabalic fits diagnosed on the basis of serum
hypocal caemia (serum Calcium < 8.5 mg/dl ). There was only
one case of sepsis amongst these children (table 1) who did not
have coexistent BM.

Most (33%) children with meningitis were between the age of
6 monthsto 1 year (table 1) in all of the other age groups, the
most common cause of fever and seizures was febrile fits
(64%) followed by BM being 20.8%.

Table 1: Underlying diseases among children presenting with fever and fitsin different age groups (n = 249)

Age Groups Meningitis’Encephalitis (n=83) Non-M eningeal/Non-Encephalitic (n=166) IJI-C(E:“)
0
Bacterial Aseptic Encephalitis | FebrileFits Metabolic Fits ~ Sepsis
Meningitis Meningitis
3to 6 months 15 2 - 18 5 1 41 (17)
6 monthsto 1 year 17 10 3 63 - - 93 (37)
1 to2year 9 9 2 42 1 - 63 (25)
2to5year 11 3 2 35 1 - 52 (21)
Total 52 24 7 158 7 1 249
N (%) (20.8) (9.6) (2.8) (63.5) (2.8) (0.5) | (100)
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Fig 1. Percentage of various pathogens | dentified in cases
of bacterial meningitis.

An account of the frequency of various types of pathogens
related with BM has been presented in Fig. 1. Out of total 52
cases of BM, only 18 (35% yield) cases showed the presence
of various pathogens. Out of them commonest pathogen was
Sreptococcal pneumoniae (44%).

Discussion

This study demonstrated febrile fits & BM were highest in
patients <lyear. Streptococcus pneumoniae was identified as
the commonest pathogen causing BM.

BM is the most serious manifestation of bacterial infectionsin
children accounting for high mortality and morbidity. Theyield
of CSF gram stain is high for pneumococcal and meningococcal
meningitis, for other pathogensit remains questionable. However,
one of the studies reported them along with likelihood ratios for
the various other indicators like CSF, C-reactive protein, gram
gtain, and Latex (LAT) agglutination have also been reported to
be of some utility in establishing a diagnosis of BM.**

The present study focused on the importance of CSF in children
with fever and fitsto rule out the risk of meningitis. However,
occurrence of BM in our study is more or less similar to earlier
studies.’**

In addition, microbiological test for gram positive organisms
done in the present study demonstrated growth of pathogens
in 18 cases corresponding to ayield of 35%. An earlier study
showed 23 cases of culture based BM which was about 7% of
the total 309 children examined.®® According to a study,'” a
large number (n = 4,113) were culture-negative for three
pathogens N. meningitidis, H. influenzae, and S. pneumoniae,
which were detected by using PCR. This procedure gave ayield
of 88.4%, 100% and 91.8% for Neisseria meningitis, H. influenza
and Streptococcus pneumoniae, respectively. In our
setting PCR is not feasible because of economic constraints.
Streptococcal pneumoniae is the most prevalent organism in

the present cross sectional study, highlighting the importance
of vaccination against this pathogen to prevent seriousillness.
Two third of our subjects had an underlying diagnosis of febrile
fits, this proportion is similar to earlier reports.™

Regarding the age group of children presenting with fever and
fits, the peak incidence was found in the age group of 6 months
to one year. Howeve, in one of the earlier study,® BM was
reported to be maximum in children younger than two months.
We have not included the children less than 3 month of age
because of our limitations.

Detection of pathogens is one of the important procedures to
diagnose BM. It can be done either by employing culture and
sensitivity tests or sophisticated PCR analysis. However, one
of the major limitations in this study was that we might have
missed a significant number of cases because of lack of
availability of additional diagnostic methods like latex
agglutination and PCR.

Conclusion

A significant number of children with fever and seizures may
be suffering from meningitis which can easily beidentified and
treated. Furthermore, occurrence of streptococcus pneumoniae
as the commonest pathogen for BM is alarming and has policy
implications for stressing on the value of vaccination against
this pathogen.
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Abstract

Acute febrile illness in a neonate is almost always presumed
to be secondary to neonatal sepsis. With dengue being endemic
in most of the continents of the world there is emergence of
more and more adults being affected. Pregnant women and
their fetus are also susceptible; either through vertical
transmission or by directs postnatal acquired infection. Neonatal
dengue should be considered as a differential diagnosis in
neonates presenting with acute febrile illness with or without
hemorrhagic manifestations particularly in the dengue season.
Here we report a case of aterm 7 day old, male neonate with
three day history of fever. Mother developed fever prior to
delivery and was still febrile at the time of delivery. He was
initially managed on the lines of septicemia. However later the
antibiotics were discontinued as, dengue antigen came out
positive. He was managed conservatively and was discharged
in a stable condition.

