EXTERNAL GENITAL TUMORS IN WOMEN:
ROLE OF DIFFERENTIATION, LOCALIZATION
AND HISTOLOGICAL TYPES FOR PREDICTING

LONG-TERM SURVIVAL VALUE

INTRODUCTION

External genital cancer ranks fourth after cer-
vical cancer, uterine cancer and ovarian cancer
in terms of the indicator of incidence of female
genitalia tumors [1, 4].

Standardized incidence rate of vulvar can-
cer varies between 1.3-1.4 cases per 100,000 in
Ukraine. Invasive squamous cell vulvar cancer is
90.0% of all vulvar malignant tumors and 1.0-
2.0% of malignant epithelial tumors [3]. It should
be noted that vulvar cancer is a disease of elderly
and old women, 80.0% of invasive vulvar cancer
is diagnosed in women older than 55 years, the
average age of patients is 65-68 years, whereas
the peak of the incidence is 75 years [5, 6, 8.

In spite of its visual and manual diagnostic
availability, external genital cancer is one of the
most intractable malignant tumors of the repro-
ductive system of a woman [10, 12, 13, 17].

On the one hand, this is due to the features of
blood supply, innervation and lymph influx, as
well as the topographic proximity of adjacent or-
gans; on the other hand - to a high psychosexual
and physiological significance of female external
genitalia for normal life [19, 21]. External genital
cancer is characterized by high levels of disabili-
ty, a significant deterioration in the quality of life,
limitation of vital activity and a sharp decline in
the potential of social adaptation and integra-
tion of women [23].

According to the literature, there is a signif-
icant variability of the factors associated with
the prediction, mortality and survival in patients
with vulvar cancer [15, 16, 20, 25]. The etiological
factors of this disease have not been fully estab-
lished, when all existing diagnostic and treat-
ment methods require improvement [9, 24, 26].

Purpose of the study was to investigate the
role of the tumor degree, localization and his-
tological type of tumor at the level of long-term
survival by 25-year retrospective observation in
women with external genital cancer.

MATERIALS AND METHODS

The basis of the work is a 25-year retrospective
observation (557 medical records of the patients
treated in National Cancer Institute, Kyiv, from 1993
to 2018). The average age of patients was 62.3 +
13.2 years, with a distribution from 18 to 90 years.
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Histological and morphological research had
been carried out on the basis of paraffin blocks
of biopsy made before the start of therapy. His-
tological typing was performed by use of routine
(staining with hematoxylin and eosin) and im-
munohistochemical research. The resulting bi-
opsy material was fixed in 10% buffered formalin
with pH 7.4 to be sealed in paraffin with Histos-5
tissue processing machine (Milestone, lItaly).
They used paraffin blocks to make microscop-
ic sections with a thickness of 5 um by Microm
HM325 (Thermo Scientific, Germany) microtome.
The sections had been stained with hematoxylin
and eosin for a general tumor assessment.

The primary objective of research consisted in
the study of long-term survival value. The risk of
adverse events was assessed taking into account
the odds ratio (OR) and the reliability criterion for
OR. The long-term survival value had been as-
sessed using Kaplan-Meier analysis with the cal-
culation of log-rank test and relative risk indicator
between survival curves — OR, evaluation of the
indicators — medians of survival, exponential me-
dians for the duration of the case and frequencies
of cancer mortality. Differences were considered
statistically significant at p <0.05.

RESULTS OF THE STUDY

A long-term survival value in patients with
external genital tumors over 25-years of obser-
vation was 47.8% (from O to 36 years); average
survival rate was 6.0 + 4.48 years (Figure 1).

According to the degree of primary tumor, an
even distribution between G3 tumor degree (229
patients, 41.1%) and G2 tumor degree (220 patients,
39.5%) had been established, G3 had been estab-
lished in 19.4% of cases (108 patients) (Figure 2).

Cancer mortality level in patients with external
genital tumors depending on primary tumor de-
gree during a 25-year retrospective observation
is presented in Table 1.

