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CERVICAL CANCER

ANNUALY IN RUSSIA
Morbidity - 17.505 women
Mortality - 6.500 women

CocmosHue oHKono2u4yeckoli nomowu HaceneHur Poccuu, 2018, 2019
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Int | Gynecol Cancer 2007, 17, 11831185

ESGO

European Society
Gynaecological Oncology

ESGO statement on cervical cancer vaccination

August 2007

IGNACE VERGOTE, ATE G] van DER ZEE, VESNA KESIC, BILAL SERT, HELENA ROBOVA, LUKAS ROB,
NICHOLAS REED, DAVID M. LUESLEY, ERIC LEBLANC, BJORN HAGEN, GERALD GITSCH,
ANDEEAS DU BOIS, GIOVANNI DI VAGNO, NICOLETTA COLOMBO, UZIEL BELLER, ALT AYHAN &

IAN JACOBS

In 2004, almost 31,000 women in the EU25 were diag-
nosed with cervical cancer and 14,000 died from the
disease. Assuming that the proportion of uterine can-
cer of cervical origin in the 12 countries not belonging
to the European Economic Area was similar to that in
the ten new European Union (EU) member states
brings us to a rough estimate of 52,000 cases and
27,000 deaths for the whole European continent’.

report that at any single point in time approximately
20-25% are HPV DNA positive™. After 2-3 years
of follow-up, the cumulative detection of HPV in the
sexually active young women in the Western world is
as high as 60-80%.

Today, it is firmly established that the so-called
high-risk infections cause almost all (99.7%) cervical
cancers and that the association applies equally to
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disease. Assuming that the proportion of uterine can-
cer of cervical origin in the 12 countries not belonging
to the European Economic Area was similar to that in
the ten new European Union (EU) member states
brings us to a rough estimate of 52,000 cases and
27,000 deaths for the whole European continent’.
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of follow-up, the cumulative detection of HFV in the
sexually active young women in the Western world is
as high as 60-80%.

Today, it is fAirmly established that the so-called
high-risk infections cause almost all (99.7%) cervical
cancers and that the association applies equally to




HPV vaccines registered in Russia

Vaccine 2-valent 4-valent
Antigen VLP VLP* HPV 16, 18 VLP HPV 16, 18, 6, 11

0, 1, 6 months 0, 2, 6 months
Scheme (0, 2, 6 months) (0, 1, 3 months)

0, 6 months (< 15 years old) 0, 6 months (< 13 years old)
o Women 9 - 45 years old
Indications |Women 10 - 45 years old
Men 9 - 26 years old

*VLP — virus like particle

1. Cervarix™., European Summary of Product Characteristics, 2007,
2. Gardasil®. European Summary of Product Characteristics, 2008.




HPV vaccines registered in Russia

Vaccine 2-valent 4-valent

Antigen VLP vLP* HPV 16, 18 6,11

Scheme
rs old)

J - 45 years old
Men 9 - 26 years old

*VLP — virus like particle

1. Cervarix™., European Summary of Product Characteristics, 2007,
2. Gardasil®. European Summary of Product Characteristics, 2008.
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Secondary prophylactic :
Women >30 years old:

screening
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\% 727, Russian Ministry of Health Regulation Ne 572H (2012,

{
g3t November, 12)

WViare  Tpukas MuHsgpasa Poccum o1 12 Hostbps 2012r. Ne
572H

* During prophylactic examinations of women, cytological
screening for the presence of atypical cells of the cervix,
mammography, ultrasound of the pelvic organs is carried out.

* prophylactic examinations at least 1 time per year.




Russian Ministry of Health Regulation

Ne 124H (2019, March, 13)
Mpuka3 Ne124H ot 13 mapTta 2019

MHHHCTEPCTBO 3HPABOOXPA‘HI!%!HFMM(HHH?(‘}(C’IHCKPWD!: EPALY
{l Sor H il b4 H
POCCHHMCKOMH OEAEPALIMHA e

(Mun3apas Poccun) SAPLY HUCTPUPOBAHO
Perncrpaunonusii Ne 49' Z/f f
MPUKA3 ot " 42" Qlscadp 2015,
L6 peinhie LYo v JEDuH

8. OcmoTp deapamepoM (axyiepkoii),

BXITIONAS BISTHE Mazka (cockoba) ¢
MNORCPXHOCTH MEHKH MaTKH (HapyKHOro
MATOMHOIO 3¢84) ¥ UCPBHKANLHOID XaHana Ha Age 18-64 years old

1in 3 years

UMTONOMHYECKGE HCCAEN0BAHNE (1A FKCHLIHI)

—
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Russian Ministry of Health Regulation

 Clinical recommendations
 Cervical cancer

* |CD 10: C53
* Year of approval (frequency of review): 2019 (review every 3 years)



Cervical cancer. Stages. Russia

Table 1
Changes in cervical cancer staging system.

Characteristics 2014 FIGO system 2018 FIGO system
* Surger
g y Stage [B1 Tumor size 4 cm @ <2 cm >
° i N ea rly Stages . Stage IB2 Tumor size =4 cm [size 2=39cm
Stage IB3 n/fa Tumor size >4 cm
I B 1_' |A1 Stage INIC1 n/a Pelvic lymph node metastasis only®
Stage IIC2 nfa Para-aortic lymph node metastasis®

* Either radiographic (r) or histologic ( p). Abbreviation: FIGO, International Federation
of Gynecology and Obstetrics.