Introduction

Dengue infection has become a major public health problem
in tropical regions.® Dengue virus is spread by mosquitoes,
causing variable manifestations, ranging from asymptomatic
infection to flulike illnessin dengue fever and sometimes severe
hemorrhage resulting in shock and death in dengue hemorrhagic
fever.2 Annually 25000 people die because of dengueinfection;
however approximately 50million individuals being affected
worldwide.® As per WHO in the last 50 years, incidence has
increased 30-fold.? It is an arthropod borne virus endemic to
most continents of the world except Europe. Geographical
distribution of the disease is such that dengue and dengue
hemorrhagic fever are present in South-East Asia urban and
suburban areasin the Americas, the Eastern Mediterranean and
the Western Pacific and dengue fever is present mainly in rural
areasin Africa’® It is caused by four different serotypes; DEN1,
DEN2, DEN3 and DEN 4. There is no to minimal cross
protection and therefore immunity is obtained after being
infected by each serotype.® Being infected repeatedly, increases
the likelihood of dengue hemorrhagic fever and dengue shock
syndrome. The disease has an incubation period of 3-14 days.?
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The possibility of maternal-fetal transmission of the virusis
now recognized but the wide range of clinical signs may delay
the diagnosisin an infected neonate. For 20 years since the first
case of vertical transmission of dengue have been reported in
French Polynesia, several cases have been reported in Thailand,
Bangladesh, Puerto-rico, the Sri Lanka and in French Guiana
and Guadel oupe, which allowed a better understanding of the
consequences on the newborn with dengueinfection contracted
during pregnancy, especially during the 3" quarter.® In the
systematic review of Pouliot et al., on maternal dengue and
end products of gestation, maternal death from dengue occurred
in 2.9% of a series of 137 cases of mothers and in none of 25
cases reported separately in the literature, which shows that
maternal death from dengueis arare event. One of the studies
shows incidence of vertical transmission to be 1.6%.7®

The clinical manifestations described in neonatal dengue range
from asymptomatic to manifestations such as thrombocytopenia,
hepatomegaly and severe forms with pleural effusion, ascites,
bleeding, circulatory and multiple organ failure. Most cases of
dengue in fetuses and neonates survived without
sequel. @19

Neonatal dengue is rather rare or is not reported as often.®
Therefore, the objective of this case report isto raise awareness
to the awareness about the possibility of mother-child
transmission of dengue, which initially affects the newborn
presenting a clinical picture similar to neonatal sepsis, thus
leading to the possibility of not being diagnosed. We are
reporting a neonate delivered to a mother who had a febrile
illness a couple of days prior to delivery and delivered baby
boy who devel oped acute dengue fever.

CaseHistory

A 7 day male, term baby admitted with the complaints of fever
for the last three days. Fever was high grade, documented up
to 102 to 103°F. Otherwise the baby had normal activity and
was feeding well. There was no complains of vomiting, loose
motions or body rashes. He was born to a 28 year old mother,
she had experienced a febrile illness during the last 2 days of
her pregnancy for which she had not undergone any workup
or treatment. Fever lasted 2 days after delivery and was high
grade, associated with severe body ache, myalgiaand arthralgia
There were no body rashes and there was no history of leaking.
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The baby was born via a spontaneous vaginal delivery at aloca
hospital. Post-natal course remained uneventful.

He was in a healthy state so was discharged with his mother
on the same day. He remained well until fever developed on
the 4th day of life. At the time the baby came to us his 4 year
old sister was undergoing treatment at a local hospital for
suspected dengue. On examination thiswas a 3.3 Kg baby with
mottled skin and fair neonatal reflexes with aheart rate of 158
beats/min and respiratory rate of 52 breaths/min. He was febrile
(38.5°C) with poor neonatal reflexes (ill sustained sucking
reflex). His peripheral perfusion was more than 3 seconds.
Liver was not palpable and there were no body rashes.

Initial impression was that of neonatal sepsis, but keeping in
mind the siblings presumptive diagnosis of dengue fever dengue
antigen was sent a ongside septic workup so to exclude dengue
fever. Treatment was started in the line of sepsis. Baby was
kept nil per oral with IV fluids, parenteral Cefotaxime and
Amikacin was started. On the first day of presentation, baby
continued to have fever upto 101 to 102°F. He devel oped issues
of tachycardia, mottling and poor perfusion which responded
to fluid boluses. Blood picture showed hemoglobin of 16.2g/dl,
hematocrit of 45.6, leucopenia with total leucocyte count of
4.5x10° and thrombocytopenia with platelet count of 85 x10°.
On day 2 antibiotics were stepped up to Vancomycin and
Meropenum. Meanwhile dengue antigen came back positive
confirming the diagnosis of neonatal dengue. Repeat platel et
count was found to be 90,000; PT APTT were deranged so
fresh frozen plasma was transfused. On day 3 platelet count
fell further to 49,000, along with blanching. Baby developed
ecchymosis all over the body and so platel ets were transfused
with repeat count post transfusion showing a rise to 98,000.
Fever subsided on the 3rd day of admission with no evidence
of plasma leakage. Baby was hemodynamically stable, direct
mother feed was established and fluids were discontinued.
Seventy two hour cultures showed no growth and so antibiotics
were discontinued and he was discharged on the 11th day of
life. Mothers dengue serology was planned for possibility of
vertical transmission but respecting the family’s decision for
no further laboratory workup the serological testswere deferred.

Discussion

Till date not many cases of neonatal dengue have been reported
worldwide. A case series based on 17 cases of neonatal dengue
was among the longest case series published with regards to
neonatal outcome. However with the vector control getting
poorer there is increase reporting of neonatal transmission
worldwide. Vertical transmission is one of the manifestations
of the dengue fever. Most of the reported cases were from Asia
(n=10; mainly from Malaysia and Thailand), while rest from
Europe and Latin America. Case reports from other countries
including Sri Lanka, French Guiana, Cuba, and India have been
published. Thereis no published literature on neonatal dengue
fever from Pakistan. Although this report constitutes the first

case report of neonatal dengue from Pakistan, the actual
occurrence cannot be ascertained by the number of reported
cases as in our view neonatal dengue remains to be
underreported, more so underdiagnosed. Most cases of neonates
presenting with fever continue to be misdiagnosed and managed
in the lines of neonatal sepsis.