Mortality progressively increased by 27.3%
from G1 to G2 tumor degree and by 10.8% from
G2 to G3 tumor degree (Table 2). OR increased in
total mortality during transition from G1 (OR 1.0)
to G2 (OR 1.80), from G2 to G3 (OR 2.12), cumula-
tive OR (1.72, 95% confidence interval (Cl) 1.32-
2.25), generalized OR (1.642, 95% Cl 1.29-2.08)
have been proved (Table 2).
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Figure 1. Long-term survival value in patients with external genital cancer for the
period of 1991—2018 years by retrospective observation

Figure 2. Distribution of patients by primary tumor degree

Table 1. Cancer mortality in patients with external genital tumors depending on
primary tumor degree during a 25-year retrospective observation

Degree of differentiation n %
High 108 194
Intermediate 220 39.5

Low 229 4.1

Table 2. Relative probability and OR of cancer mortality in patients with external
genital tumors during a 25-year retrospective observation, depending on tumor
degree of primary tumor

Cumulative OR Generalized OR

Tumor degree OR (proportional (Agresti’s alpha)
odds model) [95% (] [95% Cl]
High 10
. 1.72 1.642
Intermediate 1.80 [132-2.25] [1.29-2.08]
Low 212

Multiple Kaplan-Meier survival analysis showed that the
overall level of 25-year survival at retrospective observation
was 45.0% for G1, 31.0% for G2, 26.0% for G3. At the same time,
the y? logistic regression criterion was 4.72, p <0.05.

Histologically squamous cell cancer (83.3%) dominated in
the retrospective group; melanoma was verified in 8.2% of pa-
tients, carcinoma in 6.1% of patients, sarcoma in 2.0% of pa-
tients. Undifferentiated forms of cancer had been found in 2
cases (0.4%) (Table 3).

A similar pattern is also established for assessing OR of over-
all mortality and estimating the linear trend. It should be noted
that all morphological forms of external genital cancer are un-
favorable and characterized by high mortality rate - the proba-
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Table 3. Distribution of patients of retrospective group by the morphological
characteristics of primary tumor

Morphological type n %
Squamous cell cancer: 464 83.3%
« keratinized squamous cell cancer 160 28.7%
- non-keratinized squamous cell cancer 4 74%
« basal cell carcinoma 5 0.9%
(arcinoma: 34 6.1%
- adenocarcinoma 14 2.5%
Melanoma 46 8.2%
Sarcoma: 1 2.0%
+liposarcoma 1 0.2%
- thabdomyosarcoma 3 0.6%
+ angiosarcoma 2 0.4%
- fibrosarcoma 2 0.4%
Undifferentiated cancer 2 0.4%

ble difference in the mortality rate by cumulative OR (0.77,95%
Cl 0.58-1.01) and generalized OR (0, 86, 95% Cl 0.69-1.07) had
not been established.

CONCLUSIONS

1. In case of transition from high to moderate degree of dif-
ferentiation the long-term survival value decreased by 27.3%,
in case of transition from moderate to low differentiation - re-
duced by 10.8%.

2. The general level of 25-year survival in retrospective ob-
servation was 45.0% - for high degree of tumor differentiation,
31.0% - for moderate, 26.0% - for low degree of differentiation
(p <0.05).

3.The highest cancer mortality rate had been proved in case
of total lesion (66.7%), as well as with lesions in several areas
(80.9%). In case of primary tumor localization in the area of la-
bia majora, compared to the vulva tumors, the probability of
cancer mortality increased by 45% (OR 1.45); whereas if local-
ization in the area of labia majora was higher by 91% (OR 1.88);
in case of location in the area of clitoris raised by 19,0% (OR
1,19); in lesion of several areas increased by 78.0% (OR 1.78).

4. Multiple Kaplan-Meier survival analysis showed that the
area of labia minora was the most unfavorable localization,
where the probability of survival in 25-year retrospective ob-
servation was 6.0% versus 23.0%, when primary tumor local-
ized in the area of labia majora; and versus 35.0% when local-
ized in the vulva area.