Ol
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CocmosiHue oHKono2u4eckol nomowju HaceneHuro Poccuu 20142, HUU um.l1.A.l'epyeHa, 2019



Accouuauua
OHkous0208
Poccuu

8
{.’ ye 3.3. IB1 w AT crapmn (omy xons <4 on)

& St
KombBuHayms xupyprudeckoro nedeHua ¢ NIT kpadHe HexenaTensHa, Tak KaK R s

CYLWECTEEHHO YEENNUWEAST JACTOTY OCADKHEHWH. ".:’f“_."

!', ; 11 / Mpw IBE1 ([onyxone £4 cM) CTEHAAPTHEIM XMPpYPrAUECEMM 4O0CTYNOM ABNASTCA R lI..S.;'E 0
e nanapoToMuA. B cnyuae BRNOAHEHWMA pacluMpeHHOM 3ECTUPNagMK MAaTEW nanapo- e
Ongﬁﬁ*ﬁfgg,?omB CEKOMWUBCEMM AOCTYNOM NaUMEHTES JO0N¥HE DRTE O3HAKOMASHE C pe3yNsTaTaMmn —

NpoCNeETHEBHONS PaH40MWIMPOBAHHOND MCCNEef0BEaHWA, CBWMASTENECTEY KD LM M
O CTaTUCTUUeCcKkW Gonee HKUZKOW 0bBweil u GezpeymgMBEHONA BoIXMEaEMOCTH Bonk-

HEeX, CNepyupoaaH POCKOnNAYeCk MM 40

45 neT) npu yaaneHMH MEaTEW BOIMOXHO COXPAHMTE PYHELWKD AMUHHEDE, BRING
X TPaHCNO3IMLMED.

¥ GonsHex PLLUM IB1 (onyxone =2 o), raybuHe nHEaZMK MmeHee 1 cym Bez numdo-
BACKYAAPHOW MHBA3MH M OTCYTCTEMW METACTA308 B TA30ERX NMMbaTHUECKHUX Yanax
BO03MOMHO BeINONHEHWE YAETPIKOHCEPEATHUEHOMD NEYEHWA B 00bemMe IKCTHRpNa

ki (TN ) » Tazoeod NGO aNCCEELMM.
M AT cTaauu (onyxons =2 CM) peKoMeHgoBEaHa pacLumM
Nawwa Maten (TR

d4A IECTHDR-

MpakTnyeckne pekomMmeHaaumm RUSSCO



ESGO
JIEYEHME T1b1/T2a1 CTAONM Guidelines |

Tun pagukaabHOU TUCTEPIKTOMUH JOJKEH OCHOBBIBATHCS Ha (DAKTOpAX,
OIIPEACIIAIOIINX IPOTrHO3

I'pynnbl pucKa, OCHOBAHHbIE HA MPOTHOCTHYECKHUX (paKkTOpax (JJis onpeaeaeHns
THIIA PAAUKAJILHOM THCTPEIKTOMMH)

pynna puUcKa Pasmep | /lumdoBacKkynapHas CrpomanbHan Tun pagnKanbHOMU
onyxonu UHBa3uA UHBA3UA rMCTePIKTOMUU

Huskuit BHyTpeHHAA 1/3 B1(A)

Mpomerky- >2 Het nrobasn

B2(C1
TOYHbIU <2 EcTb nobas (C1)

BbicoKuni > 2 ecTb nobasn C1(C2)




JIEYEHWE T1b1/T2a1 CTAANN G::L?!ﬁ'm%

CTaHAapTHbIN 06Bbem AMMPaaeHIKTOMUK — ABYCTOPOHHS
Ta3oBas AMMmbageHIKToMUA. HacToaTeNbHO pekomeHayeTcs
BbIMO/IHATb OBUONCUIO CUTHANbHBIX NMMPATUHECKUX Y3/10B A0
3Tana Ta30BoM IMMPaJEHIKTOMUM.




NEYEHWME T1b1/T2al CTAONW Guldelmg
(NpogonxkeHme)

CoxpaHeHne AUMYHUKOB AONKHO ObITb 0OCYXKAEHO C NauUeHTKaMu
MO1040ro BO3pPacTa, Y KOTOPbIX BbIABJEH M/IOCKOKNETOYHbIU
TMCTONOTMYECKUN TUN ONYXOAN NN aAEHOKAPLMHOMA LLEUNKU
MATKWN, accoummpoBaHHas ¢ BMY. Heobxoammo BbINONHATD
bunatepasibHyO Ca/IbMUHIIKTOMMULO.



JTEYEHWE T1b1/T2al1 CTAOANW Guid_eliq\g ‘
(NnpoaonskeHwe) Uidelines

PaanKanbHbIN Kypc Ny4eBOM Tepannm, BKAOYaa bpaxmutepanuio,
npeactaBaaeT cobom apdpeKTUBHbLIN BapUAHT ieyeHna. [laHHbIN
noaxoa Tepanmm 60/1bHbIX BO3MOXXEH B CAyyYae COYeTaHuA
HebnaronpmATHbIX PaKTOPOB NPOrHo3a 3abosneBaHuA.




JIEYEHWE T1b1/T2al CTAONW Guideliq\g ‘
(NnpomonxkeHue)

HeoaabloBaHTHaA XMmMuUoTepanua B KOMBUHALMK C
XUPYPrnuyeckMm ieyeHnem He peKoMeHJ0BaHa.




