LETTERS TO THE EDITOR

Intramuscular Vaccination in
Hemophilia

I read the recent article on hemophilia with
interest(1). It is stated that all intramuscular
injections are contraindicated and affected
children should receive all vaccines including
immunizations against hepatitis B and
A. Considering the two recommendations
together, how should one vaccinate hemophilic
children against DPT, hepatitis B and A and
Haemophilus influenzae type b (which are
recommended by intramusclar route only)?
This issue assumes further importance as many
such vaccines are given during infancy when
clinical bleeding episodes are rare since the
child is not yet fully mobile.

Ravi Goyal,

Consultant Pediatrician,

581 A, Talwandi,

Kota 324 005, Rajasthan, India.
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Reply

Children with hemophilia are at higher risk
of developing muscular hematoma following

intramuscular injections. Therefore, it becomes
essential that all Pediatricians should take
detailed family history of bleeding episodes. In
presence of a positive family history, the
children need to be investigated by coagulation
studies to identify the cause of bleeding. In the
absence of investigative facilities and if the
investigations are being deferred for any other
cause; it is advised that all suspected cases with

bleeding disorders should be vaccinated only - :

by subcutaneous (SC) injections with fine 26
gauze needle. It has been clearly shown that the
effectiveness of various immunizations is same
irrespective of the method of administration
(SC or IM). Site of immunization should be
pressed for 10-15 minutes after vaccination.
Aspirin should not be used as an antipyretic
agent if required.

Children with hemophilia are at higher risk
of developing blood transmitted infections such
as hepatitis B and cytomegalo virus. Therefore
it becomes mandatory that all hemophilic
children should receive hepatitis B vaccine
subcutaneously at diagnosis in addition to other -
vaccinations as recommended by IAP.

V.P. Choudhry,

Professor,

Department of Hematology,

All India Institute of Medical Sciences,
' New Delhi 110 029, India.

Clinical Profile and Sero-
Conversion Pattern of Children
with HBsAg Positivity

We read with interest the ‘Brief Report’ on
“Clinical profile and sero-conversion pattern of
children with HBsAg positivity”(1) and want
to make some comments. The diagnosis of
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acute viral hepatitis-B was made in majority of
the study population (40 of 45) on the basis of
HBsAg positivity only. However, the diagnosis
of acute hepatitis-B infection is made by
demonstrating IgM anti-HBc. Of these 40
children, serum bilirubin was normal in 2 and
transaminases were not elevated in 3. How can
one make a diagnosis of acute viral hepatitis-
B, when liver function tests are normal and only
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HBsAg is positive? Obviously some of these
cases were asymptomatic carriers.

One child was diagnosed to be a case of
neonatal hepatitis due to perinatally acquired
HBV because she was HBsAg positive.
Perinatally acquired HBV means acquisition of
HBY infection from mother to child at birth or

.« . in the first few months of life. In this case both

" parents were negative for HBsAg. Moreover,
. natural history of perinatally acquired HBV
infection is altogether different than
horizontally acquired HBV. In the life cycle of
HBYV in the human host, there are 4 stages(2).
The first stage is characterized by “immune
tolerance”. In the healthy adult, this period lasts
for 2-4 weeks but in perinatally acquired HBV
this period lasts for several decades. In this
stage the patient remains asymptomatic and
liver function tests (LFT) remain normal in the
presence of replicating HBV, (HBsAg +ve,

DNA strongly +, HBeAg +). In the second
) st.aggk@n im@unolegical résponse develops or

- L ‘improves (alsq called immune clearance stage).
= The’ patlent"’”ﬁecomes symptomatlc with

abnormal LFT and harbours replicating HBV.
When the host is able to mount a response that
eliminates infected cells or greatly dininishes
their number, active viral replication ends and
the third stage begins. In this stage there is
seroconversion of HBeAg to anti-HBe, HBsAg
is still positive but DNA is detectable by PCR
~only (low goncen{ratlon) and LFT is normal.
Thie stagé four or complete resolution of HBV
infection stage occurs when HBsAg becomes
negative and anti HBs becomes positive and
- HBeAg and DNA are negative. Therefore, the
patient who cleared her HBsAg at 17 months
of age is no-way fitting in the perinatally
acquired HBV infection category. Most
probably she acquired HBV infection through
her multiple exposure to various forms of
treatment.

