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I. Some of the peculiarities of the sexual function of Tbi-
lisi women population according to the data from the
second half of the 80s of the 20™ century.

Based on the selective interviews of 5,300 women living in
Thilisi in 1987-1989, peculiarities of menstrual, reproduc-
tive and sexual functions have been evaluated with the use
of epidemiological questionnaire containing 100 questions
and a general picture on the spread of risk factors among
the general women population in terms of age, nationality
and social status was obtained.

Women in Tbilisi mainly (50%) began their sexual life in
the age of 19-27. There was a tendency of decrease in the
number of women who started sexual life after the age of
28 and slight increase of the number of young women who
start sexual life before age of 18.

More than half of women (59.6%) have had an irregular
sexual life. Its irregularity and absence for 10 and more
years have been reported, respectively, in 17.2% and 8.9%
of women. Frequency of the latter indicators increased with
age.

Majority of women (77.8%) reported that they had only
one sexual partner in their lives. Only 7.0% reported that
they had two and more sexual partners. Proceeding from
the confidentiality of this intimate issue, the latter figures,
presumably, do not reflect the reality. Women often left the
question unanswered.

Frequency of two or more sexual partners in life has culmi-
nated in all ethnic groups of women with the increase of
age.

Most women have denied the history of sexually transmit-
ted diseases (STDs). At the same time, the incidence of
inflammatory diseases of genital organs (31.1%), including
chronic adnexitis (28.0%), were cumulated in late repro-
ductive (352 cases per 1000 women) and premenopausal
(359%0) age periods.

According to socio-ethnic groups, the highest peak levels
of inflammatory diseases of the genital organs were record-
ed in women of Russian nationalities (492%0) and service
field employed females (457%o0) living in industrial dis-
tricts of Tbilisi.

*) Fragments from postgraduate study in oncology, ScD
diploma: Epidemiological approach to early detection
and prevention of cervical and endometrial precancer-
ous lesions and cancer, St.-Petersburg, 1991.— 347p.
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Particular Interest causes the fact that women in the above
socio-ethnic groups the pick of following symptoms have
been observed: acyclic uterine bleeding under the age of
45, discharge, pain in the small pelvic area. It is likely that
acyclic uterine bleeding had a hormonal alternative, infec-
tious genesis. In other words, acyclic bleeding from the
uterus in the females of reproductive age (under 45 years)
may be clinical manifestation of sexually transmitted dis-
eases.

II. Relative risk of cervical and endometrial cancer at
the exposure of peculiarities of reproductive and sexual
functions and sexually transmitted diseases (STDs).

In 1987-1989 the relative risk of cervical and endometrial
cancer at the exposure of peculiarities of reproductive and
sexual functions and sexually transmitted diseases (STDs)
have been studies through epidemiological “case-control”
study at the Research center of Oncology of the Ministry of
Health of Georgia. With the help of epidemiological ques-
tionnaire, which included 100 questions, 126 patients with
the diagnosis of cervical cancer and 126 patients with diag-
nosis of endometrial cancer have been interviewed. Control
groups were selected from 5300 women of the total popula-
tion of Thilisi. Selection was conducted on the basis of age,
nationality, marital and social status (including education,
profession, workplace and position, place of residence).
Initial control groups consisted of 1049 and 908 women
respectively. On the next stage structured stratification and
correction of merging of these factors have been per-
formed. As a result, control groups of 199 and 168 women
were selected and the impact of these factors on the results
of the research was excluded. At the first stage the numbers
of Relative Risk (RR) indicators during the exposure of
factors were studied. Statistical confidence was calculated
by 95% confidential interval (95% CI) of relative risk and
additionally by X?. On the second stage, relative risk rates
were studied by exposure and confound factors. Cervical
and endometrial cancer relative risk indicators were studied
during STD exposure. Stratified analysis during the “case
control” epidemiological study was performed under Man-
tel-Haenszel method.

Case-Control Study Model 1.
RR of Exposure.
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Menstrual function disorder in the form of acyclic uterine
bleeding in case of cervical cancer is observed in the re-
productive age, under 45 (RR=2.1) and in case of endome-
trial cancer — in menopause period at the age of 45-49
(RR= 2.8). In post-menopause period (after 50 years of
age) uterine bleeding is a symptom of cervical cancer, and
especially of endometrial cancer.
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Table 1
Case-Control Study of Risk Factors of Cervical Cancer
Factors Relative Risk
Early 1st sexual experience (-18) 3,3
2 and more sexual partners 2,1
Early 1st delivery (-18) 7,4
6 and more pregnancy 1,7
Acyclic bleedings in the reproduc- 2,1
tive period (-45)
Chronicle genital infections (STD) 1,8
Chronicle ovarian infections 1,6
(STD)
In the persons with STD
6 and more pregnancies 2,1
3 and more abortions 2,9
3 and more deliveries 1,9

According to Prof. Jan Bokhman’s classification (1972)
menopause after 50 of age 2.2 times increases the risk of I
pathogenic variant (PV) of endometrial cancer.