Cervical cancer. Stages. Russia
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RSGO

OBLLECTBO
OHKO-N'MHEKOIOros

Accounauua
OHkouro0208
Poccuu

3.4. 1B2 u l1A2 craguu (onyxonb >4 cm)
MBUHaUWA Xxnpypruveckoro nevyeHns ¢ /1T kpailHe HexenaTtenbHa, T L \*l’ .
CyWwecTBeHHO yBeNNYMBaeT 4acToTy OCNOXHEHWA. BO3MOXHbI HECKONbKO Bapu- ':';+:;
an "'
*  PacwwupeHHan sakctupnauna matku (tun [/ C2). NMpn Hannumn metacrtasos RUSSCO
B TAa30BblX I‘IHMCPEITHHECKMH y3nax 06A3aTeNbHO BbINONAHEHWE NOACHUYHON i e e i

nnmepoanccekymn. Npratom yaaneHmne MaTtki ¢ NepBUYHON ONYXONbIO He 064-
3aTeNbHO («NpepBaHHaA rNCTEPIKTOMUA») BBUAY HEOOX0AUMOCTN NPOBEAEHWNA
nocneonepaynoHHon XJ1T. Puck peynanea B cnyyvae XJ1T Bbille Npu pasmepe
nepenYHOn onyxonu 6onee 4 cM NO CPaBHEHWIO C ONYXONAMU MeHee 4 cMm,

*  AABIOBAHTHOE NeyeHWe NPOBOAUTCA NO TEM Xe NpuHuKunam, 4to n npu IB1

n AT ctagnax PLLUM (cm. pasaen 3.4.).

»  XNT (covetaHHan /1T + exeHegenbHoe BBegeHWe yucnnatuHa 40 mr/m? Ha

NpoTAXeHUN guctaHunoHHon f1T). BeinonHeHne aAboBaHTHOW FMCTEP3IKTOMUM
nocne XJIT He pekomeHAYeTCA.

+  HeoagbloBaHTHaa XT cnocneayouien paclumpeHHON 3kCTUpnaymnein MaTku (Tun

I/C2). AAboBaHTHOE NeveHne NPoBOANTCA NO TEM Xe NpuHyKunam, 4toun npu IB1
1 AT ctagmax PLUM (cm. pasgen 3.4.). Y Monoblx naymMeHToK (40 45 net) BO3MOXHO
BbINONIHEHWE TPAaHCNO3ULUN ANYHWKOB C LLeNbI COXpaHeHna NX QyHKLW,

MpakTnyeckne pekomMmeHaaumm RUSSCO



NEYEHWE npu T 1B2/ 11A2 cTaauii Guideling

and Quality Indicators

OcHoBHas CTparcrus JICUCHUA JOJIZKHA OCHOBBLIBATHCS HA OTKA3€ OT KOM6I/IHaI_II/IH
paduKaJIbHOI'O XUPYPIruiCCKOIro JCUCHUA U ITOCIICOIICPAITMOHHOI'O KypcCa
,Z[I/ICT&HIII/IOHHOfI queBOﬁ TCpalinu, B CBA3HU C TOBLIIICHUCM YaCTOThLI OCJIOKHCHHUHU ITPHU
KOM6I/IHaHI/II/I MCTOAOB U OTCYTCTBHUA IPCUMYIICCTB B BBIZKUBACMOCTHU OOJILHBIX.

[IpeanoyTuTeIbHBIM METOJIOM JIEUEHUS SIBIIICTCA MPOBEAECHUE XUMHUOITYYEBOU
MJIaTUHOCO/IEPIKAIIeN XUMHUOTEpAUU U OpaxuTepanuu

[TapaaopranbHas aumdaaeHIKToOMuUs (10 YPOBHS HUKHEW OpbIKEEUHON apTepun)
MOJKET OBbITh BBITIOJHEHA C [IEJIBI0 CTAAUPOBAHUA 10 TPOBEACHUS COYETAHHOU
XUMHUOIY4eBOM Tepanuu. He pekoMeH1yeTCs BBIMOIHATh Ta30BYIO JIMM(DaIeHIKTOMUIO




Reasons for low cervical cancer survival in new accession European
Union countries: a EUROCARE-5 study
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EUROCARES database: https://w3.iss.it/site/EUSResults/ (last accessed 13 July 2014)
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Local-advanced Cervical cancer treatment options

NACT+RS

FIGO ANNUAL REPORT 2006 R.Angioli, 2013



Bbibop

XNT HAX+xup
* Pa3Bnutne MHHOBALMOHHbIX * CnnbHaa TpaAMLMOHHaA
TeXHONOTnMn XMpypruyeckaa WKona
* [locTaTO4YHOE KO/NINYEeCTBO * HepoctaTo4Hoe 4ncno
PaANONOrNYECKNX LEHTPOB PaANONOTNMHECKUX LEHTPOB
* BbICOKBanUPpULUMPOBAHHbIE * BbICOKOE YMCNO OC/IOXKHEHUN B
pPagnoNor HecneunannsnpoBaHHbIX

PaAAUNONOTNHECKUX LEHTPAX

HAX — HeoagbOBaHTHAA XMMMMoOTepanumA



Distribution of cervical cancer patients by treatment options,

2015. Russia

ANNUALY:

17.505 invasive cervical
cancer

14.180 (81%) — suitable for
radical treatment

W surgery
ORT

O CRT
combine

CocmosiHue oHKoroau4Yeckoul nomouwu HaceneHuto Poccuu e 2018 200y, Mockea, 2019



CERVICAL CANCER treatment options. Russia

"

R
| LN
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29%

W surgery
O radiotherapy
B chemoradio
= combine

CocmosiHue oHKonoau4yeckol nomowju HaceneHuro Poccuu 6 2016 200y, Mockea, 2017



Distribution of cervical cancer patients by treatment options,
2015. Russia

Saint-Petersburg

al

* 507 cases annually

e 389 (77%) — suitable for
radical treatment

* Most of centres use
neoadjuvant treatment

v

W surgery

ORT

O CRT
combine

CocmosiHue oHKoroau4Yeckoul nomouwu HaceneHuto Poccuu e 2018 200y, Mockea, 2019



HAX+xup vs xup/1T @

THE COCHRANE

COLLABORATION®
Study or subgroup MNACT + Surgery log[Hazard Hazard Ratio Weight Hazard Ratio
Surgery alone Ratio]
N M (SE) IV, Fixed, 95% CI IV, Fixed, 95% Cl
Sardi 1997 104 106 -0.6 {0.28) —— 15.77% 0.53[0.31,0.92]
Napolitano 2003 106 86 -0.2 {0.26) — 18.29% 0.84]0.51,1.4]
Cai 2006 52 54 -0.4{0.32) { 12 07% 0.64[0.34,121]
Katsumata 2006 &7 &7 0.10.35) 4 10.09% 1.12]0.56,2.22]
Eddy 2007 145 143 0{0.2) —t— 30.91% 1.01[0.68,1.4%]
Chen 2008 71 0 0.7{0.31) + 12 87% 0.51]0.28,0.94]
Total (95% CI) . 100%: 0.77[0.62,0.96]
Heterogeneity: Tau*=0; Chi*=6.87, df=5{P=0.23); I*=27.22%
Test for overall effect: 7=2.3(P=0.02) . Xvp .
MACT + Surgery 0.2 13 1 2 5 Surgery alone

Pe3eKkTabeAbHOCTDH OITYXOAH, TTATOMOP(OAOTHYECKUN OTBET, MEHBbIIIee YHUCAO penuauBoB B HAX+Xup

2010, Rydzewska et al. The Cochrane Collaboration. Neoadjuvant chemotherapy plus surgery versus surgery for cervical cancer.



HAX+xup vs JIT

Review: Meoadjuvani chemoiherapy for locally advancsd cervix cancer
Companiscn: 2 Treatmen] comparison 2
Cudcomie: 1 Survival

6

THE COCHRANE
COLLABORATION®

Shady or subgroup Treatnen Corirol Peto Ciclcls Rafo Weig hi Peto Olcls Raio
nN AN Exp{{C-E)/V], Fixed 95% C Expl{C-E)/V], Fixed ,95% G
Sarcli 1906 2E/E3 41/54 —i— 17.4% 0.41 [ 0.25, 0.6 ]
Sardi 1968 2E0 374 —— 148 % 0.50[ 0.2, 0.85]
Kigawa 1996 10/25 15/25 — 5.9 % oE2[0.28, 1.35]
Berecleti 2002 ga/zo7 1017214 -.— 5.8 % 0.71 [ 0.54, 0.95 ]
Charg 2000 21/88 12762 — 9.0 % 122 [ 069, 2.74]
Total (95% CI) & 1000 % 0.65[ 0.53, 0.80]
Hekrogensity: Chiz « 948, cl = 4 (P = 0u06E); |2 <565
Teet for overall etiect: 2 = 413 (P = 0.00003E)
Test or subgroup difierencss: Mot applicable HAX+xup
o1 02 o5 1 2 & 10
Favours reatment Favours comnirol

Jayne Tierney, , Larysa Rydzewska Neoadjuvant Chemotherapy for Cervical Cancer Meta-analysis Collaboration (NACCCMA)

Collaboration, 2004



Quality of life (QoL) Kauectso XuU3Hun
Study design

Cervical cancer patients
Stage I, 11
2 640 questionnaires
<before><during> <after> < 3m > < 6m > ! < 12 m> <18 m>

N=100

Quality of life Assessment:
 FACT-G

Ulrikh EA, Tambieva ZA, Urmancheeva AF, Vopr Onkol. 2007;53(6):717-21.



QoL

Quality of life (QoL) KauecTtBo *XU3HMn

Cervical cancer patients |, || stages: Dynamics of QoL by method of treatment

95 +

90 ~

A4

u
[o0]
ol

FACT-G obwu

70 A

65 A

60

80 ~

=t= Surgery

== Combine

75 A

747 76.7 Radiotherapy/
ChemoRT
N\
09,8 71,6

70,7 70.6

66,4 69.4 !

66,7
55

64,6 64

before | during | after | 3 mnth | 6 mnth | 9 mnth | 12 mnth | 18 mnth |

Ulrikh EA, Tambieva ZA, Urmancheeva AF,, Vopr Onkol. 2007;53(6):717-21.
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Quality of life (QoL) KauecTtBo *XU3HMn

Cervical cancer patients |, || stages: Dynamics of QoL by method of treatment
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Ulrikh EA, Tambieva ZA, Urmancheeva AF,, Vopr Onkol. 2007;53(6):717-21.



