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|—| aTO I_e H e3 MNytv passutna HMUPMI n MUPMIN

HopmanbHbIN ypoTenmi

O6LUMprIl>'1 KZ1OH N3MEHEHHDbIX KZ1IETOK C KHOPMaJ/ibHbIM» BHELWLWHNM BUNOOM

fmnepnnasus Mnockas gucnnasua

Mytauna FGFR3, mytauna TERT MyTtauwna TPS3, 9p
1 9qLOH LOH n 99 LOH

MbilleYHO-HENHBA3MBHbIN pakK
moyeBoro ny3sbipa (MUPMM) m
HEMbILLIEYHO-MHBA3UBHOIO PakKa
moyeBoro nysbipa (HMUPMIM)
Pa3BMBAOTCA PA3HbIMU NYTAMMU U
MMEIOT Pa3InyHble MONEKYAAPHbIE
WNHBa3MBHas KapLUMHOMA

ocobeHHOoCTH. (>T2)
MNotepa reHoB RBI v PTEN,

ManunnapHbie onyxonu HU3KOWM MHOTO U3MEHEHWM
CTeneH" 3/1I0Ka4eCTBeHHOCTU

1K)
MyTauuu PIK3CA u STAG2
yran Mertacrasbl

Knowles, M.A. and Hurst, C.D. (2015). Molecular biology of bladder cancer: new insights into pathogenesis and clinical Cn/IoWHbIe CTPENKM YKa3bIBaKOT MyTH, MO KOTOPbIM UMEIOTCA TMCTOMATONIOMYECKne U/Uam MONEKyNAPHbIE AOKA3aTe/bCTBa;
diversity. Nat Rev Cancer. 15(1): 25-41. HeonpeaeneHHOCTb 0603HaYeHa NYHKTUPHbIMU CTpenKaMm



Mbilwwe4yHO-MHBa3uBHbIN PMI1 nMmeeT xXy>xe NporHo3 BbDKMBAaeMOCTH,
No CpaBHEHUIO C HeMblilWe4yHO-MHBa3uBHbiM PMI1

06U.l,aﬂ BbI)KUBA€MOCTb B 3aBUCUMOCTU OT CTENEHU MbILLEYHO NUHBA3UMU

rnokasaTensiMuM A0/IFTOCPOYHON BbIXKMBAEMOCTH;
0AHaKo Te, Y KOro AMarHoCcTMpoBaHbl 6osee
10 no3gHWe CTaaum MMeKT MpaydHyto 5-N1eTHIO
BbI>)XMBAEMOCTb.
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SEER Cancer Statistics Review, 1975-2015, National Cancer Institute. Bethesda, MD, https://seer.cancer.gov/csr/1975 2015/, based on

November 2017 SEER data submission, posted to the SEER web site, April 2018. Accessed November 2, 2018.
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JleueHue YP 3aBUCUT OT ABYX

OCHOBHbIX PAKTOPOB:
"  arpecCUBHOCTU OMYyXONU

* cTeneHn MHPUANbTpaLuuun.
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MeauumuHckme notpebHocTn B Tepanu YP:

P - N
£ D1 £ DZ ™
D2 D1 D4,
2) o/
Y 7 S \ D\ BonbHble noxunoro Bo3pacra, 6onbHble ¢
D1 | (D1D2) D1 D5 conyTcTByloWw MMM 3aboneBaHuamm

J 8y Nos)

MoneKynspHoe 1 reHeTuyeckoe .
pa3sHoo6pasue

MecTHO-pacnpocTpaHeHHoe U
meTacTaTuyeckoe 3abonesaHue

Tepanusa BTOpOiIt AMHUKU KauecTtBo KU3HU

Haunbonee octpas notpebHOCTb Npn YP - 3TO NaumMeHTbl C MECTHOPACMNPOCTPAHEHHbIM UIN MeTacTaTu4yeckum YP y
KOTOPbIX B HACTOSALLLEE BPEMA MMEKOTCA OFPaHUYEHHbIE BO3MOXKHOCTU Ne4YeHUA N HebNaronpuUATHbLIN NPOrHO3.