“Seroconversion” means conversion of
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HBeAg status to anti HBe status which is seen
in the stage 3 of the disease(2). On the other
hand conversion of HBsAg to anti HBs is called
complete resolution of infection and seen in
stage 4 or immune stage. But in this article the
word ‘seroconversion’ is used inappropriately.

Lastly, carrier rate in this study is very low
(only one of 45 case). It has been shown that
carrier rate in children is higher than in
adults(2). In 0-4 years age group it is 30%, 5-
9 years 20% and 10-20 years 10%(2,3). The
low carrier rate in this study may be because
of false positive HBsAg in many cases. It has
been shown that latex slide test has a low
sensitivity (45%) but high specificity (upto
100%)(4). That means positive latex slide test
may include many false positive cases. This test
is used for screening only and once positive
should be confirmed by ELISA which was not
done in this study. Other facts supporting this
point are very low conversion of HBsAg to anti
HBs (24%) and 2 of 3 children who died of
acute liver failure and Wilson’s disease. It has
been shown that conversion of HBsAg to anti-
HBs occurs in 80% of cases(5) and the window
period (core window) varies from few days to
several months. The low conversion to anti-
HBs in this study may be because of either false
positive HBsAg or inadequate follow-up.
Follow-up criteria is also not clear in this study.
It has been mentioned that they were followed
up till anti-HBs was found positive, but only
24% were found positive for anti HBs. For how
long the remaining 76% were followed-up is
not clear.

Ujjal Poddar,

B.R. Thapa,

Division of Pediatric Gastroenterology,
Department of Gastroenterology,
PGIMER, Chandigarh 160 012, India.
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Reply

The children with viral hepatitis were
detected by the presence of fever, anorexia,
nausea, vomiting, high colored urine and
hepatomegaly. Two of them had normal
bilirubin levels and in six of them transaminase
values were normal. But they were not the same
patients. Anicteric hepatitis is a well known
entitiy in viral hepatitis B(1).

Perinatal acquisition of HBV from mother
to baby occurs mainly at birth. But 2.5% of
babies born to affected mothers get intra-uterine
infection(2). Transplacental transfer of HBV
occurs mainly during third trimester(3) and less
commonly before that(4). But only 70-90%
babies develop carrier state due to
immunological tolerance. The etiological role
of HBV in neonatal hepatitis progressing to
cholestasis is well established. The youngest
baby in the study group, though presented to us
at 8/12 age, had jaundice from 2nd day of life
onwards. At the time of admission, her parents
were HBs Ag negative which does not mean
that they would have been HBsAg negative

INDIAN PEDIATRICS 571

previously also. All infective and metabolic
causes of neonatal hepatitis were ruled out in
this baby by appropriate investigations. She had
progressive derangement in liver functions and
HBsAg was repeatedly positive upto the age of
17 months. The most appropriate diagnosis for
this baby is neonatal hepatitis due to HBV.

The term sero conversion
conversion of HBeAg to anti HBe status and
HBsAg to anti HBs status(5). In the reference
quoted by the authors(6), it is not written that
sero conversion means specifically conversion
of HBeAg to anti HBe status.

In this study group of children with mean
age 6 years and 2 months, carrier rate is
15.5%(7) and not one in 45. As stated by the
authors, in the age group 5 to 9 years, carrier
rate is 20% but not in Indian children. The main
factor influencing the evolution of HBV
infection is genetic predisposition of the
individual(6). The difference of 4.5% carrier
rate has to be explained on the iSO g ge‘nftic~~ :
difference betweeg the study- ggaups

The authors write that latex slide test has a
low sensitivity (45%) but high specificity (upto
100%). When sensitivity is low and specificity
is high, there is less chance of false positive
cases. We can expect an increase in false
negative cases only(8). If the positive predictive
value is low, then naturally we can expect a
higher number of false positive cases, but that
value is not mentioned by the author§ S

The antibodies against HBsAg may become
undetectable in patiens who have recovered
fully from infection(6). Hence, 24% anti HBs
conversion does not mean false positivity in the
study group selected. The children with
Wilson’s Disease were previously diagnosed
cases with liver derangement and were on
irregular treatment. Superadded HBV infection
would have precipitated acute liver failure. The

follow up criteria and period of follow up are - -
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