The first delivery at an early age (under 18) is characteris-
tic for patients with diagnosis of cervical cancer (RR =
7.4). Starting of sexual life at the early age (under 18) is
also in statistically confident correlation with cervical can-
cer. 6 and more pregnancies (RR=1.7), more than one sex-
ual partner (RR=2.1).

Cervical erosion is a background disease of cervical cancer and
if left without treatment (excision, conization) for years, the risk
of cervical cancer development is very high (RR=6.0).

Indicators of development of cervical cancer of I patho-
genic variant made up 2.2 and 3.5 during 0-1 delivery and
0-1 abortion respectively. Data on the absence or limited
number of delivery or abortion in cases of sexual life
when patients have not used contraceptive methods indi-
cate on possible disorder of reproductive function in the
form of infertility of endocrine genesis in women with
hormone-dependent I PV endometrial cancer.

I PV endometrial cancer, there is a link with obesity (RR
=5.4), uterine myoma (RR=5.2), hypertonic disease
(RR=2.5), chronic cholecystitis (RR=2.8), vegetative-
vascular dystonia (RR=3.6).

Attention should be paid to the association of cervical can-
cer and II PV hormone-independent endometrial cancer
with the presence of genital infections (RR=1.8 and
RR=2.9 relatively), including chronic adnexitis (RR=1.6
and RR=2.9 relatively) in the medical history.
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Table 2
Case-Control Study of Risk Factors of Endometrial Cancer

Risk Factors of Endometrial Cancer of | Relative Risk
I Pathogenic variant (prof. Jan
Bokhman’s classification, 1972)
Irregular Sexual Life 2,7
Absence of Sexual Life in 10 and 2,0
more years
Prolongation of menstrual bleeding 3,6
Acyclic bleeding in premenopausal 3,0
period (45-49)
0-1 abortion 3,5
0-1 delivery 2,2
Obesity 5,4
Hypertonic disease 2,5
Myoma of uteri 5,2
Chronical cholecystitis 2,8
Vegetative-vascular dystonia 3,6
Risk Factors of Endometrial Cancer of | Relative Risk
II Pathogenic variant (prof. Jan
Bokhman’s classification, 1972)
Early 1st sexual experience (-18) 34
0-1 abortion 3,6
Chronicle genital infections (STD) 2,9
Chronicle ovarian infections (STD) 2,9
In the persons with STD In the persons

with STD
Early 1st sexual experience (-18) 10,1

Presence of clinical symptoms in anamnesis is associated
to the chronic genital infections: pain in the small pelvic
area (RR=3.8 and RR=7.6 respectively), discharge
(RR=6.5 and RR=9.8) and especially acyclic uterine
bleeding in the reproductive period (in case of cervical
cancer RR=2.1).

Considering high probability of infectious nature, the in-
flammatory processes of genital organs, including periodic
exacerbations of chronic adnexitis, were fixed as horizon-
tally, mostly sexually transmitted diseases (STDs). Pres-
ence of STD factors in women with autonomous I PV
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MM3935L  (53030Mo  Lolbargbs bsdzowml-
Bm@sb) Fmeol. Fglbsdwrgdgwos, GMI LfimMgo gL
ool ol OmIgedys
96m3gBHGomdol 3000 30OINbM-sdm30-
Q)YBILO,
399m3mobs 39380600 3L-b, gOomol dbGO3, s
9600M36M06mw ©s b0ogmogmgdsms (330l oM 39
390L dmOol, ™I Jd0 3 dobILOSMYOIL0s
1A3-L I, 3mOIMbM- sIM30IdMWO, 33-00300.

gmbo, 300056905

03GMbmdomGo  33. 05006 GrmgLss

ITI bLgdbwsmm®o gubgdgool msgolgdmeg-
3900, 3ofbmeo  0bggdgool  gJudmbogos s
153300mIBML ggerols s GHobol 30dmb Moligo

3603, 056 dbBsbMsb s MBs93BHMMGOMSH
96Oms© (1991) LsbdE-39BHgMdOHRT0  BoBoMgdYo
3MmL3gdEmero Follow-up  33a0g30L5L Fo@dmgdwyeno
0dbs 5 Hrosbo 533060390 211 3530963 DY,
MOmdgwosi  1983-1985  (jewgddo  Bododgdoeo
33MWHE0NM0  3oGMXmyo@o  13Mobobyol
QO™ 250Mm)3w0bsm 153d30MLBML  ggols
©ob3sbos (CIN-Cervical Intraepithelial Neoplasia)
053600l 99930 30LEGHMEMA0IOO OG-
69d0m. 211-sb6 70 99dmbgg3zsdo saobos CIN I,
94-80 -CIN 1II, bmwm 47-80-CIN 1L 353096390
DGOIOOEID JJHM- © Jbm- 39H3035 MO
Bogbgdol  goGmmmaom®mo  33ag3s s Lobberols
LgOHMEmyomMo  sbowobo  3gM3gbol  Fom G030
306LoL 99-2 9bmGHo3by (HSV-2).
LgOMEPMY0MO O 33w 930 ® odmzgbowro ogbos

CIN-o» Q59350090 Jowqddo HSV-2-om
99b3mBoEooL Fowswo mby (72,0%), Gz s0blbgds 53
Aodol  3oOmlyywo  obggdgool  LsghHo®

3M3ME530530  FIO®MM 2530 39w o0l 3bmdowo
39d3H0o. CIN-00 55350090 Joergddo HSV-2-om

Case-Control Study. RR of Expouse, Confound STD Present
Fig. 6

cervical and endometrial cancers may be associated with
high fertility of women.