Cumberbatch, M.G.K., Jubber, I., et al. (2018). Epidemiology of Bladder Cancer: A Systematic Review and Contemporary Update of Risk Factors in 2018. Eur Urol. 74(6):
784-95,



Nanawadt nevyeHna mYP passusaeTcal?3

5 PD-L ogobpeHbl OnobpeHune
Ans neyeHns YP * TapreTHow
panvm
[lo 2016 r. 3a nocneaHue 30 ¢ Mcnonb3oBaHue NHrnbutop FGFR v KoHbtorat
JINWIHWM NeT He Habntoaanoch nHrmémTopos PD-L aHTUTEN NOKa3aHbl
3HAUYUTENbHbIX YYUYLLEHUN npeacrasnset cobom naumeHTam c
TepaneBTn4Yeckom appeKTUBHOCTH Hanbonee cywecTBeHHOe pacnpocTpaHeHHbIM YP,
npu MeTacratmyeckmm YP N3MEHEHME B Ne4YeHnn paka NpOrpeccnpoBasLLMM nocne
MOYEeBOro ny3bIps. NMPpeALWECTBYOLWEN TEPANNN.

*Some checkpoint inhibitors are approved as line 1 therapy for cisplatin-ineligible patients and all are approved as line 2 therapy.
mUC, metastatic urothelial cancer.

1. UroToday. Accessed February 23, 2021. https://www.urotoday.com/journal/everyday-urology-oncology-
insights/articles/93131-systemic-immunotherapy-bladder-cancer-get-ready-everyday-urology-full-text-article.html.
Cheetham PJ and Petrylak DP. Oncology. 2016;30(6):571-579,588.

National Cancer Institute. Accessed February 19, 2021. https://www.cancer.gov/types/bladder/hp/bladder-treatment-pdgq.
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MWHHOBaALUMOHHbIe meToAabl evyeHna YP

Pag mHoroob6elatowmx
UHHOBALMOHHbIX MeTOoAO0B /ie4eHUA
HaYMHAIOT MEHATb NOAX0AbI Bpayeun K
neyeHuto YP, BKNo4yaa npumeHeHuUue
WHIIMO6UTOPOB MMMYHHbIX
KOHTPOJ/IbHbIX TOYEK, UHTM6UTOpPOB
FGFR # KOHDBIOraToB aHTUTENO-
npenapar.

Felsenstein, K.M. and Theodorescu, D. (2018). Precision medicine for urothelial bladder cancer: update on tumour genomics and
immunotherapy. Nat Rev Urol. 15(2): 92-111.
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KoHblorarbl
aHTUTeno-npenapar

MHrnbutopol FGFR




Proportion Surviving

CucremHoe neyeHue metacrtaTmyeckoro
ypoTtenunanbHoro paka: MVAC vs GC

GC: median =7 7 m (6.8-8.8 m), 9.4% cansonng

0.8 MVAC: median = 8.3 m (7.3-9.7 m), 11.9% censoting
0.7 HR 1.09 (0.89-1.34)
0.6 Log-rank P = 41 Wald's P = 63 —
- -
~ —MVAC OB: 14 mec - GC,15,2 mec - MVAC
0.4 -
s 5-NeTHSAS BbDKMBAEMOCTb:
02! 13% - GC, 15,3% - MVAC
o.4] T ————— — 5-NneTHAA BbDKMBaeMoOCTb 6e3
— . —r — , nporpeccnpoBaHus:
0 12 24 36 48 0 72 84 porp P
No. of patients at risk
203 60 28 25 18 18 7 0 GC
202 64 a7 28 25 21 7 0 MVAC

H. von der Maase et al, J Clin Oncol 2005

MaTepuan npegHasHaveH Ans MeguuMHCKUX 1 hapMaLeBTUHeCKnX paboTHUKOB



ddMVAC — HOBbII CTaHAaPT HE0AAbIOBAHTHOM XMMUOTEPANUM MblLLEYHO-UHBA3UBHOIO
paKa MOYeBOro My3blpA
GETUG/AFU V05 VESPER Phase Il Trial

+ Primary endpoint: PFS at 3 years

median follow-up 40 months
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Arm B (experimental)
§ cycles of dd-MVAC
Modrotmaam 20 mgm2 01 Vinblastine
3 mgmd 23 Dosorutsom 30 mgng 22
Chpiatin 20 mgim2 a2 + G.COF support

Arm A (standard)
4 cycles of

Gemcitabine 1250 mgm2 ¢t und o8
« Claplatin 70 mgma a1
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OH

# GC (n = 245)
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TpombBoumTonexua -
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All patients 10 Neoadjuvant CT
| dd-MVAC (n=248) B dd-MVAC (n=218)
| GC (n=245) | GC (n=219)
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8%

(probability)

02 4
HR=0.77 (85% CI, 0.58-1.03)

P=0078 HR=0.71 (95% Cl, 0.52-0.97)

