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BOBE[

[Mo3HaBar-eTO Ha npoLluMpeHocTa Ha Heonna3maTa BO MOMEHTOT Ha AujarHosarta
€ OCHOBa 3a TOYHO ofpefyBakbe Ha MporHo3ata W NraHupawe Ha Tepanujata Kaj
naumMeHTUTe CO MHBA3MBEH LiepBUKaneH kapuuHom. MNpn xuctonatonowlkara aHanusa Ha
onepaTMBHUOT MaTepujan nma MOXHOCT HEe camMO TOYHO Ada ce ogpean NpolumMpeHocTa
Ha ©Oonecta, TyKky WU [[a ce OTKpMjaT HEKOM XMCTOMOLWIKA KapakTepPUCTUKM Ha
HeonmasmMara, KoM 3HadajHO BfvjaaT Ha MojaBaTa Ha penancu M NPexumByBaweTO Ha
naumMeHTUTe Co LepBuKaneH KapunHOM BO paHu ctagnymmn Ha bonecTa.

LEJIN HA CTYOAUJATA

OcHoBHa uUen Ha oBaa NPOCNEKTMBHO-PETPOCNEKTUBHA CTyanja e Aa ce oapeamn
NMPOrHOCTUYKOTO 3HaYere Ha MoBeKe KNUHUYKKM (BO3pacT, KnnHudkn FIGO ctaguym) u
XUCTOMATOSOWKN napaMeTpu (nMmdoHoganeH cratyc M HeroBu napameTpu: 6poj Ha
3adateHn nMMGHKU jasnn u 3adaTeHu rpynu, auctpubyumja mn nokanusauuja Ha
3adhateHuTe jasnu/rpynu; notoa TYMOPCKM CTaTyC, MpOLEHTyarnHa, MUWHMManHa wu
MakcumanHa TyMOpCKa MOBpLUMHA, TYMOPCKM AujameTap, AnaboyrMHa Ha cTpomarnHa
WHBasuja, eHgouepBuKanHo 3adakare, NponopUMoOHanHo eHaoLepBuKanHo 3adakame,
Hajmana gebenvHa Ha He3adpaTteHa uepBukanHa ctpoma /napameTpujanHo 3adakamnse,
Hajmana ogfanedeHocT oa hopHUKcH/ 3adakawe Ha BarMHanHa nurasuua, 3adakame
Ha XupypLikute paboBu, XUCTOMOLIKM TUM, CTEMEH Ha XMCTONOLWKa AudepeHumjaumja,
WHBa3nja BO NMMAO-BACKyNapHUTE MpPOCTOpU, OBEMHOCT Ha WHpNamaTopHMOT
nHpunTpaT, HPV cTaTyC) Kaj uepBuKanHMoT KapLMHOM BO paHu cTaguymm Ha 6onecrta,
CO eBanyalMja Ha HMBHOTO BIiMjaHWe Ha MojaBaTa Ha penarcu U NpexuByBakeTo Ha
naumeHTuTe.

MATEPWUJANT U METOOU

lMpegmeT Ha ucnuTyBare Ha OBaa CTyauja e penaTUBHO XOMOreHa cepuja og 237
NaumMeHTU CO MHBa3UBEH LiepBUKarieH KapLuMHOM KOM NPUMapHO XMPYPLLKN ce NeKyBaHu
co abgomuHanHa  paguvkanHa — XUCTepekToMMmja W pervoHanHa  nensuyHa
numdageHekToMmja BO nepmnodoT of HoemBpu 1988 no kpajoT Ha jyHn 1997 roguHa.
HuBHMTE onepaTMBHWM MaTepujann ce YHU(POPMHO XMCTOMAaTOMOLLKA aHanusvpaHu BO
JlabopaTtopujata 3a xucrtonatonornja u KIMHUYKA uutonornja npu WMHCTUTYTOT 3a
pagvoTepanuja n oHkonorunja Bo Ckonje. 3a rpyna o 195 naumMeHTM CO MeToAdoT Ha in
situ xubpmamsaumja e ogpenysaHo npucyctBoTo Ha Human Papilloma BupycHata (HPV)
DNA BO Heonnasmara, npu WTOo ce ynotpebeHn mewwann npobu 3a ngeHtudpukaumja Ha
HPV tun 6/11, 16/18 n 31/33/51 (Enzo Diagnostics, New York).