5. Depending on the morphological form of the prima-
ry tumor the highest rates of cancer mortality are verified in
undifferentiated forms of the tumor (100.0%) and for sarco-
ma (63.6%). For all forms of squamous cell cancer, the cancer
mortality rate was more than 50.0%, 53.9% for squamous cell
undifferentiated cancer, 56.9% for keratinized squamous cell
cancer and 56.1% for non-keratinized squamous cell cancer.
Carcinoma and adenocarcinoma with a level of cancer mortal-
ity of 20.6 and 21.4% respectively were more favorable com-
pared to the other morphological forms.
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EXTERNAL GENITAL TUMORS IN WOMEN: ROLE OF DIFFERENTIATION, LOCALIZATION AND HISTOLOGICAL TYPES FOR PREDICTING LONG-TERM SURVIVAL VALUE
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Purpose of the study was to investigate the role of the tumor degree, localization and histological type of tumor at the level of long-term survival by 25-year retrospective observation in women with external genitalia cancer.
Materials and methods. 557 medical records of patients treated in National Cancer Institute have been analyzed during the period of 1993—2018 years. Impact of the differentiation degree, localization and histological type on the

long-term survival value has been evaluated.

Results. It has been proved that the long-term survival value decreased by 27.3% during transition from high (G3) to intermediate (G2) tumor grade, by 10.8% during transition from intermediate (G2) to low (G1) tumor grade. The
overall level of 25-year survival retrospectively constituted 45.0% with G3 tumor grade, 31.0% with G2, and 26.0% with G1 tumor grade (p <0.05)
The highest mortality has been demonstrated with total affection (66.7%), as well as with lesions of several zones (80.9%). The multiple Kaplan-Meier survival analysis showed that the most unfavorable localization was the area of
labia minora, where the probability of survival at 25-year-long observation was 6.0% versus 23.0% for the primary tumor localization in the area of labia majora, and versus 35.0% in the vulvar region localization.

Conclusion. The highest rates of cancer mortality are verified in non-differentiated forms of tumor (100.0%) and for sarcoma (63.6%) depending on the morphological form of primary tumor. Mortality rate was more than 50.0% for
all forms of squamous cell cancer. Carcinoma and adenocarcinoma with a level of mortality by 20.6 % and 21.4% respectively were more favorable compared to the other morphological forms.

Keywords: external genital tumors, survival value, differentiation degree, histological type.

MYXAVHI 30BHILLIHIX TEHITATIIA Y XIHOK: POb IMOEPEHLIIALIT, IOKAI3ALLT TA TICTONOTIYHIX TUMIB Y POTHO3YBAHHI PIBHA TPUBAJIOTO BIKIBAHHS
0.0. CamoxsanoBa, likap riHEKONOM-OHKONIOT HaykoBO-AOCNIAHOTO BiAAINeRHA oHKoriHekonoril HIP, m. Kuis

K.B. Konuak, 4. mea. H, npoBiaHwit HayKkoBHii CiBPOGITHIK HayKOBO-A0CNIAHOTO BIAAINEHHA NyXNUH 0pranig uepeHor nopoxHuH HIP m. Kiig
10.1. Tkans, K. Me. ., Nlikap riHeKonor-oHKoNor HayKoBo-A0CTIAHOO BiaAineHHa oHkoriHekonori HIP M. Kuig

B.C. CBiHWiLbKWi, A. Mef. H., Npodecop, KepiBHYK HayKoBO-AOCTIAHOMO BiaAineHHA oHkoriHekonorii HIP, M. Kirig

MeToto socnipkeHHa 6yn0 BUBYEHHA Poni CTyneHs nyXnuHM, il NoKani3aLi Ta ricTonoriyHoro TuMy Ha piBHi TPUBANONO BINKMBAHHA LAAXOM 25-PiYHOO PETPOCTIEKTUBHOTO CNIOCTEPEXEHHA XIHOK i3 PAKOM 30BHILLHIX CTATEBYX

OpraHiB.

Matepianu Ta meTogy. lpoaranizoaro 557 icTopiil x8opo6 nauieHTok 3a nepio 1993—2018 pp., Aki nikyBanuch Ha 6a3i HauioHanbHoro iHCTUTyTY paky. [poBeAEHO OLIHKY BAVMBY CTYNEHs AepeHLiloBaHHA, okanisaliiTa

TCTON0MYHOrO TUMY Ha PiBEHb BiAAANEHOI NETaNIbHOCTI.