In case of STD factor presence, patients with cervical can-
cer diagnosis had history of pregnancy (RR=6.8), including
6 and more pregnancies (RR=2.1), 3 and more abortions
(RR=2.9), 3 and more deliveries (RR=1.9), delivery at an
early age (RR=5.4). In case of STD factor presence in pa-
tients with II PV endometrial cancer diagnosis also had
history of pregnancy (RR=3.6), deliveries (RR=3.7), and
abortions (RR=3.1). In women, who started sexual life un-
der 18 of age and had the history of STDs, relative risk of
cervical cancer development made up 3.5, and for II PV
endometrial cancer — 10.1.

Under the stratified analysis due to correction with 100
studied factors by Mantel-Haenszel method higher level of
STD factor exposure compared to II PV endometrial cancer
was observed. On the contrary, the relative risk of exposure
of the vegetative-vascular dystonia (VVD) at [ PV
endometrial cancer was 3.6, and for II PV endometrial can-
cer — 0.4 (due to negative correlation VVD is a reductive
factor for II PV endometrial cancer).

Based on the summarizing of the data obtained through
case-control epidemiological study, alternative, infectious
genesis of hormone-independent, autonomous PV
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9Ju3mbogool 30379M0 Mmby  (Loghom  XsFMGOO
Lbobdotg 1:20 + 1:40 o 1:80+1:160 @GoGMgodol
6OML) - 80,9%- 50060865 d0dg OL3sBOOL, 6w
CIN III-ob 9d90:mbgg39ddo. 353096¢9dd0 CIN III-ol
©0536mbom HSV-2-0m 0bgoiodgdol 439wobHY
o050 mbg (51,1%) 0©9bEGH0B0E0MgdMwo  0dbs
1:80 o 1:160 @o@HMgdol oMOmb.

HSV-2-000  9du3dmbogool @mbggdol dobgogom,
CIN-0l  @©o0sabmbom 353096390%g 3m3mOEMo
533063905 6, 12, 18, 24 ©5 30 30L  gobdsgzermdsdo,
0mORmwmaom©OozmbdOhmmom, aobbmedgo
-9w9gdmo odbs 930©930Mm My 0wmO
33w 9300 “090mbgz935-3mbGHO™M®0”. ©oL3wsbool
36OHmaM9gLoMgdol dgdmbggzgoo: CIN I-CIN II, CIN II-
CIN 11, CIN IHII-CIS Situ-
063 s930mgW oW MO

(Carcinoma In

39030bmAs, o6
L5330 MLBMUL ygerol 308mb 0 bEeos) d9sMgdMeo
0gbs CIN-ob

39000b39390m9b.

693609b00Ls s BB Ds300l
36OHm39LoL 360MgLboMYdOL
398356090000 Molzol dsB39690wgdo dglfjogwrowo
0gdbs HSV-2-ob 9dudmbogools s dobo  bosGolbols
(1:20, 1:40 o 1:80, 1:160 GHoBHMgdol OHMUL).

CIN-ob  36ma6malo6mgdol  JgnsMmEIdomo  Moblol
05639690905 ©Mbggd0o 3MmOgws30sdo ogm HSV-2-
00 9JU3M- BoEEol bsMOLLMD. Fomso bsGolboo
(1:80, 1:160) HSV-2-o00 gdudmboEool el 24
®30L 9999y 0BMmgdmEs CIN I-ob CIN II-do o
CIN II-ob CIN III-80 36HmaMgboMgdol d98s6MHgd0m0
6030. 59539 O™l HSV-2-000 9JudmBoool oMml
CIN Iob CIN II-do 36MHmyMgbodgdol  Molgo
509953 90msCIN II-ob CIN III-do 3Mma®mglo®mgdols
6olgL.

5 Qwwosbo Follow-up 33wgzom,  33mGbseomdol
390989  LsI30@MBBML  ggwol  oL3wsBool
00MEMYO)HO 3d000bs6MHgMdol d9Lfogensd

bodmomgds  8mMa33d 339 P0bs, Mmd  HSV-2-om
068303060905 3503399 OMEL Msd5dMmdL OL3Es-

Boob 3563005609d5L5 s oL bEedOW0Ds305d0. 58539
OML  bogFgms o3 gobwywo  0bggdiool
3600369mds CIN-ob Ca in situ-0d s byd30@ LML
490l 0635H0mE 308Mm0 GHMIBLGMEOTs30500.

bgwd 936w gd ol dgbs dsdobs, 39bgghHm-

2969%0l Ls393bogMH™-33g30m 0bLEBHOGMELS
(803330, OMYJBHMO0- 3OHMAB. 5300 BoM0JY) S

endometrial cancer can be considered.