The longest case series mentioned describes fever and
thrombocytopenia being the commonest presentation for all 17
neonates which was also true for our case. Most neonatal case
reports are based on neonates proven to have vertical
transmission through positive serological tests done in the
mothers during febrile illness. In another case report they
hypothesized the neonate to have vertical transmitted dengue
through confirmed maternal infection close to delivery, 5 day
incubation period and absence of Aedes Egypticus focuses
nearby the hospital and also absence of other cases of dengue.
In our case however it remains to to be confirmed whether this
was a case of vertical transmission or that of postnatal acquired
dengue. Maternal Infection could not be confirmed through
serological testing respecting the family’s decision for no further
laboratory workup. Also the concomitant confirmation of dengue
IgM coming back positive in the neonates’ sibling makes
postnatal acquired infection more likely.

Conclusion

Acute febrileillness in a neonate is almost always presumed
to be secondary to neonatal sepsis. Neonatal dengue should be
considered as adifferential diagnosisin neonates with maternal
fever aweek prior to delivery and their newborn presenting
with acute febrile illness with or without hemorrhagic
manifestations in endemic areas of the world.
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CASE REPORT

Varicella Encephalitisin an Immunocompetent Child: A casereport and review of literature.

Sidra Kaleem, Sabeen Piyar Ali, Sonia Qureshi, Ali Faisal Saleem

Department of Paediatrics and Child Health, Aga Khan University, Karachi. Pakistan

Abstract

Varicella has been known to have an uncomplicated coursein
early childhood, however, several neurological complications
including encephalitis may occur. Significant neurological
involvement in immune competent children following Varicella
Zoster Virus (VZV) reactivation are exceptionally rare. We are
reporting a case of seven year old immunocompetent boy who
developed encephalitis post varicella (chicken pox) infection.
He was treated with intravenous acyclovir. His lumber puncture
showed raised TLC counts with predominant lymphocytes.
Blood and CSF cultures showed no growth. He responded well
to treatment, discharged and followed in the clinic without any
neurological sequelea.

Key words
Varicella encephalitis; Immunocompetent; Seizures; Children

Introduction

Varicella or chickenpox is abenign contagious disease, caused
by double stranded DNA virus.* Theviral prodrome characterized
by fever, headache, nausea and vomiting, lethargy, and myalgia
isquickly followed by arash. Therash of chickenpox isvesicular
and appears after the fever. The rash appears in “crops’ of
vesicles during the first 3 days. After the 3 days of successive
crops, few or no vesicles appear thereafter. The vesicles of
chickenpox appear to be fragile and superficial, and are
surrounded by an erythematous halo. Distribution of the rash
is primarily central as it arises from the trunk and spreads
somewhat centrifugally during three days of successive vesicular
crops. The high degree of communicability of chickenpox
during early childhood (generally 2-8 years of age) can be
appreciated by the presence of protective antibodies in 85-90%
of children.?

Even though complicationsinvolving the central nervous system
(CNS) are rare following natural VZV infection, VZV was
found to be the most common etiological agent associated with
encephalitis, meningitis and myelitis. Encephalitisis the most
common neurologic manifestation of chickenpox. The clinical
spectrum of encephalitis ranges from mild to fatal. Cerebellar
ataxia resulting from chickenpox is a less common central
nervous system (CNS) complication.®* The most uncommon
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CNS manifestation of chickenpox isvira (aseptic) meningitis,
which congtitutes 5-10% of CNS complications.* A retrospective
study carried in Pakistan on oncology patients showed that
young age, poor health-seeking behavior, severe neutropenia,
and being underweight are the major risk factors for the
development of varicella-related complicationsin childrenin
developing countries. These complications could be favorably
modified through active immunization of immunocompetent
children. We present a case of an otherwise healthy child who
developed varicella encephalitis followed by literature review.

Case history

Our patient was a seven year old boy who presented to the
emergency room with history of fever and seizures for 3 days.
He came with fever, which was high grade, continuous, not
associated with any rigors and chills, relieved on taking
antipyretics. There was associated complains of headache,
vomiting and generalized body weakness. There were multiple
episodes of seizures that were generalized, tonic clonic, with
up rolling of eyes, frothing from mouth, stiffness of all four
limbs and urinary incontinence. The child had developed a
vesicular rash seven days back which were now scabbing and
were of multiple ages.

Examination findings included a pale, sick looking, afebrile,
moderately dehydrated, irritable child otherwise vitally stable.
Hisweight was below 5" centile and height was at 25" percentile.
CNS examination revealed GCS of 14/15, child was aert and
oriented to time, place and person with signs of meningeal
irritation present. Chest was clear with bilaterally equal air
entry on auscultation. Abdominal and cardiovascular
examinations were unremarkable.

Laboratory workup including complete blood count, C - reactive
protein and el ectrolytes were unremarkable. A lumbar puncture
done showed normal CSF glucose and protein with a raised
TLC count (10/umm) with abreakup of 80% lymphocytes and
20% polymorphs. Aninitial impression of Varicella encephdlitis
was made so and the child was started on IV acyclovir and
dexamethasone.

Later because of recurrent seizures he was started on phenytion.
The CSF Herpes Simplex Virus PCR came out to be negative
aswell asthe CSF culture showed no growth. However, as the
seizures were continued an EEG and MRI were done. The EEG
showed diffuse delta and theta slowing. MRI with contrast
showed abnormal T2 and FLAIR hyper intense signals in
cortical gray matter and left basal ganglia with post contrast
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meningeal enhancement suggesting meningioencephalitis
(Figure 1). In view of the continuing seizures in spite of 1V

hyper intense signalsin cortical gray matter and left basal
ganglia with post contrast meningeal enhancement
suggesting meningioencephalitis.

phenytain, the child was commenced on double and then triple
antiepileptic regimen after which satisfactory seizure control
was achieved. When the child remained seizure free for 24
hours, he was shifted to general care where 1V acyclovir was
continued. His antiepileptics were gradually tapered off and
the child was discharged on oral Divalproate 250 mg every 12
hourly with instruction to follow up in neurology clinic.
Intravenous acyclovir was given for atotal of 14 days.