Pe3ynbtatu. loBezieHo, LU0 Ny Nepexoai Big BUCOKOrO 4O MOMIPHOTO CTyneHA AudepeHLioBaHHA CMepTHICTb 3pocTana Ha 27,3%, npu nepexozi Biz NOMipHOro A0 HU3bKOTO CTyneHa AudepeHLiioBaHHA — Ha 10,8%. 3aranbHuii
piBeHb 25-PiuHoi BUXIMBAHOCTI NIPY PETPOCTIEKTUBHOMY CriocTepexeHHi CTaHoBUB 45,0% Npy BUCOKOMY CTyNeHi audepeHLiioBaHHa nyxnunu, 31,0% — npyu nomipHomy, 26,0% — npy Hu3bKomy CTyneti AudepeHLiioaHHs (p <

0,05)

MMiz Yac oLiHIOBAHHA MPOTHOCTYHOTO 3HAUEHHA NTOKaNI3aL|i NepBIHHOT NyXNMHY HAiBULLY CMepTHICTb J0BEAEHO Nyt TOTaNbHOMY ypaeHHi (66,7%), a Takox npun ypaxeHi Kinbkox AinAHok (80,9%). Mpu MHOXMHHOMY aHani3i
BUXVBaHOCTI 32 MeTofoM KannaHa-Meifepa HaiibinbLu HecnpuATAUBOI0 noKanisaLlieto byna AinAHKka Manvix CTatesiix ry6, Ae BiporiAHICT BUXWBAHOCT MPK 25-PIYHOMY PETPOCTIEKTUBHOMY CnocTepexeHHi Aocarana 6,0% npotu
23,0% npyt nokani3auii nepBUHHOT MyxAuHM B ZNAHL BenUKIAX cTaTeByX ryb Ta 35,0% npu Nokani3aii 8 AinAHLI BynbBU.
BucHoBKu. 3anexHo Big MOpHONOTIUHOT HOPMIA NePBIHHOI NyXMHI HaiiBILLL MOKA3HIKI CMEPTHOCTI BepugikoBai npy HeaudepeHLioBaxmx dopmax nyxnuuy (100,0%) Ta npy capkomi (63,6%). Mpu Beix dopmax

MNOCKOKNITHHHOTO Paky CMepTHICTb CTaHoBuna binbLue 50,0%. MopiBHAHO CPUATAVBILLUMY BIBHOCHO iHLLVX MOP@ONOTIYHIX GOPM By KapLHOMa Ta afieHoKapLItHOMA 3 piBHeM CMepTHOCTI BianoBiaHo 20,6% Ta 21,4%.

KniouoBi cnoBa: nyxnuHyt 30BHiLLHiX CTaTeBIX OPraHiB, BifAaneHa NeTanbHiCTb, CTyNiHb AUGEPeHLiioBaHHS, N0Kani3aLlia, ricTonoriuui Tn.

ONYXONI HAPYXHDIX TEHUTATIUIA Y KEHLLIVH: POTTb JMOOEPEHLIMALIAW, TOKATA3ALMN Y TUCTONIOTMYECKIAX TUMOB B MPOTHO3MPOBAHINA YPOBHA NTATENbHOIO BbIXIBAHIA

E.A. CamoxBanoBa, Bpay r1HEKONOr-OHKONOT HayYHO-ICCeA0BATENbCKOO 0TAeeHHA oHKorHekonorin HIP, T. Knes

K.B. Konuak, 4. mez. H., BeAYLLViA HayUHbIit COTPYAHYK Hay4HO-UCCNeA0BATENCKONO OTAEAEHUA onyXoneii opraHos Opioturoi nonocti HIP, 1. Kies
10.T. Tkans, K. M. H., Bpau THeKONOr-OHKOAOT HayyHo-/ICCneA0BaTeNbekoro oTaenenua oHKoruHexonoruv HHP r. Knes