The causal link between peculiarities of women's sexual
life (start of sexual life at an early age), development of the
syndrome of inflammatory processes of genital organs
(STD, without excluding viral infection) and the disturb-
ance of menstrual function (acyclic uterine bleeding) be-
comes clear. Possibly this is the background that develops
the hormone-independent, autonomous PV of endometrial
cancer. While association between VVD, on the one hand
and between endocrine and metabolism disorders, were
detected, which are characteristic of hormone-dependent I
PV endometrial cancer.

III. Peculiarities of sexual function, exposure of viral
infection and risk of cervical and endometrial cancer.

During the prospective follow-up study with Prof. Jan
Bokhman and co-authors (1991) in Saint Petersburg 5-year
observation of 211 patients was performed, who were diag-
nosed with cervical dysplasia (CIN—Cervical Intraepithelial

STD Expesure & Endometrial Cancer {1 Bokhman's Classiie, 1972
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Fig. 8

ISSN 24499-2647, E ISSN 2449-2450, Caucasus Journal of Health Sciences and Public Health, Volume 2, Issue 2, June 2018



https://www.caucasushealth.ge

bgwd 9369w gd ol dgbs d5d0bs, 39639O™-
24969%0U L5393bogMHM-33g30m 0bLEBHOGMELS
(80330, OMYJBHMOO- 3OHMR. 43000 HM0dg) ©
LOJoOMZgIWML X 9bo330L  LEBobOLEHMML M6 3M-
@maool LBsdggbogdm 396GHOL (0d0 @ obo,
©OMYIHMOO- 3OMAB. WPOLLd ToMsdodg, 3sLnb.
990w 9d9gwo0-9.0.3. 35bo  BYgdgwsdzoeo)
1987-1991 §egddo BosBo®mgdmemo odbs  3mm3gMo-
6900 9300)I0MEMYOMEOO 3300935, MdOwOoLdo,
2406930m@ma0m®  2569ma30wgdsdo  (bgedd.- 3Hme.
9396 Bs6330060) 1987-1989 (ergddo asbbmMEogem-
@5 00M339GHJOOL 50905  1YAZ0WMLBML  ygarols s
@960l Lodbogbggd0sb, 51939 3MbEGHGMEOlsmM30UL,
153d30@MLBML doMdol oM bsm3gM30900 353096~
GIRoL - 9do™-,  9bm-  3gM30dboEst s ghom-
993HM0990@sb.  B0M3BOBHIO0L  5smgds  bm®Eogwn-
©90MEs 93MOwm©  Mm39M5300L Jg0ymd do36-
369356053900l  3M93560H0Mgdol  OML.  Yy3zgwo
9900b3930L MML 3900©YdMs 3 Lobxo, Mmommgy
wo Lobxol sm30lL 00gdm©s 1-2 g6M. dBoM3GsG0,
6Hmdgero 3590639 003LYdM©s 3309 E 3mEro-
90 gbols LobyxsGsdo. 39M3xBHOIO EIHBYOZOLS
5 9563060900L 9999y gb M3obslbgwo ™ogbyg-
0mEs  mbog®o  SBmGom  Logby 035m0l
FMOFgedo. sbgmo Lobom, Lobxgdol 6339990
650~ ©9bMdoL oaMM3gdol 99092, B0M3BOEJO0
03H03b690m©s  dmbizmgzdo, 39639MmYqbgBoL bodgs-
Bogmm-33wg30m0 0BLEGHOGMGHOL 30OHYLgdOL dmeng-
39O BOMEWMYool  sdMEsGHMM05d0  (bgendd.-
36Oy 3.3080¢wom3z0) HPV (Human Papil- loma Virus)
0bg9Jdgool 0ab@GHoxgoEoMgdol  dobboom. HPV-ol
396m@039%0 65, 11, 16 s 18 dgolifogerg-dms ©bd
-ob 300600bBs3o0L d9OMEOm. HPV-65
dgbfogamoo  odbs  Ly3-L 16 > ULGH3L 20
00m33oGdo HPV-11, 99Lsdsdobog, 14 s 7, HPV-
16-31 s 39, HPV-18-14 s 5 dom3@s@do. by3-b
@5 LAV Logmb@mmenm 20 s 25 dom3@s@do
d9bfogerowo odbs HPV-16, 7 s 8 dom3@s@do-HPV-
65, 2 5 1 d0m3@o@Hdo-HPV-11, 2 s 2 dom3@s@do-
HPV-18.9 d0m3@s¢do (6-1y3-b o 3- Logmb@Hmmenm)
HPV-16-b ©b3-0b @sdsqd00 Tgbfsgerowo  o0dbs
3m0dgMHoBMwo xsF3O0 Mgodiool (PCR) dgom-
o  (50Lsb60dbs305, GMI  0d  39HOMPOLOIMZOL
5653900MH™3z9 gl dgoomgdo LLE3I-U dobdEsdom
bmM(309©g0Mm©s Fbmwm@ 50bodbme  WsdMGS-
G™MM0530).