PE3YJNTATH

3a cuTe nauveHTn e oapefeH MocTornepaTtMBHMOT CTaguym Bp3 OCHOBA Ha
KpuTepuymmuTte Ha nocrtonepatuBHata TNM-knacudukaumja Ha UICC (1997). lNpwutoa
HeornnasMarta e orpaHuyeHa Ha rpsioto Ha maTtkaTa kaj 101 (42.6%) nauumeHT, goaeka
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nokanHo npolmnpysawe U 3adpakare Ha BarMHanHaTta nurasuua U napameTpuymmTte e
npucyTHO Kaj 14 (5.9%), ogHocHo 50 (21.1%) nauueHTn. 3adakake Ha pervoHanHuTe
nuMdHKM ja3nu e HajaeHo kaj 72 (30.4%) naumeHTn. CuTe ncnuTyBaHn napaMmeTpu OCBEH
XUCTOMNOLLKNOT TWMN, UMaaT 3Ha4yajHO MPOrHOCTUYKO BNMjaHWe Ha nojaBaTa Ha NENBUYHU
numdoHoaanHN MeTacTasmw.

Bo Tek Ha knnMHMYKOTO cnepense (npocek 57, pacnoH 18-124 meceun), nojaBa Ha
penanc e AaujarHoctMuMpaHa kaj 50 nauweHtTM og kou 39 nouyvHane opf 6Gonecta.
OuekyBaHOTO onwTo npexunsyBawe e 80.8%, goaeka npoueHToT Ha 5 n 10-roguwHo
npexusByBarwe 6e3 penanc usHecyBa 76.8%, ogHocHo 75.5%. Cnopepg pesyntatute og
YHUBapuvjaHTHaTa aHanusa, 3HadajHu NpeaukTUBHM MHOMKATOPW 3a MnojaBa Ha penarcu
ce: nuMm@oHodanHMoT cTatyc M O HeroBuTe MapameTpu camo 3adakakeTo Ha
3ae4HNYKUTE UnujadyHm NnmMdHU jasnm, noseketo MopdoMeTpUcKn (0cBeH 3achakaH-eTo
Ha Xxupypwkute pabosn), MOpPEDOOXUCTONOLWKN (OCBEH CTEMEHOT Ha XMCTOSOLIKA
AndepeHunjaumja) n knuHmdky napametpu (FIGO ctagmMymoT, HO He Bo3pacTa), Kako u
npucyctBoto Ha HPV DNA BO Heonnasmata. Wcto Taka, MNoOBeKeTO WCMUTYBaHM
KapaKTepUCTUKN, OCBEH MapaMeTpuTe Ha NUMEOHOLANHMOT CcTaTyC, 3adakateTo Ha
BarMHanHarta nuraesuua, 3agpakareTo Ha XMpypLUK1TE paboBK, CTENEHOT Ha XMCTOSOLLIKA
andepeHumnjaumja n Bo3pacTa Ce BaXHU MNPOrHOCTUYKM MapameTpyu 3a OnuwToTo
npexuByBare Ha nauneHTuTe.

Oa cute HuB, Npu MynTMBapuWjaHTHATa aHanu3a, Kako Haj3Ha4yajHu He3aBWCHU
NMPOrHOCTUYKM MapaMeTpu BO OAgHoC Ha disease-free n onwTOTO NpexuByBawe ce
cenekTupaHu: WHBasnjaTa BO KPBHM CagoBW, NUMAOHOAANHUOT CTaTyCc, TYMOPCKMOT
AvjameTap, obemMHOCTa Ha WHMNaAmMaTopHMOT MHMUATPAT BO 30HATa Ha WHBA3UBHMOT
PPOHT Ha HeonnasmaTa n gebenuHata Ha HesadaTeHa LepBUKanHa CTpoMa, OAHOCHO
napameTpujanHoTo 3adakarwe. Crnopea BpegHocTa Ha NPOrHOCTMYKMOT uHaekc (Pl),
npecmeTaH Bp3 OCHoBa Ha COX-OBMOT PEerpecuMoHeH Mogern, NauMeHTUTe ce nopeneHu
BO TPY PU3MYHW FPYNn, Mery KOM MOCTOjaT CTaTUCTUYKM 3HAYajHU Pasfivkm BO NPOLIEHTOT
Ha disease-free n onwToTO nNpexmeyBakbe. CO orneg Ha noronemarta nNpeaukTuBHa
BpeOHOCT Ha OBME Haoau BO cnopenba co guctpmbyumjata cnopen NocTtonepaTtuBHUOT
cTaguym, npegnoxeHa e wmoauduvkauuja Ha nocTtojHata noctoriepatuBHa TNM-
Knacudukaumnja 3a LUEpPBUKANHMOT KapuWHOM, CO MPOMEHM BO KpuUTEpUymuTe 3a
KaTeropusaumja BO paHuTe ctagmymm Ha bonecra.