B.C. CBMHLMLKMIA, 1. MeA. H., NPOGeccop, pyKOBOAMTENb HayUHO-MCCIEA0BATENbCKOTO OTAeNeHwA oHKoruHekonorvn HUP . Knes

Llenbto nccnegoBanma bbino U3y4eHue ponu CTeneHin onyxoni, ee NoKanu3allian 1 rnctonoruyeckoro Tina Ha ypoBHe ANUTENbHOIO BbIXXMBAHUA NyTem 25-neHero PETPOCNEKTUBHOTO HAOMIOZIEHIA XKEHLLVH C [PakoM HapyHbIX

M10/10BbIX OPraHoB.

Matepuanbl u meToabl. [IpoaHanu31poBarsl 557 Uctopuii 6one3Heit naumeHTok 3a nepuog 19932018 Ir., KoTopble NPOXOAUAY fIeuerite Ha 6a3e HaLioHanbHOro MHCTUTYTa paka. [1poBe/eHa OLeHKa 3aBUCMOCTH OTAANEHHOI
JIETNBHOCTY OT CTeneHM AnddepeHLMPOBKY, N0KaNU3aLv 11 ICTON0rMYECKOro Tvna onyXxou.
Pe3ynbratbl. [l0ka3aHo, uTo NPy nNepexozie o BLICOKOIA K yMepeHHoI cTeneHn AuddepeHLMpoBKY 06LLas CMepTHOCTb YBeNuuMBanac Ha 27,3%, Npy nepexozie OT YMePEHHOI K HU3Koi cTenexn AnddepeHumposku — Ha 10,8%.
061wt ypoBeHb 25-neTHelt BbIKMBAEMOCTY NPU PETPOCNEKTUBHOM HabAloAeHIN cocTapin 45,0% npi BbICOKOM cTeneHin AuddepeHumnpoBkm, 31,0% — npu ymeperHoi, 26,0% — npin HU3Ko# cTenenn AuddepeHMpoBKkm (p <

1

Ty 0LieHKe NPOTHOCTUYECKOTO 3HAYCHIA NI0KaNM3aLV NEPBUYHOI OnyXony Haubonee BbICOKMIA YpOBEHb CMEPTHOCTU HabAIoAANCA NPY TOTaNbHOM MopaeHu (66,7%), a Takxe nopaxeHun Heckonbkux yuacTkos (80,9%). Mpu
aHanv3e BbhxBaeMocTv no MeTozty Kannaa-Meiiepa Havbonee HebnaronpuATHOI 1okanu3aLmeli 6bin yUacTok Mafbix NoNOBbIX ry6, e BEPOATHOCTb BbIKIBAEMOCTY NpU 25-N1eTHeM PETpoCneKTUBHOM HabRIofeHM A0CTUrana
6,0% npotus 23,0% Npu NI0KaAM3aLMY NEPBUYHOI OMyXonH B 06AaCTI G0bLIMX M0AOBBIX rY6 11 35,0% N NOKAM3ALMN B 06SGCTH BYSIbBYI.
BbiBoabI. B 3aBycimocTyt 0T Moponorueckoit opMbl MepBUYHOIi OnyXonu Haubonee BbICOKIe MoKa3aTenn CMepTHOCTI BEpUGLIPOBAHbI MIpY HeAuddepeHLpoBaHHbix dopmax onyxomu (100,0%) u capkome (63,6%). Mpu
BCeX ()OPMaX NTI0CKOKNETOUHOTO Paka CMepTHOCTb CocTasnAna bonee 50,0%. CpaBHTENbHO Honee 6naronpUATHbIMM ObiNK KapLYHOMa 1 aZieHOKapLIMHOMA C yPOBHEM CMEPTHOCTI COOTBETCTBEHHO 20,6% 1 21,4%.

Kntouebie cnoBa: OmyX0/W HapyHbIX N0ON0BbIX OPraHOB, YAaNeHHaA N1eTaNbHOCTb, CTeNeHb [lM¢¢Ep€HLlVIpOBKVI, NOKNA3ALAA, TUCTONOTUYECKITA TUM.