Discussion

Varicella is an acute exanthematous and highly contagious
disease that occurs mostly in childhood. Although varicellais
known for it's uncomplicated course in early childhood, severa
complications may occur. The range of complications vary
depending on the immune status and underlying chronic diseases.
Immune compromised individuals are at increased risk of
dissemination of the virus to the internal organs, including
lungs, liver, brain, heart, and kidneys. However, immune
competent individuals may experience complications as well .

Of all reported patients hospitalized with varicella, 21.7%
developed neurological complications.® The neurological
complications of varicella-zoster virus (VZV) may be
categorized into those caused by the primary infection and
those associated with virus reactivation. The latter is more
frequent among elderly individuals and immunocompromised
patients.” Significant neurological involvement in
immunocompetent children following VZV reactivation is
exceptionally rare. Neurological complications may include
post infectious encephalitis, acute cerebellar ataxia, acute
myelitis, and stroke or stroke-like episodes, meningitis,
encephalitis, myelitis, and vascul opathy.?

The pathogenesis of VZV encephal opathy isnot fully understood.
The pathogenic mechanisms which have been proposed suggest
adirect invasion of the central and peripheral nervous system
by the virus. It may occur during primary or secondary viremia,
leading to clinical manifestation of VZV encephal opathy prior

to, simultaneous with, or after the skin rash.®

The diagnosis of varicella is generally based on a clinical
evaluation of the typical rash by the physician.”® In few cases,
laboratory testing, such as serology, polymerase chain reaction
testing of skin vesiclefluid or of blood, or culturefrom avesicle
swab, are required to confirm the diagnosis.™ Asin our patient
cerebrospinal fluid cultures and polymerase chain reaction were
negative and our diagnosis was based on the the history and
clinical presentation.” Table 1 shows the published cases of
Varicella encephalitis along with their clinical and laboratory
characterstics.

Inclusion of diffusion weighted image sequences of aroutine
MRI has asignificant value in detecting the pathol ogic changes
that occur following viral invasion of CNS. Treatment of
varicella neurological complications in immunocompetent is
not established by international guidelines thus physicians on
their own discretion decide whether a child should receive
intravenous acyclovir and/or steroids. **

Conclusion

Varicella encephalitis is not uncommon in immunocompetent
children. Seizures are common however magjority of children
recover fully.
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Table 1: Literature Review of Immunocompetent children with Varicella encephalitis

References Year No. of children Presenting complaints/L ab Outcome
confirmation
MarchK. 2003 364 Headache seizures 289 79%Seizure free
CSF DNA PCR performed in 364 patients — 70— 19.3%focal seizures
5 positive 5-1.7% developmenta delay
4 — reactivated VZV infection. 2 — meningitis
immunocompetent individuals
1— myeélitiswithout shingles
1— zoster radiculitis.
Koturoglu G. 2005 *° 178 patients Fever rash and seizures Seizures free
Median age— 3yrs CSFPCR
M=F Neurological complications 68 (38%) patients
Encephalitis— 17(9.5%)
Chiappini E. 2002 *° 2y/F Radiologic findings were consistent with large Seizures
to medium-vessel-vasculitis.
VZV-DNA was detected in cerebrospinal fluid.
Hausler M. 2002 Y 4y/F Rash and focal epileptic seizures 1 seizure free
16m/F Diagnosis — clinical features 1 developmental delay
1gG seroconversion
CSF antibodies against VZV
Chouliaras G. 2010 *® 3% y/F Rash and fits Complete recovery
CSFPCR
Molecular analysis
Spiegel R.2010°  14y/F Varicella-Zoster virus DNA was detected in near-complete

cerebrospinal fluid and magnetic resonance
imaging (MRI) findings

neurological recovery

All discharged home
healthy

Hausler M, Schaade L, Kemeny S, Schweizer K, Schoenmackers C,
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associated herpes zoster ophthalmicus [correction of opthalmicus] and
encephditisin an immunocompetent child. Pediatrics Apr;125(4):€969-72.
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9y/ M Diagnosis: CSF PCR
15y/F
11y/M
virus infections. Curr Neurol Neurosci Rep 2009 Nov;9(6):430-4. 17.
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Pediatr Int 2005 Jun;47(3):296-9. child. J Child Neurol Jan;25(1):87-90.
16. Chiappini E, Calabri G, Galli L, Salvi G, de Martino M. Varicella-zoster 20.

virus acquired at 4 months of age reactivates at 24 months and causes
encephalitis. J Pediatr 2002 Feb;140(2):250-1.

Ravid S, Shachor-MeyouhasY, Shahar E, Kra-Oz Z, Kassis|. Reactivation
of varicella presenting as pseudotumor cerebri: three cases and areview
of the literature. Pediatr Neurol Feb;46(2):124-6.
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The Polio Fiasco in Pakistan, 2014

Poliomyelitis is a vaccine-preventable, enteroviral infection
which can cause death or crippling paralysis, predominantly in
young children in endemic areas. Up t095% of infections are
subclinical; 0.1% areparalytic.' Immunity after infection or
vaccination is type-specific.?

Pakistan has the dubious distinction of being one of the 3
countries in the world where polio eradication has failed.?
Inadequate coverage, lack of potency because of failure to
maintain the cold chain, inaccessibility because of political
unrest or militancy and vaccine refusal are some of the
contributory factors.

