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Abnormal cervical cytologic, colposcopic
and histologic findings in exposed DES
young Israeli Jewish women

G. BEN-BARUCH - O. ROTHENBERG -

M. MODAN ) - J. MENCZER

Summary: A consistently higher rate of abnormal cervical cytology, colposcopic and histologic
findings in 89 DES exposed Israeli Jewish women was found as compared to 318 women in a
control group. This trend however reached statistical significance for abnormal colposcopic and
histologic findings only in the 25-34 age group. The higher rate of abnormal findings can be attri-
buted to DES exposure and not to an excess.of other risk factors in the study group. Routine
cytologic and colposcopic examination is recommended for DES exposed Israeli Jewish women
who are otherwise at low risk for development of cervical neoplasia.

INTRODUCTION

The possible association between in-
trauterine diethylstilbestrol (DES) exposu-
re and cervical intraepithelial neoplasia
(CIN) was for some time controver-
sial (*%). In 1984, however, the DESAD
project, in a large study, found that the
rate of CIN in DES exposed daughters
was twice as high as in a matched compa-
rison group of unexposed women (%). It
has been suggested that this is due to a
greater susceptibility to carcinogen of the
large transformation zone of DES exposed
women (¥ 1°). The exact cause is however
still not clear (*).

Jewish women are at low risk for cer-
vical neoplasia (). The purpose of the
present study was to evaluate whether the
reported association between intrauterine
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DES exposure and CIN was true for
Israeli Jewish women as well.

MATERIAL AND METHODS

The study group comprised 89 Israeli Jewish
women examined in our cervical cytology and
colposcopy clinic during the 7 years between
1979 and 1986. The mothers of 35 of these wo-
men confirmed the intake of DES during pre-
gnancy while the mothers of the remaining 54
women remembered taking progesterone or un-
specified hormones during pregnancy. Cervical
or uterine anatomical anomalies typical of in-
trauterine DES exposure were observed in 79
(88.896) of the study group women. The con-
trol group consisted of 318 women examined in
the same clinic during the same period who
were in the same age range as the women in
the study group. None of them had anatomical
anomalies attributable to intrauterine DES expo-
sure.

Women of both groups underwent cervical
cytologic and colposcopic examination. Cervical
biopsy for histologic examination was taken if
an atypical transformation zone was seen col-
poscopically. The analysis relates to cytologic,
colposcopic and histologic findings during the
initial clinic visit. Statistical analysis was done
using chi square and Mantel-Haenszel relative
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Table 1. — Characteristics of the study group
(DES exposed) and control group women.

Study  Comparison
group group p (**)
No. % No. %

Total (*) 89 100.0 318 100.0
Age (years)

24 60 674 102 320 <0.0001
25-34 28 314 202 635

35 1 11 11 34
Marital status
Single 31 348 79 248 N.S.
Married 57 64.0 230 723
Descent
Asia-Africa 8 89 119 374 <0.0001
Europe-Israel 81 91.0 197 619
Education
Elementary 0 00 26 81 001
Higher

education 87 977 290 91.1
Sexual activity
Active 87 97.7 313 984 N.S.
Not-active 2 23 5 15
Age at first coitus
<18 25 281 80 251 N.S.
>19 56 629 230 723
Presenting symptom
Routine

examination 30 33.7 74 232
Post-coital

bleeding 4 45 73 229 <0.0001
Irregular bleeding 3 34 31 97
Infertility 21 236 13 40
Other 24 269 102 321
Parity
Nullipara 65 73.0 129 406 <0.0001
Parous 24 270 189 594
Menstrual cycle
Regular 16 180 287 90.3 0.05
Irregular 73 820 31 97

(*) Some characteristics were not known in all
women,

(**) N.S. = Not significant.
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risk with Miettinen’s test based confidence

limits.

The characteristics of the women in the study
and control group are presented in Table 1.
In the control group there was a significantly
higher proportion of women aged over 25, of
women of Asian-African descent, of women with
only elementary education and of women whose
presenting symptoms were post-coital or irregular
bleeding. In the study group there was a stati-
stically higher proportion of women with irre-
gular menses, of women whose presenting
symptom was infertility and of nulliparous wo-
men, With regard to other characteristics, such
as marital status and age at first coitus, there
was not statistical difference between the two
groups, A similarly high proportion of women
in both groups was sexually active (97.7% and
98.4% respectively).