Fig.9

Fig. 10

Neoplasia) during the population cytological screening
conducted in 1983-1985 and confirmed with post-diagnose
histology. Among 211 patients CIN I was detected in 70
cases, CIN II in 94 cases and CIN III in 47 cases. Patients
were given cytological study of ecto- and endo-cervical
smears and blood serologic testing on the 2nd genotype of
the Herpes Simplex Virus (HSV-2).

Serological testing detected high level (72%) of HSV-s ex-
posure in women with CIN that can be explained with high
prevalence of viral infections in general population. In
women with CIN peak levels of HSV-2 exposure (total
summative rate 1:20+1:40 and 1:80+1:160 titters) were
observed in cases of severe dysplasia, i. e. CIN III cases.

In patients with CIN III diagnosis the level (51.1%) of HSV
-2 infection was detected at 1:80 and 1:160 titters.

According to HSV-2 exposure levels, cohort observation of
patients with CIN diagnosis was performed by epidemio-
logical "case-control" study through morphological con-
trols during 6, 12, 18, 24 and 30 months. Cases of dysplasia
progression: CIN I-CIN II, CIN II-CIN III, CIN III-CIS
(Carcinoma In Situ-Intraepithelial Carcinoma, or 0 Stage
cervical cancer) was compared to CIN regression and stabi-
lization cases. RR indicators of the process progress were
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2 990mbgg3sdo, MmEgLsg  ©b3-ob 30dM0Eobo-
3oob HPV-16-00  0b6830306505%9
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Q590000 890930. 300LMEIMAO0MMHO 330939000
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390 MEOM

Ly3-b 31 998mbgz9g30056 HPV-16 g0dm3zwabowo odbos
16-30 (51,6%), ULEI-L 39-sb -
(5,1%).  Ly3-b LogMBEBHOMW™ xR0l 20 353096G0-
©sb  HPV-16  godmgwgbowo  odbs  bd-ob
300600300l IgnmEoo Lsdz0MBML domdols 1

dbmwmeo  2-do

390bg935d0 msbdbengdo 9bm3gM30303H0m. BBH3I-L
Lo3mbGHOMmm xamaol 25 Lobyxowsb HPV-16-Yg
©5Jd0m0 9900920 Jogdwo  0dbs 1 dadmbgyg-
3500  300dgMsbMwo  xoF3MMo Ggsjsool (PCR)
3900MEOm.

1Y3-296 2o6Lb3s3900m, bGH3-U WO ML (39-sb 2090,
b393590) Lo3MbGHOMEWM XQMBMb  FgoMgdom (25-
©ob 1 d90mbgggzsdo) s 0dbs 3sdmzegboero
HPV-16-1 9Jb3mbogosdo LEAOGHOLE03MNMS©
Lo®HImbm  Lbgomds  (p>0,05). 98539 O™,
940500905l 0394Hmdl HPV-16-b 09b@ogozsgool
35930 96MIgBHO0AoL 3530¢MmIO 50 bM 3OO0~
Bmdol dgdmbgzg3zgddo. HPV 0bggdsool ULbgs 9b6m-
30390D9g (3603900l 56 5MLYOIMBOL dodm godbgergdey-
@05 BOdMEIMM 35Lbols 253995 F9300b35Dg SGMOL )
565 80D9B-09gamdMoz0 35380600 HPV  0bggdisools
99b3mBoEosLS s BEI-L FmEOb.

Bo@®®gdmmo  odbs  930@gdomemaomemo
®530L90© 93900l Jglfogerol  dobboo  Lyz-U
O,

Lyg3-b I9xsGEgdomo MGolzol dshgzgbgdgerds HPV-
16-b 9dudmbogool O™l dgoobs 20,3 (x2=11,7;
p<0,05). HPV-16-b 9du3mbBogool mbggdo Uyz-L
©Omb  033w9dmEs 353 096390 o b LyJuego-
@O0 @ O30mEYIeonwo 3vbjgogdob
®530L9g0dmMEgd9d0l  dobg30m.  YMMOEPIOSL
034mmdl HPV-16-1 9Jb3mBoizools 350o0
©mbg dbmermo 1 bdgbmdMHoz0 3sGEboMEMOL EOMU.
9L 8mbs398900 SLsdMMYdg6 5353530 3sOGHBoMEY-
0oL BYJLOEMEO J3930L  Mo30L9dYMHYOYOOL, oo
Jowo  35mEboMMYBOL MM gbmdol  (Fsds3s3mo
3630310 GYH0), 36003690 Mdsb.

£
33Q03° [Pt

9

studied according to HSV-s exposure and its degree (1:20,
1:40 and 1:80, 1:160 titters).

Levels of RR of CIN progression were in correlation with
HSV-2 exposure degree. In cases of high degree of HSV-2
exposure (1:80, 1:160) the relative risk of progressing of
CIN I into CIN-II and CIN-II into CIN-III was increasing
after 24 months. At the same time the risk of progressing
CIN-I into CIN-II at HSV-s exposure was higher of the risk
of progressing CIN-II into CIN-IIL.