3AKNny4youu

Pesyntatute ykaxyBaaT geka Kaj NpUMapHO XMPYPLUKA TpeTupaHuTe nauueHTu
CO LiepBUKaneH kapunHOM BO paHu cTaaMymu Ha 6onecta, 3a nonpeunsHo ogpeayBare
Ha nporHo3aTta, 6u Tpebano ga ce NnpMMeHaT HaoauTe Ha MynTUBapujaHTHaTa aHanuaa,
OOHOCHO KpuUTEpUMyMUTE Ha npegnoxeHata moauduuupaHa nocrtonepatveHa TNM-
knacudukauuja. [NporHocTnykmMoT uHAekc (Pl), Kako uvHAMKaATop 3a MecToTo Ha
naumMeHTUTe BO NPOrHOCTMYKMOT CrekTap e ConmaHa OCHOBa 3a COOABETHO NilaHupaHe
Ha nocregosaTenHata Tepanuvja Kaj NPUMapHO XMPYpPLUKM TpeTupaHuTe naumeHTn. Co
Herosa nNpuMeHa e MOXXHO NONEeCHO [a ce UAeHTUMUKyBaaT naumeHTUuTe co LiepBuKkarneH
KapunHOM Kaj kou e noTpebHa npumeHa Ha MoauduumpaH TepaneBTCKu npuctan.

KIYYHU 3BOPOBMW: uepBukaneH KapuuHOM, NMPOrHOCTU4YKK cpakTopu, PTNM-
knacudukauumja, disease-free npexumByBambe, ONWTO NMPeXMBYBake, NPOrHOCTUYKU
MHAEKC, PU3UYHU TPYNM.



Esanyauuja Ha npoeHocmu4kume ¢hakmopu 80 paHume cmaoduymu
Ha uHea3usHUMe KapUuHOMU Ha 2p/iomo Ha Mamkama




UNIVERSITY "ST. CYRIL AND METHODIUS" - SKOPJE

- SCHOOL OF MEDICINE -

Neli Basheska

EVALUATION OF THE
PROGNOSTIC FACTORS IN
EARLY STAGE CERVICAL
CARCINOMA

Ph.D. Thesis
- SUMMARY -

° SKOPJE, 1999 °



Esanyauuja Ha npoeHocmu4kume ¢hakmopu 80 paHume cmaoduymu VI
Ha uHea3usHUMe KapUuHOMU Ha 2p/iomo Ha Mamkama

SUMMARY

BACKGROUND

The exact knowledge of the tumor spread is a prerequisite basis for an accurately
determined prognosis, and for a correctly planned therapeutical approach in every
patient with cervical carcinoma. Histopathological analysis of the surgical specimens
allows not only exact determination of the tumor extension, but also identification of
various histological features that significantly influence recurrence rate and survival in
patients with early stage cervical carcinoma.

OBJECTIVE

The objective of this retrospective and prospective study was to assess the
prognostic significance of 23 various clinical (patient age, clinical FIGO stage) and
histopathological variables (pelvic lymph node metastases, other parameters of the nodal
status such as: number of positive lymph nodes, number of positive lymph node groups,
unilateral or bilateral involvement and the level of the highest involved node, as well as
tumor extent, tumor-cervix area quotient, minimum and maximum tumor area equivalent,
tumor diameter, maximum depth of invasion, longitudinal tumor diameter/endocervical
involvement, proportional endocervical involvement, minimum thickness of uninvolved
cervical stroma/parametrial extension, minimal distance from fornix/vaginal invasion,
surgical margin involvement, histologic cell type, grade of differentiation, lymph-vascular
space invasion, degree of inflammatory infiltrate, HPV status) in relation to disease free
and overall survival in patients with early stage cervical carcinomas.

MATERIALS AND METHODS

The study group consisted of a fairly homogenous population of 237 patients with
cervical carcinoma who underwent abdominal hysterectomy with pelvic
lymphadenectomy as a primary therapy, between November 1988 and June 1997,
followed by postoperative adjuvant pelvic radiotherapy. Their operative specimens were
subjected to uniform histopathological workup at the Department of Histopathology and
Clinical Cytology, at the Institute of Radiotherapy and Oncology, in Skopje. The presence
of human papillomavirus (HPV) DNA was determined by in situ hybridization technique,
using mixed biotinylated probes to identify HPV types 6/11, 16/18 and 31/33/51 (Enzo
Diagnostics, New York) in routinely processed formalin-fixed, paraffin-embedded,
surgical specimens of a group of 195 patients with cervical carcinoma.
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RESULTS

All the patients were staged according to the postoperative TNM classification of
UICC (1997) guidelines. In our case series the tumor was limited to cervix in 101 (42.6%)
patients, while local extension to vagina and parametrial tissues was found in 14 (5.9%)
and 50 (21.1%) patients, respectively. Pelvic lymph node involvement was found in 72
(30.4%) patients. All the variables except the histologic cell type of the neoplasm were
predictive of pelvic lymph node metastases.