QoL

Quality of life (QoL) KauecTtBo *XU3HMn

Cervical cancer patients |, || stages: Dynamics of QoL by method of treatment
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Ulrikh EA, Tambieva ZA, Urmancheeva AF,, Vopr Onkol. 2007;53(6):717-21.
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SOCIAL/FAMILY WELL-BEING

EMOTIONAL WELL-BEING

R o wmmocnes weco wees e | m Ulrikh EA, Tambieva 2A,.Urmancheeva AF-s-Viopr Gnkok-2007:53(6):717-21.
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QoL

Quality of life (QoL) KauecTtBo *XU3HMn

Cervical cancer patients |, || stages: Dynamics of QoL by method of treatment
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FACT-G obwu
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80 ~

=t= Surgery

== Combine

75 A

747 76.7 Radiotherapy/
ChemoRT
N\
AN _
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66,7
55
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Ulrikh EA, Tambieva ZA, Urmancheeva AF,, Vopr Onkol. 2007;53(6):717-21.



Tumor response. According to tumor size
Neoadjuvant distant CRT

(POA=2Gy; COA=20-30Gy; Cisplatin

40mg/m2 weekly)
Complete response 21 (6,7%)
; 0
Partial response pasmepos >50% of 144 (46,0%)
primary size
. 0
Partial response pasmepos <50% of 99 (31,6%)
primary
Stable 49 (15,7%)

Xumunonyuesas Tepanusa paKa WenKU MaTku u paka tena matku C.A. Makcumos, K. 4. lyceiiHos, C.b. bapaHos //
lNMpaKkTtnyeckaa oHkonoruna 1.9, N21-2008



ONMYXONH YKEHCKOW PENPOAYKTUBHOW CUCTEMbI

OpusuHaisHbie crmameu

OueHKa I(hhpeKmMuUBHOCMU HeoaAbLHOBAHMHOU AO030UHMEHCUBHOU
nnamuHocojepauled Xumuomepanuu B KOMOUHUpPOBaHHOM
NIeYeHuUu MecmHo-pacnpocmpaHeHHOro paka weurku Mamxu

0.A. Cvmupuoeal, H.D. Bounapeg!, EA. ¥pux 2, H.A. Mukaa®, A.C. Ilerporal, A.B. A6pamora’, A.O. Heaunog!,
T.B. Topoanoeral!, E.A. Hexkpacora', O.E. Jlagpunoeny’, AA. Cunopyk!, A.@. Vpmanueera': 2, H.B. Bepaep!:?

Efficacy of dose-intensive platinum-
containing neoadjuvant chemotherapy in
the combination treatment for locally
advanced cervical cancer




Tabmma 1. Xapaxmepucmuxa OoiLHel MECTIHO-DACHPOCTIPIHENHLM DOKOM
ety mamiu {n = 105)

Table 1. Characterisfics of patients with locally advanced cervical cancer
fm = I015)

H L JIET (IHa-
mony | PeCT 14(7-63) 39,9 (28-59)
Mean age, years (range)

Cragus no knaccHpHKaHn
FIGO, n (%):
FIGO stage, n (%):

1B2

19(25,3) 8 (26,7)
11A1 4(5.3) 2(6,7)
11A2 5(6,7) 1(3,3)

1B 47 (62,7) 19 (63,3)



Jln3aiiH uccaegoBaHUud

*HAXT - HeoaabIOBaHTHAI XUMUOTEPATIHS
105 6oapHBIX PIIIM IB2-

IIB FIGO cragumu
(T1b2-2b NX/0 MO) B
nepuon ¢ 04.2016 no

q “
w8 10.2018 025,
o "0z
\\yfl
3mukaa HAXT*e & 3gasa| Of 3 nukaa HAXT*g & _3gasal| T¢
(ucnaaTuu 75 mr/M? u MPT (mucriaatux 60 Mr/M? 1
nokcopy6urus 35 mMr/m?) 3 \ OpraHoB / rmakautrakcea 60 mr/m?)
c narepBasoM B 10-14 nueit MAAOTO Taza c uarepsasoM B 10-14 nueit
(RECIST 1.1)
00BLEKTUBHBIN OTBET:
IIPOTPECCHPOBAHHE Crabuansanus (IIOAHEBIH OTBeT,
/ \ YaCTUYHBIH OTBET)
l IIB IB2- IIA2 l
FIGO FIGO
CoueTanHas cTaguu cTaguu PauKaAbHAS
XUMHOAyHEBAd TUCTEPIKTOMUS
Teparus

(Il Tuna PIVER)

(mmcmaatun 40 Mr/m?
+ AydeBasi Teparus

eXKeHeOeAbHO)




Tabmma 3. Kiummeocas sgvbexcmusiocms oieM HE0G0RMOSIHITIHO XUMUMEPTNLL RO CPIBHUMEILHMM OONHAM MOZHUMHO-DEFOHARCHON MoMozpaiiL
Table 3. Clinical efficocy of neoadjuvant chemotherapy regimens evaluated by magnetic resonance imaging

p, two-sided Fisher's

s fﬁmﬁn @ | @0 ;:em (%) EXREEEESE
gﬂ;‘;ﬁ rmse 8(10,7) 2(6,7) 0,7207
i 55(73.3) 15 (50,0) 0,0379
S BT mCTH Tt THeT) 63 (84,0) 15 (56.7) 0,0049
e 6 (8,0) 12 (40,0) 0,0002
e e 6(8,0) 1(3.,3) 0,6701

