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Sera-epidemiological and cytological 
studies have indicated that infection with 
herpes simplex virus type-2 possibly has 
an important role in carcinoma cervix 
(Naib et al 1973; Josey el al 1976; Rawls 
et al 1970; Nahmias et al 1970 and Belsey 
and Adler, 1978). Cytological studies in 
patients with carcinoma cervix have re
vealed a high rate of changes compatible 
with herpes simplex virus infection 
(Kotcher et al1962). Viral nucleic acids 
(Frankel et al 1972) and virus related 
antigens (Aurelian, 1973) have been 
detected in the cervical tumour cells. 
Christian et al (1975) were able to isolate 
herpes simplex virus from the malignant 
lesion. However, in general, virus induc
ed tumours do not readily yield the virus 
due to the tendency o£ the virus to remain 
in an accult form (Josey, 1976). 

Realising the present uncertainty re
garding the aetiology of carcinoma cervix, 
particularly its relationship with infection 
with herpes simplex virus type-2 and the 
paucity of Indian studies on the problem. 
it was thought worthwhile to undertake 
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the present study with the aim to investi
gate the relatiorrship between herpes 
simplex virus type-2 infection and cervi
cal cancer. 

lVIctterial and Methods 

Hundred patients with cervical lesions 
were randomly selected from among 
those attending the O.P.D. and/or ad
mitted to the wards of Queen Mary's 
Hospital, K.G's. Medical College, Luck
now. Of these, 36 proved to be having' 
various stages of carcinoma cervix, the 
remaining 64 being labelled as having 
chronic cervicitis with or without erosion. 
Seventy cases without evidence of any 
cervical disease served as controls. Sero
logical examinations for herpes simplex 
virus type-2 were carried out in all the 
three groups of the caseS' in different dilu
tions-ranging from 1/4 to 1/64, by com
plement fixation test in microtitre system 
{Lennette and Schmidt, 1964). 

Obse?·vations 

As can be seen from Table I, there was 
a marked difference between the cancer 
group on one hand and the cervicitis and 
control groups on the other. The test was 
negative (titres upto !) in only 2 �(�2�2�.�2�~�(�)� 
cases of cancer compared to nearly 57':;, 
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TA,BLE L 
Antibody Titres fm· Herpes Simplex ViTus type-2 

-------------------------------------------------------------- -------
Complement fixation test titres 

Group 
Upto 1/4 1/8 (+ve) 1/ 16 1/32 1/64 
(-ve) 

No. % No. 
--- · 

Carcinoma cervix (36) 8 22.2 13 
Chron'c cerviciti s (64) 37 57.8 19 
Controls (70) 40 57.2 24 

of the cases in the other two· groups. 
Furthermore, the titre was much higher 
in cases of carcinoma. Age had no effect, 
the titre being almost same below and 
beyond 40 years of age. 

The antibody titre had a definite rela
tion with socio-economic class (Table 
II). It was more frequently positive and 
in higher titres in the lower class in all 
the three groups of patients. The test was 
positive in all the cases having more than 
one sexual partner and in more than 1/16 
or more dilutions in all the 4 prostitutes. 
However, domicile and religion had no 
effect. 

Discussion 

There was a marked difference between 
the cancer cases and those with non
malignant crvical conditions. The test 
:was negative (titres upto i) in only 8 
(22.2%) of the cases of carcinoma com-
ared to nearly 60% of the patients in the 
ther two groups. Moreover, the titre 
as much higher in cases of carcinoma. 
he test was more frequently positive and 

n higher dilutions in patients of lower 
ocio-economic class and in patients with 
ore than one sexual partner. All the 
rostitutes had 1/ 16 or more titre. 

Case controlled studies have demon-

% No. % Ne. % No. ,.., 
0 

36.1 11 30.6 3 8.3 1 2.8 
29.7 8 12.5 
34 .3 5 7.1 1 1.4 

strated significantly more neutralising 
antibodies to herpes simplex vi rus type-2 
in patients with cervical cancer than in 
controls (Nahmias et al1974; Adams et al 
1974; Josey et al 1976 and Lahiri et al 
1978). There can be three explanations 
for this difference between the occurrence 
of antibodies in patients of cancer and in 
controls (Mumford et al 1978). Firstly, 
the herpes virus may be a secondary in
vader in already formed cancer. Second
ly, the factors of sexual activi ty associat
ed with carcinoma cervix might also 
place a person at high risk for contract
ing a venereal infection. It may be that 
the real carcinogen is related to sexual 
promiscuity which predisposes an in
dividual to the carcinoma. Thirdly, the 
virus may act as carcinogen or a eo
carcinogen. 

Reasonably sufficient data are there to 
refute the first two possibilities. It has 
been seen that women develop herpes in
fection at an earlier age than cancer 
cervix. The mean ages, for dysplasia, 
carcinoma in situ and invasive carcinoma 
are 25, 31 and 48 years respectively, 
while the mean age for herpes infection 
is 20 years (Naib et al 1969). Nahmias 
et ctl (1970) followed up 870 women with 
herpes genitalis and 562 controls for one 
to six years. He found that carcinoma 
occurred eight times more commonly in 

• • 
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women ·with herpes infecLion than in con
trols. In addition, Catalano and Johnson 
(1971) demonstrated antibodies to herpes 
simplex virus type-2 in 35.7% of the 
women who went on to develop carcinoma 
in situ 1-8 years later and in only 7% of 
those who did not. These studies indicat
ed that infection with the virus preceded 
the malignant changes in the cervix rather 
than following them. Similarly, the 
second possibility, i.e., cancer cervix and 
herpes infection are co-variables of sexual 
promiscuity, can also be refuted. Adams 
et al (1974) found that non-promiscuous 
cancer patients too had a higher incidence 
of antibodies and in higher titres than did 
non-promiscuous controls. 

However, not all the cases with car
cinoma cervix demonstrated the presence 
of antibodies to the virus and not all pati
ents with the antibodies develop car
cinoma. Herpes simplex infection can
not, therefore, be the exclusive cause of 
the disease. Other factors, viz., poor 
hygiene, multiparity, early coitus and 
promiscuity must be taken into account 
when discussing the aetio-pathogenesis of 
the disease. 

To conclude, the evidence that relates 
herpes simplex virus type-2 to cervical 
carcinoma is quite suggestive although it 
is not definite. As a consequence it is still 
important to consider the risk of cervical 
carcinoma developing in. patients wi th 
herpes virus antibodies. It can be said 
that patients with virus antibodies are up
to 10 times more likely to develop inva
sive carcinoma than those without them 
(Mumford et al, 1978). 

Summary 

With the aim to study the r el ationship 
between infecti on wi th herpes simplex 
virus type-2 and carcinoma cervix , 36 
cases with various stages of the disease 
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were compared with 64 cases of chronic 
cervicitis with or without erosion and 70 
controls with non-cervical conditions. All 
the cases were subjected to complement 
fixation test for herpes simplex virus type-
2 antibodies. The test was positive in 
more than three-fourths of cases of car
cinoma cervix compared to less than half 
of those in the other two groups. More
over, the titres of the antibodies were 
higher in cases of carcinoma. The titres 
were very much higher in �p�~�t�i�e�n�t�s� from 
lower socio-economic class, in all the 
three groups. All the patients with more 
than one sexual partner had antibodies 
and the titre was still higher in all the pro
stitu tes. 
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