Funchonal Features of the Female ReproducSysiem & STD Exposure
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xeS

Fig. 12

Study of biological course of untreated cervical dysplasia
by 5-year follow-up research made it possible to determine
that infection with HSV-2 plays a definite role in the devel-
opment and stabilization of dysplasia. At the same time, the
role of this viral infection in transformation of CIN into Ca
In situ and invasive cervical cancer is doubtful.

According to the agreement between the Research Institute
of Carcinogenesis (Moscow, Director — Prof. David Zari-
dze) and Research Center of Oncology of the Ministry of
Health of Georgia (Tbilisi, Director — Prof. Luarsab Shara-
shidze, responsible executor — CMS Vasil Tkeshelashvili)
joint epidemiological research was conducted in 1987-
1991.
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0003353 9d0L bofoerdo (Fgbsdsdolog, by3-b 16, 13,
15 89do;bggzedo o LEI-L 7, 4, 4 ©s 7
0900b3935d0) dgbfagerowo  odbs  ™bzmygbgdo src,

14 o

sis, ras o myc.

G306  FgsMgdom, UY3-lL  OML
99b3mbogool Jgnsegdomo GHobzol
0 9dol ©ombggdo 933900050 I30MH©IOMES
bodbogbggddo  src @S  myc  Mmb3my9bgdol
0096¢00035300L 90mbgq390do. Lbgs Lo@yzgdoom,
bY3-U COHML s0bodbmywo src s> myc
™b3m96900L  9Ju3cmglool  3H9bgbaos  sTsbalio-
5390905 b3 3-030L53.

IV. Lgdbmoato  3bmgmgdol  LEowol
053090v9M98900 5 33530530

1gglimdMH030 3Bom 5s3Yd0 S535¢0JOJIOL

(STD) ggdu3mBogool Golgo

HPV-16-b
GRLERINE

Mmb3mEmyols s 930gdommaol  0bEghgLl
o{393L 3930060 3960390 MmEMRBMgdOL
06939J3096 5535009090, A55TEIOL, JOMH0MOWOOW,
Udalmd®mogo gboom (STD- Sexually Transmitted Diseas-
es) s byJumoemEo 3bmgmdol LGl dm-6ob.
Logombob 3065300096305 MOMd0EIE  Qodm3-
o0batg 353699000 LEHOGHOLEH03MMO©
Lo®HIMBM 36mddoL  Fowgds  393doMoL  Jglobgd
L9dLwySEMEO 3b™3m9d0L bEHOEOLS 5
3960 MOO  MmOHPobMgdol  3odML  45630005M9dL
G0l . 50 2969dmgdol  Asm35¢obfiobgdom, B396L
9096 999353900 0g4bs g3ogdommwm-4o0m©Ho
963939,  Jowol  MH33mmEdsomwo  bobEgdol
O06mqd0l a3bJgomMo 0530890090930
3b6mb0dmEs IgLfogeolomzol. sbmbodmmo s639@

99536 100 dogmds  d.odowobol, 100 - J4.bobgd-
39G9MdMoL,  600- J.bmgool (Dr. G.Chakalova-osb
96005©)  LsgEOM  3m3ME530900©s6, 100 Joends
J.bobdB- 39BH9Md /Mol  3OmIobiMoBgdH Mo
XdIBOWH, OMICIBoE  LBIFOBOZNOO  9935©Y-
0900l g5dm 00ymB9gdmEbHY6 5@d0boLEH®Ms30Wws©
O35 EYIYW ™ 353™3ZWY3>DY @S 33NObswm-
05b9 J.b96JE-3939MdIMYOPOL #44 Loo350IYMBMI0, S
56 5350009mRdo Lodz0mbML ygeols s Gsbol
300mUfobs  ©s93509dgd0m, MMIWgdo3  0dYmzg-
390m33w935bg o 93MbomdsbY
603m@mb 393HOM30L Lob. Mmbzmemyools bsdgsbogm-
3309300  0bLAHOAHNGTo  (JLBIAH-39EHIHONORO)
1990 §ganl. 96393)9d0L  dmbszgdgdo  dgyzsboero
0dbs  Ambozgdms  gwrgdBHembaen  dsBsdo o

0599853005 3OMYM5FMWS.
In 1987-1989 at gynecological department (Head — Prof.

0mqbgb

10

Levan Charkviani) in Tbilisi samples of biopsy material
were taken from cervical and endometrial tumors, and for
control purposes, from ecto- and endo- cervix and endome-
trium on patients who underwent surgery due to uterine
myoma. Taking of biopsy material was performed directly
after surgery. In all cases 3 samples were taken, with 1-2 gr
biopsy material for each sample, which was immediately
put into Polyethylene