“From a humanitarian perspective, eradication provides the
ultimate in health equity and social justice, bringing identical
and universal benefitsto every person globally”.* In Pakistan,
we are very far from attaining thisideal.

One way of achieving protection against polio, which is seldom
mentioned, subscribed or targeted, is provision of clean potable
water, safe disposal of excreta and meticul ous practice of hand
hygiene by everyone, at al times. While these remain untargeted
and presumably unattainable in the foreseeable future, the next
best strategy is vaccination.

Let us examine how safe and effective the currently available
oral and injectable polio vaccines are?

Oral Poliovirus Vaccine (OPV)

Live attenuated,mono-, bi- and trivalent vaccines are available
of which the monovalent type is the most immunogenic.
Although, after the third dose, the prevalence of protective anti-
body can be > 96%,®> many infants in tropical countries are |eft
unprotected following receipt of the recommended number of
OPV doses because of low serocon version rates.®” This poor
response has led to outbreaks in countries with high immu-
nization rates.?

Monovalent types 1 and 3 OPV vaccines have been introduced
via supplemental immunization activities (SIAs) into many
areas where wild-type polioviruses continue to circulate. In
Pakistan, bivalent vaccine containing serotypes 1 and 3 were
introduced through SIAs in 2008-2009.° Since then, no WPV 3
cases have been documented; probably it has been completely
eradicated from Asia. ™

An important question is: how many doses of vaccine are
actually protective? Nearly 100% OPV coverage with 10-15
doses (versus 3-4 doses according to schedule) per preschool
child, givenin EPI activities and through SIAs, have been found
to be protective.™ This observation has not yet led to a change
in EPI schedule; SIAs remain the sole means of ensuring that
susceptible children receive the 11-12 additional doses of OPV

which are required for reliable protection.

The incidence of vaccine-associated paralytic poliomyelitis
(VAPP) was once considered low enough to qualify OPV as
“one of the safest vaccinesin current use” by WHO.® In the
pre-EPI era, 600,000-800,000 cases of polio occurred annually
in developing countries. “Many experts accepted VAPP as a
pricefor the greater benefit of controlling wild poliovirus using
OPV. The countries themselves, however, had no opportunity
to make an informed choice between vaccines’.? Arewein a
position to make an “informed choice” now?

With progress towards eradication, VAPP has now become
more frequent than polio attributable to wild poliovirus
infection.***

IPV needs to be given where OPV efficacy is limited by
intercurrent diarrheal diseases.’®

I nactivated Poliovirus Vaccine (I1PV)

Seroconversion rates are equal to, and mean antibody titers are
superior to those of OPV when given according to the same
schedule. Antibodiesto all three types are detectable in 100%
after the third dose.® Current IPV's are more immunogenic than
the original Salk vaccine and are called enhanced potency |PV
(elPV).

When chalenged with live polioviruses, IPV-immunized children
may shed thevirusin their feces at a higher rate and for alonger
period than OPV-immunized children, indicating a greater
potential for asymptomatic infection and transmission.**
Nonetheless, 1PV can reduce the quantity and duration of
virusshedding in stool samples, which may contribute to a
reduction in transmission.

OPV strategy for preventing polio has two main drawbacks:
vaccine-associated paraytic poliomyditis (VAPP) and evolution
of vaccine-derived poliomyelitis viruses (VDPV). The estimated
incidence of VAPP is 2—4 cases/million birth cohort per year
causing up to 500 cases each year in countries where OPV is
used. Approximately 50% of VAPP cases are recent OPV
vaccines, most of whom develop paralysis (as a result of
attenuated virus regaining neurovirulence within the gut) 7 to
21 days after the first dose.> A similar number of VAPP cases
occur among non-immune close contacts including parents,
family members or baby sitters who may develop paralysis 20
to 29 days after the administration of OPV to a close contact.
For immunocompetent patients, the clinical features and outcome
of VAPP do not differ from disease caused by naturally occur-
ring polioviruses. OPV virus types 3 and 2 are more common
causes of VAPP?® In lower-income settings; the age at onset of
VAPPis higher and is associated with subsequent OPV doses,
mainly due to lower immune responsivenessto OPV and higher
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prevalence of maternally-derived antibody.

VDPVsthat arise during persistent infection of immunodeficient
individuals are termed iVDPV. VDPVs that evolve during
continuous transmissionsof vaccine virus among unvaccinated
individuals inpopul ations with low vaccination coverage are
called “circulating VDPV” (cVDPV).18%°

One strategy for reducing VAPP and cVDPV and increasing
immunogenic response to vaccine has been introduction of
bivalent OPV. The main drawback of this strategy is creation
of acohort of children with no immunity to polio virustype 2.
Indeed, the risk of cVDPV poliomyelitis has increased
dramatically over the years and is associated with increased
transmission of OPV- 2'® secondary to low immunization
rates'lQ,Zl

“The emergence of VDPV has profoundly influenced plans for
the eventual cessation of poliovirus immunization following
eradication of poliomyelitis, which will now include a strategy
to discontinue OPV use worldwide and introduce IPV into as
many countries as feasible” .22 Indeed, the Polio Eradicationand
Endgame Strategic Plan 2013-2018 now includes the
introduction of &t least onedose of IPV into routine immunization
schedules as a strategy to mitigate the potential risk of re-
emergenceof type 2 polio following the withdrawal of Sabin

type 2 strains from OPV.%

Evolutionary clusters of VDPV's have been found in sewage
from populations with high (>95%) immunity, suggesting the
need to incorporate environmental surveillance in the overall
polio surveillance system, particularly in countries where OPV
isstill inuse®

While 15-20 doses per child of OPV remain the sole strategy
for controlling polio in Pakistan, the US moved to an al-IPV
strategy, more than two decades agobecause of the risk of
paralytic polio with OPV (overal risk 1 in every 750,000 first
doses)? raising the important issue of social justice and equity
in health carefor al.