Progression



OneHKa TaToOMOP(OAOTHYECKOTIO PErPecca OIIyXOAU

3 G 5
HemoaHBIH perpecc

Sy

: b 5 &
IIoaHBIH perpecc Perpecc oTcyTCcTBYyeET

PCR=pTONO=pTisNO

OTCyTCTBUE KAETOK Jucrpodus, arronTo3, HEKpo3  IIpu CpaBHEHHH OIIYXOAH 10

HUHBA3UBHOTO paka, OITYXOAEBBIX KAETOK, U TIOCAE A€YEHUS

Gdubpos, amMmbouaHas AnMougHAS UHPUABTPAIIUS.  ITUTOAOTHYECKUE U

HHOMUABTPAIUS CTPOMBI Ouaru pubpo3sa,cKaeposa. CTpOMaAbHbIE U3MEHEHUS He
BBIBAEHBI.

O¢ ¥¢

" moaHbI¥ perpecc ypCR ¥ HeNloAHBIN perpecc

H OTCyTCTBHE perpecca

P, AByCTOpOoHHUM Kputepuii duinepa
[ToaHsbI# perpecc Hemnoans1i perpecc OTcyTcTBHE perpecca [Toausri+HemoaHBINM
0,51 0,062 0,31 0,11
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Neoadjuvant Chemotherapy Followed by Radical Surgery
Versus Concomitant Chemotherapy and Radiotherapy in

Patients With Stage IB2, IIA, or IIB Squamous Cervical
Cancer: A Randomized Controlled Trial

Sudeep Gupta, Amita Mahesiowars, Pallavi Parab, Umesh Maharntshetty, Rohini Hawaldar, Supriya Sastri
(Chopra), Rajendra Kerkar, Reena Engineer, Hernant Tongaonkar, Jaya Ghosh, Seemma Gulia, Neha Kumar,

T. Surappa Shylasree, Remuka Gawade, Yogesh Kermbhawvi, Madhur Gaikar, Santosh Memon, Meenakshi Thak wr,
Shyam Shrivastava, and Rajendra Badwe

Gupta et al, J Clin Oncol 36:1548-1555. 2018



Neoadjuvant Chemotherapy Fol Ao Dl
Versus Concomitant Chemother Paiicris with
Patients With Stage IB2, IIA, or stage IB2, 1A, orllB
Cancer: A Randomized Controll carvical oancar wera
Sudeep Gupta, Amita Maheshwari, Pallavi Parab, Umesh | assessad for eligibility
- Serappa Shylasree, Remdkas Gamcde Yogeoh Kembravs, 3 IN= 1713
Shyarn Shrivastava, and Rajendra Badwe
Excluded in =107
Mot aligible (m =430
Daclined 1o participata  n= 2101
Enrcllad onto othar trials (n = 202
Unrelisble for follow-up  |n= 133
Patiorts with
SQUAMOoUSs CACinama
randomiy assignad
in = B35}
Assignad to Assioned 1o
undamgo nacadjuvant undarga atart
chematharapy | adiation
followed by surgory
in= 318
(n=311
Eligibility Eligibility
violations — — viclations
ladanocarcinoma: n = 1] (staga MIB; n = 1}
Laost to follows-up Lost to follow-up
n =16 T _ in =13}
Patiants includad Patiants included
in tha analysis in the analysis
(n= 316 in=31N

Gupta et al, J Clin Oncol 36:1548-1555. 2018



Neoadjuvant Chemotherapy Followed by Radical Surgery
Versus Concomitant Chemotherapy and Radiotherapy in
Patients With Stage IB2, IIA, or IIB Squamous Cervical
Cancer: A Randomized Controlled Trial

Sudeep Gupin, Armita Mahestwari, Pallavi Parab, Umesh Mahartshetty, Rohini Hawaldar, Supriya Sastri
{(Chopra), Rajerddra Kerkar, Reerna Engineer, Henant Tongaonkar, Jaya Ghosh, Seoria Gulia, Neha Kurrar,
T. Surapypra Shylasree, Renuka Gawade, Yogesh Kernbhawi, Madhurd Gaikar, Santosh Menor, Meernakshs Thak ur
Shyarr Shn
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GYNECOLOGIC

CANCER INTERGROUP

Results from neoadjuvant chemotherapy followed by surgery
compared to chemoradiation for stage Ib2-Ilb cervical cancer
EORTC GCG 55994

G. Kenter, S. Greggi, |. Vergote, D. Katsaros, F J. Kobierski, L.
Massuger, H. van Doorn, F. Landoni, J. van der Velden, E. Van Dorst,

N. Reed, N. Colombo, C. Coens, |. van Luijk, P. Ottevanger, A. Casado
Herraez
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L

The future of cancer therapy

Cervical carcinoma
of squamous or
adeno(squamous)
cell type

FIGO stage Ib2,
lla >4cm, or llb

Endpoints:

N\

Trial Design

Arm 2:
CTRTx

Concomitant radiation and chemotherapy
45-50 Gy plus boost + weekly 240mg/m? cisplatin

- Primary: overall survival (OS) at 5 years

. Secondary: PFS, toxicity & QoL

Stratification:

Statistics:

N=314

N=312

N=626

OS at 5 years in the CTRTx arm assumed 67%. To detect a 10% difference

with a 2-sided a of 5% and power of 80% a total sample size of 625

patients with 5 years of follow-up is needed.