Tube. After hermetically closing and marking, the latter
was placed in a water collecting vessel filled with liquid
nitrogen. In such form, after a number of samples were col-
lected, biopsy material were sent to Moscow, Viral Molec-
ular Biology Laboratory (Head — Prof. F. Kiselev) of the
Research Institute of Carcinogenesis, for identification of
Human Papilloma Virus (HPV). HPV genotypes 6a, 11, 16
and 18 were studied by DNA hybridization method. HPV-
6a was studied in 16 biopsy material of cervical cancer and
20 biopsy material of endometrial cancer; HPV-11 respec-
tively, in 14 and 7, HPV-16 —in 31 and 39, HPV-18 —in 14
and 5 biopsy material. In 20 and 25 control biopsy material
of cervical cancer and endometrial cancer was studied HPV
-16, in 7 and 8 biopsy material - HPV-6a, in 2 and 1 biopsy
material — HPV-11, in 2 and 2 biopsy material — HPV-18.
In 9 biopsy material (6 — cervical cancer and 3 — control) in
addition to DNA HPV-16 was studied with the use of Poly-
merase Chain Reaction technique (It must be mentioned
that in the whole USSR these advanced for that times meth-
ods were performed in above laboratory only). In 2 cases,
when DNA hybridization method gave negative results on
infecting with HPV-16, additional study with the use of
PCR technique gave positive result. Results of the virologi-
cal study were entered in the database as additional infor-
mation.

In 31 cases of cervical cancer HPV-16 was detected in 16
(51.6%) cases, from 39 cases of endometrial cancer — only
in 2 cases (5.1%). In 20 patients of cervical cancer control
group HPV-16 was detected by DNA hybridization method
in 1 case of uterine myoma with concomitant endocervici-
tis. In 25 samples of endometrial cancer control group posi-
tive result on HPV-16 was obtained with PCR technique in
1 case. Unlike cervical cancer, in cases of endometrial can-
cer (2 cases from 39) compared to control group (1 case
from 25) statistically significant difference in HPV-16 ex-
posure was not revealed (p>0.05). At the same time, special
attention should be paid to identification of HPV-16 in cas-
es of endometrial papillary adenocarcinoma. Epidemiologi-

cal "case-control" study was conducted to study the peculi-
arities of HPV-16 exposure during cervical cancer.
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Fig. 14

Cervical cancer relative risk indicator at HPV-16 expo-
sure made up 20.3 (¥2=11.7; p<0.05).

HPV-16 exposure levels in cases of cervical cancer varied
according to peculiarities of sexual and reproductive
functions of patients. Special attention deserves high level
of HPV-16 exposure in case of only 1 sexual partner.
These

data outline the importance of peculiarities of sexual
behaviors of male partners, the number of their female
partners (male promiscuity).

In the biopsy material part (in 16, 13, 14 and 15 cases of
cervical cancer and 7, 4, and 4 7 of endometrial cancer
respectively) src, sis, ras and myc oncogenes have been
studied.

Compared to endometrial cancer, RR levels of HPV-16
exposure in case of cervical cancer were sharply decreas-
ing in tumors when identifying src and myc oncogenes. In
other words, the tendency of src and myc oncogenes ex-
pression in case of cervical cancer is also characteristic
for endometrial cancer.
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IV. Peculiarities of sexual life style and risk of sexually
transmitted diseases exposure in population

The interest of oncologist and epidemiologist is the link
between infectious diseases of genital organs, mainly trans-
mitted through sexual life (STDs) and sexual life style. Due
to the confidentiality of the issue, it is difficult to obtain
statistically reliable information on the link between the
sexual life style and the development of cancer of genital
organs.

Taking into consideration this circumstance, we developed
an epidemiological card for anonymous questionnaire of
functional peculiarities of women's reproductive system
organs. Anonymous questionnaire was completed by 100
women in Tbilisi, 100 - St. Petersburg, 100 - from Sofia
(with Dr. G. Chakalova) the general populations, 100 wom-
en from St. Petersburg promiscuity group, who were on
administratively mandatory examinations and treatment
due to their specific diseases at St. Petersburg clinical hos-
pital N44, and 56 patients with cervical and endometrial
pre-cancerous diseases, who were on examinations and
treatment at N. Petrov Research Institute of Oncology (St.
Petersburg) in 1990. Data obtained from the questionnaires
was entered in the database and processed with special soft-
ware.

By epidemiological case-control study correlation of pecu-
liarities of women's sexual behavior with the exposure of
sexually transmitted diseases has been studied. The control
group | was formed from 800 women in Sofia, Thilisi and
St. Petersburg. In the second stage, the number of women
in the control group was reduced according to the place of
residence. The control group Il was formed from 200 wom-
en of St. Petersburg and Tbilisi general population. The
relative risk indicators of STD exposure have been studied
by data of two control studies. The levels of factors relative
risk at VVD (sympathicotonia) exposure was studied by
control group II. In promiscuity group women STD expo-
sure level is 11.5-13.3 higher in comparison to general pop-
ulation. In promiscuity group women the RR level of STD
cumulated with age increase. The STD peak (RR=31.0-
36.9) was observed in the social group of women with pri-
mary education.