Of 52 patients in the study group who tried
to conceive, 29 (55.8%) were infertile, while
among 229 women in the control group only 21
(9.2%) were infertile. This differences was sta-
tistically significant (p<0.05).

RESULTS

Table 2 presents the rate of abnormal
cytologic, colposcopic and histologic fin-
dings according to age group in the stu-
dy and control group. In the age group
24 or under there was a higher rate of
abnormal cytologic and colposcopic fin-
dings in the study group, but the diffe-
rences were statistically not significant.
The rate of abnormal histologic findings
was similar in this age group. In the
25-34 age group there was a significantly
higher rate of abnormal colposcopic and
histologic findings in the study group. In
this group the relative risk of any abnot-
mal finding in the study group was 2.1
(1.3-3.3; p<0.01).

The rate of abnormal cytologic findings
in the 25-34 age group was also higher
in the study group than in the control
group, however the differences was not
statistically significant.

Among the 89 women in the study
group, 37 (41.69%) underwent cetvical
biopsy and histologic examination showed
CIN in 6 (6.7%) (CIN 1 in 4, CIN 2 in
one and CIN 3 in one). Among the 318
women in the control group, 72 (22.6%)
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Table 2. — The rate of abnormal cytologic, col-
poscopic and histologic findings in the study and
control group women according to age groupl.

Age group
<% 2534

Total Abnormal Total Abnormal

(100%) indings (100%) Nndings,
Cytology
Study
group 60 5 83 28 3 107
Control
group 120 3 29 202 13 64
Relative
risk 2.2 (0.7-7.7)2 1.3 (0.4-4.6)2
Colposcopy
Study
group 60 22 367 28 15 53.6
Comparison
group 102 29 284 202 43 213
Relative
risk 14 (0.8-2.2)2 20 (1.1-3.7)3
Histology
Study
group 60 2 33 28 4 143
Control
group 102 4 37 202 9 44
Relative
risk 0.9 (0.2-3.5)2 3.2 (1.3-82)3
At least one
abnormal test
Study
group 60 24 40.0 28 15 536
Control
group 102 31 300 202 52 260
Relative
risk 1.3 (0.8-2.1)2 2.1 (1.3-3.3)4

1 Relative risks are followed by 95% confidence
limits in brackets

2 Not significant

30.0<p<0.02

4p<0.01.

underwent cetvical biopsy and CIN was
found in 13 (4.19%) (CIN 1 in 6, CIN 2
in 2 and CIN 3 in 5).

The relative risk of having any abnor-
mal finding remained significantly higher
in the study group than in the control
group also after accounting for age at first
coitus 1.6 (1.2-2.4; p<0.01).

No statistical analysis was done for the
age group older than 35, since there was
only one such patient in the study group.

DISCUSSION

Our results indicate a consistently hi-
gher rate of abnormal cervical cytologic,
colposcopic and histologic findings in DES
exposed Israeli Jewish women than in a
control group in the same age range exa-
mined in the same period and in the same
clinic. This trend, however, reached sta-
tistical significance for abnormal colpo-
scopic and histologic findings only in the
25-34 age group, perhaps due to the small
number of women with abnormal findings
in the younger age group.

Invasive carcinoma was not detected in
any of the women of both groups.

The difference in abnormal findings
between the two groups was not due to an
excess of commonly accepted epidemio-
logic risk factors in the study group, such
as sexual activity, eatly initiation of coi-
tus, high parity or low socio-economic sta-
tus. The rate of sexually active women
was similarly high in both groups, and
among the DES exposed women there was
not a higher proportion of women who
started sexual intercourse at an early age.
A higher rate of abnormal findings in the
study group was found also when the age
at first coitus was accounted for. Asian-
African descent and lower education, in-
direct indicators of low socio-economic
status in Israel, were less common in the
study group. The rate of nulliparity was
higher in the study group.

It can be argued that not all study
group women were actually DES exposed,
since it was confirmed in only 39.3% of
them. However, the remaining women
had typical cervical and uterine anatomical
anomalies considered also by others (**) to
be adequate evidence for intrauterine DES
exposure. In addition a high rate of men-
strual cycle disturbances and infertility,
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typical among DES exposed women (** %),
was also observed in our study group.

It is not clear whether the rate of ab-
normal cytologic, colposcopic and histo-
logic findings in our study group repre-
sents the rate among all DES exposed
Israeli women, since most of the women
in our study group had anatomical ano-
malies and it is therefore selective. Orr
et al. (°) reported no correlation between
the presence of cervical anomalies in DES
exposed women and abnormal epithelial
findings. The rate of women without ana-
tomical anomalies in our study group is
too small to clarify this issue.