10%*
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Padj=0.098 oo 4 P=0032
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®rHanbHble pe3ynbTtaTtbl VESPER
NOATBEPXAAOT BbICOKYH 3PHEeKTUBHOCTL
pexnma ddMVAC B HeoaZbloBaHTe
MblLLIEYHO-NHBA3MBHOIO paka Mo4YeBoro
ny3blps. HECKONbKO MOPTUT UAEaNbHYHO
KapTWHY TOT GakT, UTo 3a cyeT
He60NbLLIOr0 KOIMYEeCTBa BKIFOYEHHbIX
«abHOBAHTHbIX» MaLMEeHTOB Pa3nnyns no
OB B 06Lel NonNyAsunn NCcnefoBaHns He
AOCTUMN CTaTUCTUYECKOW 4OCTOBEPHOCTH,
HO 3TO BPSA N AOIKHO BAUATL Ha O6LLYHO
NHTepnpeTauuio pesynsTaToB
nccnesoBaHS.

14%*

ACTeHUs

MaTepman npegHasHadeH ana MmeguumMHCKuX n q)apmaueBTqucxmx pa60THVIKOB



PekomeHaauun EAU & ESMO npwm
pacnpocTrpaHeHHOM n MPMI1

EAU Guidelines: Flow chart for the management of metastatic urothelial cancer

ESMO Guidelines: Management of patients with metastatic bladder cancer

| PLATINUM-ELIGIBLE ] PLATINUM-INELIGIBLE
PS 2 and GFR < 60 mL/min
l l PS > 2; GFR < 30 mL/min
cisplatin carboplatin
PS 0-1and PS 2 or GFR 30-60
GFR > 50-60 mL/min mL/min
l l T A
cisplatin/gemcitabine carboplatin/gemcitabine
or DD-MVAC 4-6 cycles 4-6 cycles e Po-11 -
| I "
/
po./ ' CR/PR/SD \ 5
7
2nd line PD Watchful 4
Maintenance ’
therapy [+  waiting ’
7/
I : :
v E v
* pembrolizumab Switch Immunotherapy Best
* FGFR3 mutation: erdafitinib maintenance: = atezolizumab supportive
* trials avelumab * pembrolizumab care
l LATER-LINE THERAPY
FGFR3 mutation G .
pre-treated with pre-treated with platinum- cisplatin/platinum-ineligible
platinum-based based chemotherapy and 10 and pre-treated
with 2 1 line

chemotherapy + prior |0

!

|

!

« erdafitinib (FDA)

* Chemotherapy
(paclitaxel, docetaxel,
vinflunine)

* Trials

+ enfortumab vedotin
(EMA/FDA)

* sacituzumab govitecan (FDA)

+ Chemotherapy (paclitaxel,
docetaxel, vinflunine)

* Trials

* enfortumab vedotin
(EMA/FDA)

= Chemotherapy (paclitaxel,
docetaxel, vinflunine)

* Trials

Trealment-naive advanced or metastatic urothelial cancer (stage IV)

Cisplatin-eligible

Cisplatin-ineligible and PD-L1-
unknown or -negative*

Cisplatin-ineligibie and
PD-L1-positive®

Cisplatin-based ChT [I, AJ®

W
Disease progression®

Pembrolizumab {1, A; MCBS 4]
Other ICI e.0. atezolizumab Disease
11, B-11l, C}
Erdafitinib [lll, Bj's
ChT [l1, C]™

progression

<
Gemcitabine—carboplatin [II, B]*

N
No disease progression?

Maintenance avelumab in those

tumours nat progressing on
ChT [1, A; MCBS 4]*

N
Disease progression

!

Enfortumab-vedotin
[l, A; MCBS 4]+
Erdafitinib [11l, B]*
ChT [IV, CJ*

Atezolizumab or
pembrolizumab [I1I, B}

w

A
Disease progression

!

Enfortumab-vedotin
11, B; MCBS 4]+
Piatinum-based ChT {IV, B]

Witjes et al. EAU guidelines Muscle-invasive and Metastatic Bladder Cancer update March 2023 Matepuan npefHasHayeH Ans MeamuMHCKMX 1 dhapMaueBTUYeckrx paboTHUKOB
Powles et al. Bladder cancer: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. Ann of Oncology VOLUME 33, ISSUE 3, P244-258, MARCH 2022



Guidelines on Muscle-invasive and Metastatic Bladder Cancer

YpoBeHb
NonoxxeHue
AOKa3aTeNbHOCTU
lepsasa nuHua mepanuu
LincnnatuH-cogeprkawme cxembl neyeHms: GC, MVAC, HD-MVAC (TKC®), PCG Strong
He ncnonb3oBaTtb cxembl ie4eHma 6e3 cogeprkaHnaA NNaTUHbI (B TOM Yucae u S

C KapbonnaTtMHoOMm)