Polio vaccine is not routinely recommended for persons 18
years of age or older in the US because the risk from wild virus
is low. However, if vaccine is needed, such as for persons
traveling to Pakistan, previoudly unvaccinated adults are given
two doses of IPV at intervals of 4 to 8 weeks and athird dose
6 to 12 months after the second. Adults who have had aprimary
series of OPV or IPV and who are at increased risk for exposure
to poliovirus may receive an additional dose of IPV. Previously
vaccinated individuals receive a one-time single dose of IPV
as abooster if the last dose or booster dose was administered
at least 10 years previoudly.

In Pakistan an outbreak of cVDPV2 was recorded in 2012-
2013 with 61 cases of Acute Flaccid Paralysis (AFP).2 Wild

type polio 1 virus (WPV 1) has been found in environmental
samplesfrom different parts of Pakistan; 93 caseswere recorded
in 2013 and the count is rapidly increasing this year and may
well cross the 100 mark.

The Augmented National Emergency Action Plan 2012 for
polio control in Pakistan® proposed a pilot use of IPV as a
supplement to OPV in the second half of 2012 to develop
experience on its potential wider use. This plan failed to
materialize. Action Plan for 2013% continues to emphasize the
sole use of bivalent and trivalent OPVs as the prime strategy
for control. Amidst concerns of VAPPand VDPV and incomplete
vaccine coverage, can OPV as a sole strategy to protect anation
against polio virus be justified?

Low cost, immunogenic potential and the presumed benefit of
inducing herd immunity by introducing attenuated live virus
in the community have been the driving force for using this
strategy in Pakistan and this may continue indefinitely. WHO
no longer recommends an OPV-only vaccination schedule. For
all countries currently using OPV only, atleast 1 dose of IPV
should be added to the schedule.”

Use of OPV for travelers going out of Pakistan to non-endemic
areasisenigmatic. It iswell known that VDPV's can beimported
and spread in under-vaccinated communities of developed
countries.? The current recommendation does not take this fact
into consideration.

In Pakistan, serological studies have shown favorable
immunological response to combined |PV+OPV vaccination.?
Combined or sequential 1PV and OPV can decrease incidence
of paralytic polio, both wild type and VAPP.

What does the slogan “I am not carrying polio” mean if a
traveler who has never been vaccinated carries afake vaccination
certificate or gets a single dose of OPV, thus putting close
unimmunized contacts at risk (albeit small) of VAPP or VDPV
infection?

The important question iswho do we want to protect and how?
The best one can achieve with a single dose OPV is to boost
immunity in amgjority of individuals who are already immune.
For the non-vaccinated group, one dose of OPV isnot sufficiently
immunogenic to be protective but perhapsthat is not theintention
of this exercise. OPV just prior to departure would ensure
introduction of vaccine virus in environment where polio
eradication has already been achieved. Non-immune OPV
recipients continue to shed vaccine viruses in the feces (and
pharynx) for 1 to 6 weeks.

What are WHO recommendations for vaccinating travelers
from endemic countries?

Before travelling abroad, persons residing in polio-infected
countries should have completed a full course of polio
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vaccination in compliance with the national schedule, and
received one dose of PV or OPV within 4 weeksto 12 months
of travel, in order to boost intestinal mucosal immunity and
reducetherisk of palio virus shedding. Many polio-free countries
now require resident travelers from polio-infected countries to
be vaccinated against polio in order to obtain an entry visa, or
they may require that travelers receive an additional dose on
arrival, or both.?’

From both humanitarian and scientific view point any polio
paralysis should be prevented, not merely that caused by wild
viruses. Therefore, polio eradication must be perceived astruly
the zero incidence of polio virus infection, both wild and
vaccine-derived, in developed and developing countries.®

Pakistan is spreading WPV 1 and cVDPV to Afghanistan and
other countries.’® Genomic sequencing and preliminary
phylogenetic analyses suggest that WPV 1 was imported from
Sindh to Egypt (2012) and then to Israel, West Bank and the
Gaza Strip.

With the current polio control strategies, the true impact of wild
and attenuated polio strains within and outside the country
remains to be seen. In the mean time, the hapless populace is
expected to toe the line and wait patiently for the next directive.
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NEWS& VIEWS

4™ | nternational Forum on I nfectious Diseases (I FI1D) 2014

The 4™ IFID in cooperation with MMIDSP was conducted
by GETZ Pharma under an MOU asin previous years. It
was held in Kuala Lumpur, Malaysia on 22th August
2014 with the theme “Respiratory Tract Infections:
Emerging Scenarios in Developing Countries’. In his
opening remarks Dr. Ejaz A. Khan, President MMIDSP
shared some exciting news, mgjor achievements and some
setbacks over last few years in the field of infectious
diseases. Earlier Dr. Khawar Mehdi welcomed more than
100 delegates from 6 countries (Myanmar, Sri Lanka,
Vietnam, Philippines, Kazakhstan and Pakistan). The 4
hour long scientific session focused on respiratory diseases
and al sessions werelead by eminent speakers. MMIDSP
was actively represented by President, Dr Ejaz A. Khan,
Dr. Altaf Ahmad and Professor Sgjid Magbool.