Our control group was also highly se-
lective since a large proportion of the
women were referred to the clinic for
symptoms which may be related to cervi-
cal neoplasia. In spite of this bias, the
rate of abnormal findings was significantly
higher in the study group.

Although no data were available with
regard to other risk factors such as the
number of sexual partners and the rate of
genital papilloma virus infection, our data
seem to indicate that the higher rate of
abnormal cervical findings including CIN
can be attributed to intrauterine DES
exposure. The largest rate of abnormal
findings was on colposcopic examination
(40.89%). This is in line with other re-
ports of DES exposed women (*7). The
reported CIN rate in DES exposed wo-
men ranges from 0.4% to 26.6% (>7).
Our rate of 6.7% is within this range.

Thus, intrauterine DES exposure re-
presents a risk factor which justifies rou-
tine cytologic and colposcopic examination
in Israeli Jewish women who are other-
wise at low risk for the development of
cetvical neoplasia.

REFERENCES

1) Stafl A., Mattingly R.F.: “Vaginal adenosis
a precancerous lesion ”. Am. J. Obst. Gyn.,
120, 666, 1974.

2) Mattingly R.F., Stafl A.: “ Cancer risk in
DES exposed offsprings ”. Am. J. Obst.
Gyn., 126, 543, 1976.

74

3) Hart W.R., Townsend D.E., Aldrich J.O,,
et al.: “ Histopathologic spectrtum of va-
ginal adenosis and related changes in DES
exposed females ”. Cancer, 37, 763, 1976.

4) Fowler C., Schmidt G., Edelman D.A,
et al.: 58, 720, 1981.

5) Orr J.W., Shingleton H.M., Gore H.,
et al.: “Cervical intraepithelial neoplasia
associated with exposure to DES in utero.
A clinical and pathologic study ”. Obstz.
Gyn., 58, 75, 1981.

6) Burke L., Antoniali D., Rosen S.: “ Vaginal
and cervical squamous cell dysplasia in wo-
men exposed to DES in utero”. Am. |
Obst. Gyn., 132, 537, 1978.

7) Robboy S.]J., Kaufman R.H., Prat J.: “ Pa-
thologic findings in young women enrolled
in the National Cooperative. Diethylstilbe-
sttol Adenosis (DESAD) project ”. Obst.
Gyn. 53, 309, 1979.

8) O’Brien, Mollar K. Robboy S.J. et al.: “Va-
ginal epithelial changes in young women en-
rolled in the National Cooperative Diethyl-
bestrol Adenosis (DESAD) project ”. Obst.
Gyn., 53, 300, 1979.

9) Robboy S.J., Szyfelbein W.M., Goellner
J.R., et al.: “ Dysplasia and cytologic fin-
dings in 4589 young women enroled in
DESAD project ”. Am. J. Obst. Gyn., 140,
579, 1981.

10) Robboy S.J., Noller K. L., O’Brian P, et al.:
“ Increased incidence of cervical and vaginal
dysplasia in 3980 DES exposed young wo-
men”. J. Am. Med. Assoc., 252, 2979, 1984

11) Bornstein J., Adam E., Adler-Strthz K.,
et al.: “ Development of cetvical and vagi-
nal squamous cell neoplasia as a late con-
sequence of in utero exposure to diethyl-
stilbestrol 7. Obst. Gyn., Survey, 43, 15,
1988.

*2) Menczer J., Modan M., Katz L.: “ Cervical
carcinoma in Jewish women ”. The Lancet,
1, 875, 1983.

13) Berger M. J., Goldstein D.P.: “ Reproducti-
ve outcome of diethylstilbestrol-exposed wo-
men ”. Fertil Steril, 30, 373, 1980.

14) Barter J., Orr J., Hatch K., ef 4l.: “ DES
in pregnancy. An update ”. Sound Med. ].
79, 1531, 1986.

15) Menczer J., Dulizky M., Ben-Baruch G.:
“ Primary infertility in women exposed to
Diethylstilbestrol in utero ”. Br. J. Obst.
Gyn., 93, 503, 1986.

G. BEN-BARUCH

Department of Obstetrics and Gynaecology,
The Chaim Sheba Medical Center,
Tel-Hashoner 52621

Israel