In the case of STDs, the risk of not having a pregnancy was
in creasing (RR=43.0-48.1), over the last year (0 pregnan-
cy/year RR=13.2-18.7). In the case of STDs 56.1 times ex-
ceeded not having abortions for the whole life span and
18.4-21.5 times — during last tear (0 abortion/year). These
data indicate on increased infertility risk in the case of the
history of STD, and accordingly on the probability of infec-
tious nature of such disorder. No correlation has been de-
tected between the number of sexual partners throughout
the lifetime and the levels of relative risk of exposure to
STD. Almost similar levels of relative risk of exposure to
STD were detected in cases of having 2-3 (RR=8.5-13.2)
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and 6+ (RR=6,7-10,9) sexual partners. At the same time, it
is of great importance the duration of the period, during
which the woman had particular number of sexual partner.
In other words, considering the overall quantitative indica-
tors is not so important, as identification of the number in
the time, for example, the number of sexual partners during
the year (sexual partner (SP)/year).

Relative risk of STD exposure in case of 2-3 SP/year made
up 9.8-12.5 and 6+ SP/year — 14.7. It should be mentioned
that not only quantitative indicators are of great im-
portance, while even one random and unprotected sexual
contact may result in infecting with HIV, like with any oth-
er STDs.

Correlation between manifestation of libido in early age,
like experiencing first orgasm in late age from one hand
and high levels of RR of STD exposure from the other.
STD can affect the presence of acyclic uterine bleeding
(RR=7.9-13.2). It is quite possible that menstrual cycle dis-
order in the form of acyclic uterine bleeding to have a hor-
monal alternative - infectious genesis.

Searching for hormone-independent, autonomous PV risk-
factors through performing epidemiological case-control
study made it possible to observe causal relationship be-
tween sexual life style (starting of sexual life at an early
age) and exposure to STD (including viral infection), that
doesn’t exclude infectious genesis of endometrial cancer
development.

Justification for STD syndrome as the risk for development
of hormone-independent, autonomous PV of cervical and
endometrial cancers is the epidemiological approach to ear-
ly diagnosis and prevention of cancers of these localiza-
tions, which requires further conducting of randomized,
controlled epidemiological cohort studies.

V. Final Concept: sexual life style variables and risk of
cancer

If we consider the possible peculiarities of sexual life tak-
ing into consideration the results obtained from epidemio-
logical study, on the example of hypothetical populations
according to given chart, we will receive additional feed-
back on the risk of exposure of STD factor (including viral
infection) and on the risk of development of cancer.

Peculiarities of sexual life, according to the sexual orienta-
tion and number of partners, on the diagram are shown on
the example of 15 individuals, from which 7 are females
(F) and 8 males (M).

The STD factor (including viral infection) peak exposure
and, therefore, the highest risk for cervical cancer and Il
PV endometrial cancer has a female under F4 number
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(females’ promiscuity). She has heterosexual relationships
with 5 male partners (M1, M2, M3, M4, M5) from which
first partner of hetero sexual orientation (M1) has addition-
al relationships with bisexual F3 female, who, in turn has
relationships with 4 sexual partners, from which 3 (M1,
M2, M5) are hetero and 1 homo-sexual F2 lesbian female.

Second partner (M2) of F4 female has hetero sexual rela-
tionships with 4 partner females (males’ promiscuity): be-
sides F4 with F1, F3, F5, from which F5 female of hetero
sexual orientation, in turn, has additional relationships with
2 more (3 in total) males of hetero sexual orientation (M3
and M4). The latter (M3 and M4) also have Fifth (M5)
bisexual partner of F4 female has additional hetero sexual
relationships with bisexual F3 female and M8 homosexual
male, etc.

Ultimately, 11 out of the 15 people shown on the chart, or
the largest (73%) part of hypothetical populations, some of
whom (e. g. F1) may not be suspicious about the fact that
participates in the general promiscuity. Hence, considering
social-cultural-hygienic factors, the majority of the general
population is at high risk of exposure to STD factor
(including viral infection). Females in this group of popula-
tion also are at a high risk of development of cervical can-
cer and II PV endometrial cancer. In addition, it should be
noted that according to conditional chart, in F4 female, who
has 5 sexual partners, will be accumulated the risk of in-
fecting from 10 persons.

According to the chart 4 persons don’t participate in prom-
iscuity, from which one male and one female, together with
young age and/or unmarried status, possibly due to cultural
-traditional or religious (monk or nun) or other reasons. In
order not to be too long, here we don’t review the cases of
aged unmarried women, when in conditions of not having
reproductive function, endocrine and metabolism disorders
and psycho-neurotic deviations, increases the risk of devel-
opment of hormone-dependent tumors, including breast and
I PV cervical cancer.

Two persons who also don’t participate in a population
promiscuity, a heterosexual female (F7) and a male (M7),
represent a family couple with monogamous principles. So,
they are protected from STD factor exposure. In this case,
it should be taken into account the theoretical probability of
their infection, which can be related to medical interven-
tions using non-sterile instruments, such as performing, for
example, abortion, endoscopic, dental, etc. invasive diag-
nostic-medical manipulations.

Finally, it should be noted that oncogenic viruses cause not
only the risk of infection of genital and urinary organs and
the risk of cancer development. Infecting is also possible
according to sexual orientation, libido activity, partner’s
requirements and fantasies through oral, rectal and ductal
ways.
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Clarification of viral etiology in the development of can-
cers of organs of these systems (mouth cavity, larynx,
esophagus, rectum, prostate, bladder, breast, etc.) requires
additional epidemiological studies.
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