MepBaa AMHUA ANA NALUMEHTOB, HE NOAXOAALUMX ANA TepPaAnUMU LUCNNATUHOM

apbonnaTUH-CoAEP KALLME KOMDUHALUM

Bmopasa auHua mepanuu

YeKNnoMHT-MHIrMbuTopsl nembponmnsymab, HUBonymab nam ate3onnsymao,

NN y4aCtue B KIMHNYECKNX NCCNEeO0BaAHUAX

30/1e4pOHOBAs KUCNOTa U AeHOCYMab ANA NeYyeHMA KOCTHbIX MeTacTa3oB Weak

BMHOAYHUH KaK Tepanma 21 IMHUN UN aNbTEPHATMBA YEKNOMNHT-

Weak
MHIMbUTOpam

Witjes et al. EAU Guidelines on MUSCLE-INVASIVE AND METASTATIC BLADDER CANCER - LIMITED UPDATE MARCH 2023 MaTepuan npeaHasHadeH Ans MeaUUMHCKIX 1 (hapMaLeBTUIeckux paGOoTHUKOB



PekoMmeHaauum EAU: ocobble cutyaumm

7.7.6.1. BnnaHve I'Ipe,CI,LLIeCTBYPOLLI,eﬁ HeoaabBAHTHOW/aAbOBAHTHOWN TEPANnnMM Ha NoCNeNOoBaTeE/IbHOCTb JIEYEHUA.

Mpu PMI BCe yalwle npMMeHsaeTCcsa nepnmonepaumoHHoOe CUCTEMHOE NedeHne, BKYas XMMmoTepanuio Ha OCHOBE UMCNaTuHa B HE0AAbOBAHTHOM
Tepanun npu PMX 1 aabloBaHTHY XMMUOTEpPanuio Ha OCHOBe NiaTuHbl Npu MPI BEpXHUX OTAEN0B MOYEBbLIX MyTEN.

MHormne Tekywme nccnegosaHusa gasbl III Takxke n3yyaroT UCMOSb30BaHWE MMMYHOTEpanuu B 3TUX ycnoBuax (cM. pasgen 7.6.2).
OnHako pe3ynbTaThl TPEX UCCef0BaHMM NoKasanm NpoTuBopeymsblie pesynbTaThl No BPB:

- B OAHOM mnccnegoBaHmm coobuianocb 0 3HAYNTENbHOM NpPEMMYLLECTBE aAbOBAHTHOMO fie4eHuUss HUBOyMaboM no cpaBHeHUIO ¢ niauebo B
oTHoweHuun DFS,

- B APYroM uccienoBaHuUmM He coobLlanocb 0 3Ha4YMTENbHOM MPEUMYLLECTBE UCMONb30BaHUA ate3onm3yMaba no cpaBHEHMIO € Nnauebo B Tex xe
yCNnoBusXx,

- pe3ynbTaTbl TPETbLEI0 UCC/EeA0BaHUSA NOKa3anan oTpuuaTesbHble pe3ynbTaThl [465, 466].

OxupaeTcs, YTo 6onbluee YMCIo naumeHToB ¢ MPMI 6yayT nonyyaTb NpeaBapuTesibHOE NeYeHne npenapaTtaMm naaTtuHbl U/mnm
MMMYHOTEpPaneBTUYECKNMU NpenapaTamiu.

HukKakue npocneKTUBHbIE UCCIeA0BaHNA HE U3yYan NeYyeHne Taknux naumeHToB.
Bbl60p neyvyeHna y atTnx nauneHToB 3aBUCUT OT NPpUMEHAEMOIo nepmonepaumMoHHOro Jje4yeHmnd n BpeMeHmn Ao peunamBa.

Ecnn ¢ MOMeHTa OKOHYaHUs nepmonepaunoHHOro 1e4YeHnd npoLwsio He MeHee 12 mecsues, pEKOMEHAOYETCA TaKoe XXe CUCTEMHOE J1e4YeHne, Kak n'y
NnauneHTOB, paHee HeE NoJ1yHYaBLUNX JIEYEHUA.

YT0o6bl NPEAOTBPATUTL PAHHWUIA peUUaUB B TedeHne 12 Mecsaues, Npy NIaHUPOBAHUU AaNbHENLLEro IeYeHUs HEOHBX0ANMMO YUMUTbIBaTb
nepuonepaLmoHHY0 CUCTEMHYIO Tepanuio.

Witjes et al. EAU Guidelines on MUSCLE-INVASIVE AND METASTATIC BLADDER CANCER - LIMITED UPDATE MARCH 2023 MaTepuan npegHa3HadeH Ans MeguumMHCKMX U papmaueBTUYecknx paboTHUKOB
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