. Age (<50 vs >50), Cell type, FIGO stage (1994), and ~ SualivAssurance Program.

A quality assurance project was implemented to check the accuracy of data
collection and investigate protocol adherence in the different treatment

Institution

wesereonr:. 2019 ASCO

ANNUAL MEETING
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modalities.
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Baseline characteristics

PRESENTED AT 2019 ASCO

ANNUAL MEETING

Presented By Gemma Kenter at 2019 ASCO Annual Meeting

sy: Gemma G Kenter

NACT + Sy CIRTx
(N=314) (N=312)
Median age, years 46 47
ECOG PS 0/1 88% / 12% 88% /12%
FIGO Stage:
Ib2 26% 28%
la >4 cm 15% 15% 3 FIGO III; 1 FIGO IV;
IIb 57% 57% 2 FIGO stage unknown
Type of cervical carcinoma
squamous cell 85% 85%
adenocarcinoma 10% 11% 1 clear cell; 2 unknown
adenosquamous cell 5% 4%
BMI BMI / BSA not available
<25/25-30/> 30 38%/27%/23% | 40%/31%/15% | | If N0 chemo started




SHEORIC

The future of cancer therapy

Study Flowchart

82 protocol violations (26%)
23 patient ineligible
17 RTx > 75 days

314 pts * 297 pts 276 pts 217 pts
17 ineligible (5%) 38 protocol violations (12%) 85 incomplete treatment (31%)
8 lab values . 17 patient ineligible . 59 no surgery
+ 3 FIGO stage . 11 inadequate surgery . 17 patient ineligible
6 other . 8 chemotherapy never . 11 inadequate surgery
started . 8 chemotherapy never started
* 3 other + 3 other
Randomized Eligible Per protocol Completed protocol treatment

82 incomplete treatment (26%)
23 patient ineligible
15 treatment never started

15 treatment never started 17 RTx > 75 days

23 ineligible (7% :
gible (7%) 10 inadequate RTx dose + 10 inadequate RTx dose

« 16 lab values

+ 2 FIGO stage 8 chemo start > 6 weeks 8 chemo start > 6 weeks

« 5 other 5 inadequate chemo dose 5 inadequate chemo dose
4 other 4 other
312 pts > 289 pts 230 pts 230 pts
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Study Flowchart

314 pts * 297 pts 276 pts 217 pts
NACT + 3: 17 ineligible (5%) 38 protocol violations (12%) 85 incomplete treatment (31%)
+ 8 lab values . 17 patient ineligible . 59 no surgery
+ 3 FIGO stage . 11 inadequate surgery . 17 patient ineligible
+ 6 other . 8 chemotherapy never . 11 inadequate surgery
started . 8 chemotherapy never started
+ 3 other + 3 other
Randomized Eligible Per protocol Completed protocol treatment
82 protocol violations (26%) 82 incomplete treatment (26%)
* 23 patient ineligible + 23 patient ineligible
+ 17 RTx>75 days + 15 treatment never started
23 ineligible (7%) . 15 _treatment never started . 17 RTx > 75 days
« 16 lab values + 10inadequate RTx dose + 10 inadequate RTx dose
+ 2FIGO stage *+ 8 chemo start > 6 weeks + 8 chemo start > 6 weeks
« 5other * 5 inadequate chemo dose + 5 inadequate chemo dose
* 4 other « 4 other
312 pts > 289 pts 230 pts 230 pts
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SEORTC

The future of cancer therapy

Pathological evaluation

NACT+Sy arm*
Response N %
Complete Response 54 23 %
Optimal Response 35 15 %
Suboptimal 124 52 %
Other 27 1 %

Complete = no microscopic residual disease

= carcinoma in situ or stromal
invasion < 3 mm

Suboptimal = neither complete nor optimal

Other = not assessable, missing, unknown

Optimal

*Pathological evaluation available for 240 patients who underwent protocol surgery

N %

Parametrial invasion

No 180 75 %

Yes 49 20 %

Unknown 11 59,
Vascular invasion

No 135 56 %

Yes 57 24 %

Unknown 48 20 %
Surgical margins

Negative 201 84 %

Positive 32 13 %

Unknown 7 39
Pelvic Nodes

Negative 170 71%
Positive 66 27%
Unknown 4 20

wesereonr:. 2019 ASCO

ANNUAL MEETING
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Pathological response to NACT+Sy

Complete Optimal Sub-opt

Cisplatin alone 19YESIY 13% 52% 16% N=119
Cisplatin + Paclitaxel (+/- Other) 28733 17% 52% 3% N=94
Cisplatin + Other 22% 37% 15% 48% 15% N=27

N=55 N=35 N=124 N=26 N=240

Cisplatin alone has the lowest response rate with 32% (38/119) reporting either complete
or optimal response, however this difference is not statistically significant
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&EORTC Overall survival