During the follow up period (range, 18-124, mean, 57 months), recurrences were
observed in 50 patients, 39 of whom died. The 5 and 10-year survival rate was 80.8%,
while disease-free interval rates at 5 and 10 years were 76.8% and 75.5%, respectively.
Important predictive indicators of recurrence in the univariate analysis were pelvic lymph
node involvement, metastases to the common iliac nodes (but not other parameters of
lymph node status), most of the morphometric (except surgical margin involvement),
morphohistologic (except grade), and clinical parameters (FIGO stage, but not patient
age), as well as HPV DNA presence. Univariate analysis also revealed that all the
variables except the parameters of lymph node status, vaginal invasion, surgical margin
involvement, grade of differentiation, and patient age, were significant in overall survival.

Among these variables, however, tumor invasion into blood vessels, pelvic lymph
node metastases, tumor diameter, the degree of inflammatory cell infiltrate at the
invasion front, and minimum thickness of uninvolved cervical stroma/parametrial
extension were identified as independent and significant prognostic factors for disease
free interval and survival by multivariate analysis using Cox regression models.

The prognostic index (PI), defined by the model, was able to categorize the
patients into three distinct risk groups. Differences in disease free and overall survival
rates between the low, intermediate, and high-risk groups were statistically significant.
These prognostic findings could predict the prognosis more precisely than that of
postoperative TNM classification staging system. Therefore, a modified subclassification
for early stage cervical carcinoma incorporating the most important independent
prognostic factors into the currently employed postoperative TNM classification staging
system has been proposed.

CONCLUSIONS

All these data indicate that for patients with early stage cervical carcinoma
undergoing radical hysterectomy, a modified postoperative TNM staging system, based
on the results of the multivariate analysis of histopathologic variables, could be used for
a more precise determination of the prognosis. The prognostic index (PI), as an indicator
of the patient's place in the prognostic spectrum, could be a sound basis for an
appropriate planning of the following therapeutical strategy of the surgically treated
patients with cervical carcinoma. lts application should facilitate the recognition of those
patients with early carcinomas that require modified treatment approach.

KEY WORDS: cervical carcinoma, prognostic factors, pTNM classification,
disease free survival, overall survival, prognostic index, risk groups.



Esanyauuja Ha npoeHocmu4kume ¢hakmopu 80 paHume cmaoduymu Vil
Ha uHea3usHUMe KapUuHOMU Ha 2p/iomo Ha Mamkama




Esanyauuja Ha npoeHocmu4kume ¢hakmopu 80 paHume cmaoduymu IX
Ha uHea3usHUMe KapUuHOMU Ha 2p/iomo Ha Mamkama

KPATEHKM W KOHBEHUWOHAJITHU
TEPMWHN KOPUCTEHW BO TEKCTOT
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HPV - Human Papilloma Bupyc

DNA (deoxyribonucleic acid) - eoKkCcupnboHyKIenHCcKa KucenuHa

CIN (cervical intraepithelial neoplasia) - uepBMKkanHa uHTpaenuTenHa Heonnasma
SIL (squamous intraepithelial lesion) - ckBamo3Ha UHTpaenuTenHa nesuja

FIGO (International Federation of Gynecology and Obstetrics) - UHTepHaumoHanHa
thepepaumja 3a rMHeKonormja n akywepcTBo

pTNM knacudmkauumja - noctonepatuBHa (xucrtonaronowka) TNM knacucpukaumja

UICC (International Union Against Cancer) - UHTepHauMoOHanHa yHuja npoTuB
KaHuep

pT (tumor) - TYMOpCKM cTaTyC (NocTonepaTMBeH, XUCTONATONOLLKHK)

pN (node) - HopaneH cTaTyc (nocTonepaTuBEH, XMCTONATOSOLLKW)

pM (metastasis) - oTcycTBO unu npucycTBO Ha ogaanevyeHn metacrtasm
G (grade) - cteneH Ha xucTonowka audepeHumjaumja

P BpeAHOCT - cTaTUCTUYKA BepPOjaTHOCT

RR (relative risk) - penatuBeH pusuk

Pl (prognostic index) - nPOrHOCTUYKN MHAEKC