Speakersincluded Dr. Ejaz Khan (“ Antibiotic Stewardship
Initiative in Pakistan (ASP)— an urgent need!”), Dr.
Daniel Tan from Philippines (“ The Must Know in the
Management of Lung Infection”), Dr Altaf Ahmad
(*Comparable antimicrobial activity of Levofloxacin &
Ciprofloxacin against Salmonella Typhi & Paratyphi in

Karachi, Pakistan” ), Dr. Sgjid Magbool (“ Rational use
of antibiotics in RTIs in children™) and Dr. Win Naing
from Myanmar (* Community Acquired Pneumonia
Management - Myanmar Perspective’ ). A panel of experts
moderated each session with active participation from the
enthusiastic audience. This conference was a good forum
to create awareness of ID related issues in Pakistan. It
was very interactive with international speakers adding
color. Important hot topics with emphasis on scientific
value and new aspects were chosen. Participants with
diverse specialty and areas from different countries were
invited. Discussion after each talk waslively and educative.

Many participants had positive feedback about learning
new aspects of diagnosis and management of respiratory
infections. IDSP welcomes such endeavors and those who
support such educational activities. Many suggestions
were given to build on this platform. It is hoped that more
educationa activities from GETZ Pharmawill continue
for the promotion of ID in Pakistan in future as well.

Dr Ejaz A. Khan

Antibiotics Stewar dship Summit-2014, 17th -19th October 2014, L ahore

“Antibiotics Stewardship Summit-2014 by Pfizer Pakistan in
collaboration with Medical Microbiology and Infectious Diseases
Society of Pakistan (MMIDSP). The objective of this meeting
was to highlight the role of Infectious Diseases Physicians and
Medical Microbiologists to reduce antibiotic misuse, anti-
microbial resistance, healthcare costs and improving patient’s
outcome. It was held in Lahore with the theme “ ROLE OF 1D
PHYSICIAN AND MEDICAL MICROBIOLOGIST”. In his
welcome address Dr. Ejaz A. Khan, President MM IDSP praised
the fantastic effort by Pfizer Pakistan to bring together on one-
platform experts in infectious disease and microbiology to
share, exchange and gain exciting news and current trendsin
epidemiology, diagnosis and management of microbiology and
infectious diseases in Pakistan. He described the global crisis
of antibiotic resistance being witnessed over for last few decades
especialy in recent years and common infections like typhoid,
URTI or urinary tract infections with become untreatable with
common antibiotics now.

A full day on Day 2 included speakers Dr. Asghar Nagvi
(“ Penicillin to Tigecycline — a long Journey” ), Dr. Mateen
| zhar (“Emerging Multi-Drug Resistant Organisms: Knowing
your enemy well”), Dr. Ejaz A. Khan (“Why wrong antibiotic
prescriptions are dreadful?’), Dr. Mahmud Haider Javid
(“ Clinical implications of Drug-Resistant Infections”), Dr.
Naseem Salahuddin (* Antibiotics in sepsis’) and Dr. Sgjid

Magbool (“ The rational use of antibiotics in common
infections” ). A case based discussion on resistant surgical
infections followed conducted by Dr. Wasim Hayat Khan and
Dr. M. Waris Farooka highlighting the role of antibiotics
particularly “Clinical outcome of tigecycline’. Dr Altaf Ahmad
then conducted a 2-hour interactive workshop “Antibiotic
Stewardship Initiaive in Pakistan (ASIP)”. Different roles of
ID physician (Dr. Ejaz Khan), microbiologists (Dr. Afia Zafar),
“Correlations of clinical outcomes and susceptibility testing”
(Dr. Javeria Farooqui) and pharmacy (Ms. Komal Fizza).

The plague of “antibiotic misuse and overuse” within Pakistan
was discussed at length and how all physicians including
micraobiologist and ID physicians need to assume responsibility
of this daunting and challenging task. All speakers highlighted
that though difficult and yet to be recognized we needed a
committed and concerted effort in Pakistan. Different experts
moderated each session with active participation from the
enthusiastic audience. There were many positive things about
this meeting with creating awareness of ASIP, roles of different
stakeholders and diversity of participants from different cities
that were invited. Discussion after each talk was lively and
educative. Many participants had positive feedback about ASP
and the role of MMIDSP for this purpose. MMIDSP also
welcomes such endeavors and those who support such
educational activities.
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Instructionsto Authors

Scope

The Infectious Diseases Society of Pakistan sponsors the
Infectious Disease Journa of Pakistan (IDJ). The Journa accepts
Original Articles, Review Articles, Brief Reports, Case Reports,
Short Communications, Letter to the Editor and Notes and
News in the fields of microbiology, infectious diseases, public
health; with laboratory, clinical, or epidemiological aspects.

Criteriafor publication

All articles are peer reviewed by the IDSP panel of reviewers.
After that the article is submitted to the Editorial Board. Authors
may submit names and contact information of 2 persons who
potentially could serve as unbiased and expert reviewers for
their manuscript, but IDSP reserves the right of final selection.

Submission of the Manuscript

Manuscripts must be formatted according to submission
guidelines given below, which are in accordance with the
“Uniform Requirements for Manuscripts Submitted to
Biomedical Journals’ (originally published in N Engl J Med
1997;336:309-15). The complete document appears at
www.icmje.org. Please submit one complete copy of the
manuscript and all enclosures to The Managing Editors,
Infectious Diseases Journal of Pakistan, Department of
Pediatrics & Child Health, The Aga Khan University,
Stadium Road, P.O. Box 3500, Karachi 74800, Pakistan.
An electronic copy of the manuscript must also be sent to
pak_idj@yahoo.com. All manuscripts submitted to |DJP must
be accompanied by an Authorship Declaration stating that * The
authors confirm that the manuscript, the title of which is given,
isoriginal and has not been submitted elsewhere.Each author
acknowledges that he/she has contributed in a substantial way
to the work described in the manuscript and its preparation’.
Upon submission a manuscript number will be assigned which
should be used for al correspondence.