Tholoslamma iy On patients who completed treatment
80
70 -
Difference at year 5
60 - A = 0% (-9% - 9%)
50
40 - Treatment Patients (N) [ Events (O) % at 5 Year(s)
NACT+Sy 217 61 77.8 (714, 82.9)
30 - CTRTx 230 67 77.5 (71.4, 82.5)
20
10 4
0 | T T | I , (years)
0 2 4 6 8 10 12
O N Number of patients at risk : Treatment
61 217 179 158 117 84 58 = NACT+Sy
67 230 201 174 121 89 63 — CIRIx
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E&EORTC PFS

el e ey On patients who completed treatment
80
70 4
60 T Difference at year 5
] A=7%(-17% - 3%)
50
40 - Treatment Patients (N) | Events (O) % at 5 Year(s) p:() 154
NACT+Sy 214 90 61.8 (54.8, 68.0)
30 1 CTRTx 230 84 67.7 (61.2, 73.4)
20
10 4
0 | I I | |  (years)
0 2 4 6 8 10 12
O N Number of patients at risk : Treatment
90 217 155 129 90 66 48 = NACT+Sy
84 230 178 154 110 80 57 =— CTRTx
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The future of cancer therapy ovel‘a“ SurVival

Events / Patients Statistics HR & CI*
Tumour charact NACT+ Sy CTRTx (0—-B V. (NACT+Sy : CTRTY) HR (95% Cl)
Type of ca
Squamous 86/266 79/264 56 412 114 (084 ; 155
Adenosquamous 4/% 4/1 -1 19 059 (0.14 ; 248)
Pts | Events | OS at Syr | A OS at Syr Adenocarcinoma 14/31 10/35 41 58 202 (0.90 ; 457)
™ | ©) (%) (%) 0/0 0/1 0 0 )
FIGO Ib2 Heterogeneity Q=261 (df=2) p=027, I°’= 23.4% (0% ; 97.4%)
- . 2 y FIGO
NACTHSy 83 19 82% -6% b2 19/83 22/86 —12 02 089 (048 ; 165)
Sl &0 e oy lla> 4cm 16/48 /47 14 7.4 121 (059 ; 249
FIGO Ila>4cm a : : 21 059249
NACT+Sy 48 16 69% 6% Ib 68 /179 57/178 87 31.1 132 (093 ; 188)
CTRTx 47 14 75% - Heterogeneity Q=110 (df=2) p=085, I:= 0% (0% ; 944%)
FIGO IIb
NACT+Sy 179 68 68% 80
CTRTx 178 SiT. 76% 0
. Total 104/314 94/312 8 494 118 (089 ; 155)
(331 %) (30.1 %) !
025 05 10 20 40
NACT+ Sy CTRTx
better | better
Treatment effect: p=0.25
*95% Cl everywhere
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EORTC 55994, Indian trial

_ Indian trial (Gupta S et al, 2018) EORTC 55994, (Kenter G, 2019)

Heoaabros+xump 316 314
XNT 317 312
b2 18% 27%

lla 25% 15%

lIb 57% 57%

PaauKasnbHoe 229 279%

XMPYpPruyeckoe fneyeHme

5-netHAA bPB

HeoaabroB+xup 69,3% 58,8%
XNT 76,7% 67,1%
5-netHAsa OB
Heoagblos+xump 75% 72,5%
XNT 75% 75,5%

Kenter G at 2019 ASCO Annual Meeting, Gupta S et al, J Clin Oncol 36:1548-1555. 2018



ESGO
NEYEHWE npw T IB2/ I1A2 cTagmi Guidelines

BpInojiHEHHE HEOAbIOBAHTHOM XUMUOTEPAIIUHU C MTOCIICAYOIICH
PAIUKAJIILHOU ONepaIien IBISETCS CIIOPHOM alibTepHAaTUBOK. He onpeneneHo
IIPOrHOCTUYECKOE 3HAUCHUSI YMEHBIIICHUSI 00beMa OITYyXOJIU B ATOU
KaTeropruu OOJIbHBIX.




Takum obpasom, ESGO
NIEYEHVE T 1B2/ A2 cTagmii Cutidelins

OcHoBHas CTparerus JICUHCHUA JOJDKHA OCHOBBIBATHCA HA OTKA3C OT KOM6I/IHaHI/II/I

PaIMKaJIbHOIO XUPYPruu€CKOro JICYCHUS U IOCICONEPalMOHHOIO Kypca
JTACTAHIIMOHHOM JTy4€BOM TEPAIMH, B CBSA3U C IIOBBIIICHUEM YaCTOThI OCI0KHEHUM IIPH
KOMOHMHAIIMK METOJIOB M OTCYTCTBHS IIPEUMYIIECTB B BBIHKUBAEMOCTH OOJIbHBIX. .

[IpeanodTuTeIbHBIM METOAOM JICYEHHS ABISCTCA MPOBEICHUE XUMHUOIYUYEBOU
MJIaTUHOCO/IEPIKAIIIeH XUMHUOTEpAU U OpaxuTepanuu

BrinosiHEHNE HEOAIBIOBAHTHOM XMMHUOTEPAIINU C MOCIEAYIOIIEN PAIMKAIBHON ONepalueu
SBJIICTCSI CHOPHOM ajbTepHaTuBOM. He ornpeneaeHo NporHoCTUYeCKOe 3HAYCHUS
YMEHBIIEHUSI 00beMa OMyXOJIU B 3TOM KaTEropuu OOJbHBIX.




(@}
Or

g™ OO < oo

<18 Onors

O
~ o &

Mt < O:lh'ﬁa<lﬂﬂ 1>
8~NOr :

NN Qg

O
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