Hepatitis C in Pregnancy
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Summary.

Objective: To research the recent literature about HCVand it's
effects on pregnancy.
Result: Hepatit B virus has been long known the leading

causative  agent  of the chronic hepatocellular  disease.

With  demonstrating of HCV using molecular  cloning
techniques more attention has been taken to hepatit C
virus since HCV is the most encountered agent of'the pa-
tients with chronic hepatocellular disease recently.
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HCYV genome , differently from other agents of
viral hepatitis, was demonstrated in the late 1980's
using molecular cloning techniques (1). HCV is a
RN A virus included in the flaviviridae group and
causative agent of the disease known as "parenter-
ally transmitted non-A , non -B hepatitis" for long
time. It is among the most encountered agents of
chronic hepatocellular disease and generally report-
ed as to be the primary cause in developed coun-
tries such as US A, Japan and Western Europe.

Hepatitis C is responsible for the majority of
post transfusion hepatitis (%90). A great proportion
of acute infection results in asymptomatic carriage
status, even though there is no clinically evident
symptom in this stage, in liver biopsy chronic ac-
tive hepatitis leading to cirrhosis can be observed
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Ozet

Amag: Hepatit C viriisii  ve gebelik iizerindeki etkilerini iceren
en son literatiir  bilgilerini goézden  gegirmek.

Sonu¢:  Uzun yillar  hepatit B viriisii  kronik  hepatoselliiler
karaciger hastaligina en sik yol acan etken olarak bilin-
mekteydi. 1980 'li  yillarin

teknigi  kullanilarak  HCV genomunun  ortaya

basinda molekiiler  klonlama

¢tkarilmast
ve kronik hepatoselliiler karaciger hastaligi olanlarda en

stk olarak  HCV  saptanmast nedeniyle  son  yillarda

HCV'ye artan bir dnem olmustur.
Anahtar Kelimeler: Hepatit C viriisii, Gebelik
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Diagnosis and Prevalence

Acute hepatitis C manifests itselfas amild, of-
ten subclinical infection within 6-9 months of viral
exposure. Presenting prodromal symptoms are
more frequently systemic and nonspecific such as
nausea, vomiting, low grade fever ,coryzia , right
upper quadrant pain, arthralgia, loss of appetite, fa-
tigue and mild weight loss in some patients.
Jaundice may not always accompany other symp-
toms. The episodically elevated transaminases is
diagnostic for HCV infection and can not be ob-
served in other forms of viral hepatitis. Protrombin
time is generally not changed and if found to be
prolonged then could be accepted as predictive of
serious hepatocellular necrosis. With resolving
acute infection aminotransferase levels usually re-
turn to normal values. It should be taken into ac-
count that the bilirubin levels remaining unchanged
over 20 mg/dl is also accepted as predictive of se-
vere disease.

Before the availability ofreliable specific sero-
logic tests for HCV, the diagnosis could be made
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Table 1. Risk factors and prevalence of HC 'V (12)

HEPATITIS C IN PREGNANCY

risk factors prevalence

parenteral substance abuse 21-42% parenteral substance abuse 70.8%
blood transfusion 6-17% HIV (+) patients 11.6%
multiple sexual partners 6% prostitutes 8.8%
no identifiable risk factor 40-50% health care providers 12%

after exclusion of hepatitis A and B in patients with
compatible history ofhepatitis infection. Anti HCV
specific antibodies appear within 3-5 months of'the
viral exposure. Even after the presence of specific
serologic tests since serum levels ofanti HC 'V anti-
bodies can fluctuate, the diagnosis of hepatitis C
could not always be made. In addition the detection
rate of antibodies in acute infection is only 50 % (3)
and does not differentiate between past and current
infection . Considering these, the clinical signifi-
cance of detecting anti HCV antibodies in acute
phase is of limited value.

Though first generation ELIS A lacks specifici-
ty and sensitivity, most of the authors recommend
for repeating the results taken by first generation
ELISA , using "recombinant immunoblot assay
(RIBA)"  and ELISA.
Furthermore also with second generation ELISA,

second  generation
when results is repeated it will have a false positiv-
ity rate of 50 % (4). The prevalence of HCV was re-
ported to be 0.4-0.8% in volunteer blood donors.
Because high risk groups are prevented from do-
nating, this probably reflects an underestimated
rate. This result is also confirmed in the study of
Liddle and colleagues reporting the rate in
Australia to be 0.3% (5). Nevertheless in a prospec-
tive study conducted by Marcellin and associates in
an unselected population (pregnant women) the
prevalence is reported as 3.9% with second genera-
tion ELISA (this rate dropped 2% with RIBA) (6).
In another study by Reinus et all from New York
it's reported as 4.5% in HIV (-) pregnant women (2.
generation ELISA) (7).