Manuscript Categories

I. Original Articles

Articles should report origina work in thefields of microbiology,
infectious disease or public health.The word limit for original
articlesis 2000.

Title page

This should list the (i) title of the article, (ii) the full names of
each author with highest academic degree(s), institutional
addresses and email addresses of all authors. (iii) The
corresponding author should aso be indicated with higher name,
address, telephone, fax number and e-mail address. (iv) A short
running title of not more than 40 characters (count letters and
spaces) placed at the foot end of the title page.(v) a conflict of
interest statement should also be included in this section.

INSTRUCTIONS FOR AUTHORS

Abstract

Abstract should not exceed 250 words and must be structured
in to separate sections headed Background, Methods, Results
and Conclusions.

Please do not use abbreviations or cite referencesin the abstract.
A short list of four to five key words should be provided to
facilitate.

Background

The section must clearly state the background to the research
and its aims. Controversiesin the field should be mentioned.
The key aspects of the literature should be reviewed focusing
on why the study was necessary and what additional contribution
will it make to the already existing knowledge in that field of
study. The section should end with a very brief statement of
the aims of the article.

Materials and Methods

Please provide details of subject selection (patients or
experimental animals). Details must be sufficient to allow other
workersto reproduce the results. The design of study and details
of interventions used must be clearly described. Identify precisely
al drugs and chemicals used, including generic name(s) and
route(s) of administration All research carried out on humans
must be in compliance with the Helsinki Declaration, and
animal studies must follow internationally recognized guidelines.
The authors are expected to include a statement to this effect
in the Methods section of the manuscript. A description of the
sample size calculation and statistical analysis used should be
provided.

Results

Present results in logical sequences in the text, tables and
illustrations. Articles can have a maximum of 5 illustrations
(in acombination of figures and tables) per article. The results
should be in past tense and repetition of results presented in
the tables should be avoided. Exact P-values should be reported
along with reporting of OR and RR with their Confidence
Intervals where applicable.

Discussion

Emphasize the new and important aspects of the study and
conclusions that follow from them. Do not repeat the details
from the results section. Discuss the implications of the findings
and the strengths and limitations of the study. Link the
conclusions with the goals of the study but avoid unqualified
statements and conclusion not completely supported by your
data.

Acknowledgments

Acknowledge any sources of support, in the form of grants,
equipment or technical assistance. The source of funding (if
any) for the study should be stated in this section. Please see
below for format of References, Figures and Tables.
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Il. Review Articles

Authoritative and state of the art review articles on topical
issues are also published, with aword limit of 2000. It should
consist of critical overview of existing literature along with
reference to new developments in that field. These should be
comprehensive and fully referenced. Articles should contain
an Abstract; Main Text divided into sections, Conclusions and
References.

[11. Brief Reports

Short clinical and laboratory observations are included as Brief
Reports. The text should contain no more than 1000 words,
two illustrations or tables and up to 10 references.

IV. Case Reports

Instructive cases with a message are published as case reports.
Routine syndromes or rare entities without unusual or new
features are invariably rejected. The text should contain no
more than 1000 words, two illustrations or tables and up to 10
references. The authorship should not exceed 3-4 persons.

V. Letter to the Editor

These may relate to material published in the IDJP, topic of
interest pertaining to infectious diseases, and/or unusual clinical
observations. A letter should not be more than 300 words, one
figure and 3-5 references.

VI. Newsand Views
Informative, breaking news updates in infectious diseases from
around the world (approx. 200 words).

VII. Notices

Announcements of conferences, symposia or meetings may be
sent for publication at least 12 weeks in advance of the meeting
date. Details of programs should not be included.

References

Number references consecutively in the order in which they
arefirst mentioned in the text. Identify referencesin text, tables
and legends by Arabic numerals (in superscript). References
cited only in tables or in legends to figures should be numbered
in accordance with a sequence established by the first
identification of the particular table or illustration. Bibliography
should be given in order. Authors, complete title, journal name
(Abbr), year, val, issue, page numbers. According to “Uniform

Requirements of Manuscripts submitted to Biomedical Journas”’,
ascitedin N Engl JMed 1997; 336:309-15.

Tablesand Figures

Datareported either in atable or in afigure should beillustrative
of information reported in the text, but should not be redundant
with the text. Each table must be presented on a separate sheet
of paper and numbered in order of appearancein the text. Table
should be numbered consecutively in Arabic numerals. Tables
and Figures legends should be self-explanatory with adequate
headings and footnotes.Results which can be described as short
statements within the text should not be presented as figures
or tables.

[llustrations

Illustrations should be numbered, given suitable legends and
marked lightly on the back with the author’s name and the top
edge indicated. Original drawings may be submitted although
high quality glossy photographs are preferable. They should
be kept separate from the text. If possible, figures should be
submitted in electronic format as either a TIFF (tagged image
file format) or JPEG format. Minimum resolution for scanned
artwork is:

Black& white line illustration (e.g. graphs): 600 dpi
Black & white halftone illustrations (e.g. photographs):
300 dpi

v Color illustrations: 400 dpi (note that color images should
be split CMYK not RGB)

\Y4
\Y4

Plagiarism

Authors should refrain from plagiarism and should double
check their work before submitting it for publication. Adequate
references should be provided for text from other sources.

Authorship criteria

Those who have contributed sufficiently to the conceptualization,
design, collection and analysis of data and writing of the
manuscript should be granted authorship. Ideally all authors
should be from the same department except for studiesthat are
multi center or multispecialty.

Instructions updated - April 2012.
Editor 1DJ
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