In patients with positive anti HC V antibody re-
sults, using PCR technology the HC V RN A is de-
tected by 26-92% (8-9).
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Vertical Transmission of
Hepatitis C Infection

Transmission routes of H C V is mostly similar
to that of hepatitis B. Predominant risk factors in-
clude parenteral drug use , exposure to blood and
/ or it's products, tattoo, having multiple sexual
partners, being health care provider. Recently it has
taken attention that the prevalence of HCV is rather
high in iv drug users. It has been also reported that
it can be as high as 90% in individuals with regular
parenteral substance abusing (5). Sexual transmis-
sion rate of HCV is reported as approximately 5%
(5). HCV nucleotide sequences have been demon-
strated in viral isolates from sexual partners of
H CV positive patients (10). According to the size
of injury , transmission could occur about 5-15 %
in one needle stick (11). Even there couldn't be
found any risk factor in as high as 50% of patients
known to be infected by HCV, and in 25-50% of
pregnant women , the most encountered risk factor
is iv drug use in pregnant women.

Even if HCV transmits vertically, unlike hepatitis
B and HIV infections it's transmission rate is not as
high as reported earlier (45-67%) (5,13), and is not
observed frequently in uncomplicated otherwise nor-
mal pregnancies (14). Studies from Europe reports a
50% rate , but it is much more in Japan. In a study
conducted by Chang and colleagues vertical transmis-
sion rate of HCV is reported to be 0-15% (average
4.7%) (13). The most important factors influencing
HCYV transmission are circulating maternal viral titers
and coinfection status with HIV. Currently it is known
that low maternal circulating viral titers is linked to the
low perinatal transmission rate. In addition it is ob-
served that, in patients with concomitant HIV infec-
tion HCV transmission is higher. It is assumed that
HIV does it by facilitating H C V replication.

While in patients having low HC V R N A titers
no transmission is observed , the highest transmis-
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sion rate is reported in patients having >1 million
copies / ml (15). Furthermore as the transmission
rate is reported to be 0-18% in HIV (-) patients,
HIV (+) mothers transmit H C V as a high rate of 6-
36%. Chang and associates proved high transmis-
sion rates of 39% in patients either having con-
comitant HIV infection or in those having high ma-
ternal circulating viral HC V RN A titers (>*1 million
HCV RNA copies/ml) (13).

Eveniflow titers of HC V RN A was detected
in colostrum, it could not have been proved that
H CV transmission occurs via breast feeding
(16,17). In addition it is suggested that the titers of
RNA levels in colostrum is not correlated with
those in maternal serum (17). Also a study reports
that cesarean section could reduce the transmission
rate, it hasn'tbeen confirmed by other investigators
(18). Today it's not a routinely accepted concept to
perform cesarean section in order to lower the
transmission rate and currently there is not any ef-
fective way to prevent transmission.

Effects on Pregnancy and Treatment

As in non pregnant women the treatment is
mainly supportive. Nausea, vomiting, prolonged
difficulty of oral intake can induce premature uter-
ine contractions by causing dehydration. It is wise
to hospitalize these patients , provide sufficient hy-
dration and monitorize for premature contractions.
Patients must be encouraged about that it is not ter-
atogenic, does not cause any kind of anomaly and
notincrease obstetric complications (19,20).

It's known that interferon a2b treatment is ef-
fective in mild and moderate forms of diseases but
not in those with cirrhosis (21). Besides, this treat-
ment modality is not recommended in pregnant
women. There is no vaccine available for HC V and
pre-exposure prophylaxis and post-exposure im-
mune globulin use are not beneficial. Most experts
are not optimistic that a vaccine will be developed
in the next 10 years because of the subgroup diver-
sity and frequent mutations.

Neonatal immunoprophlaxis doesn't seem to
be available for neonates born from HCV (+) moth-
ers currently (22).
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