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[Toka3aHuA K NPUMEHEeHUIo

[nccemnHmpoBaHHble dopMbl novedHokneTodHoro paka(l'1KP), mecTHO
pacnpocTpaHeHHbIe Mbllle4YHOVHBAa3MBHbIE POPMbI paka MOYEBOIO My3bIps.

MoYe4YHOKNETOUHbIN paK MMMW opmbl paka Mo4eBoro nysbips

ET1 =72 =73 =T4 mT1-2 mT3 ®T4

3roka4yecmeeHHble Hogoobpa3zosaHuUsi 8 Poccuu 8 2015 200y (3aboniegaemocms u cmepmHocme). [100 ped. A.L. KanpuHa,
B.B. CmapuHckoeo, I".B. lNemposou. M.: MHUOW um. IN.A. l'epueHa — punuan ©IbY « HMUPL]» MuH3dpaea Poccuu, 2017.
250 ¢., 2017. 250 p. (In Russ.)



[TloyeMy MMeHHO TapreTHass " UMMYHHas
Tepanua?

[TpnynHa — KOMOMHaLUKA

IleueHne MEeXaHN3MOB NeKapCTBEHHOM

LNTOTOKCUHECKUMNU PE3NCTEHTHOCTMU:

npenaparaMmn — ) - F'unepakcnpeccnsa MDR-1*

besycnewHo: - Tunepakcnepeccus gakTopa

- OTBET- 6% BCL-2

A - Munepakcnpeccis
[yTaTUOHAa

*[1axke npu BNOKMpPoBKE reHa MHOXKECTBEHHOW NIEKapCTBEHHOM

ycTonymBocTu (MDR-1) He yaanoch yBennynTb 3PPEKTUBHOCTb
LIUTOTOKCUYECKON Tepanun




Survival Probabilty
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« TeMHaa» apa NekapCTBEHHOWU Tepanun

Product-Limit Survival Estimates
With Numbar of Safacis 3t RIsk

25 S0 7S 100
Maonthe FollowUp

tastbesinum CR FD PR

CR, n=11, mOS=NR
PR, n=17, mOS=NR
SD, n=41, mOS=49.6
PD, n=116, mOS=326

P=02SD vs. PD
P> 05 SD vs. PR

+ Censarsd

[1o Ha4Yana «TeMHbIN» 3pbl NeveHnss MINKP
ObIN1 NPaKTU4YECKN HEU3NEYNM, CPEOHSAA
Bb>KMBAEeMOCTb cocTaBnana 5-10%.
MeanaHa BbIXKMBAEMOCTU OKOJ10 6 MECHLIEB.
Ha WJ1-2 cpeaHsasa megmaHa ooulen
BbIKMBAEMOCTU cocTaBumna 11 mecaues, npu
OTBETEe Ha Tepanuio Ha ypoBHeE 15%.
OpnHako, bonbLuoe KonnyecTso NaumnMeHToB
He MOryT nony4arb AaHHY0 Tepanuio B BUay
DonbLLIOro KonmyecTea OCIOXHEHUN.

Siegel R, Naishadham D, and Jemal A (2013) Cancer statistics, 2013. CA Cancer J Clin
63:11-30

Fyfe G, Fisher Rl, Rosenberg SA, Sznol M, Parkinson DR, and Louie AC (1995) Results
of treatment of 255 patients with metastatic renal cell carcinoma who received
high-dose recombinant interleukin-2 therapy. J Clin Oncol 13:688-696.
Contemporary experience with high-dose interleukin-2 therapy and impact on
survival in patients with metastatic melanoma and metastatic renal cell carcinoma,
Cancer immunology and immunotherapy 65, October 2016



1IOUCK MUleHeu And npvuuenibHOU

Tepanuu
B. VHL: Pseudohypoxia
CuUL2
bx
: ; The VHL
Elongin B Elongin C Complex
Disrupted

@
> ~~
MM PN
@ @ 9 @
IS W S WY £ U 8\
(SIS I LT [ (Y
Angiogenesis Glucose Autocrine Growth
Transport Stimulation
CCR Molecular Pathways Aﬂ(

Gnarra J.R., Tory K., Weng Y. et al. Mutations of the VHL tumour suppressor gene in renal carcinoma. Nat Genet 1994
lliopoulos O., Levy A.P, Jiang C. et al. Negative regulation of hypoxia-inducible genes by the von Hippel-Lindau protein. Proc
Natl Acad Sci USA 1996
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— Dark age (~2005)
7 = Modern age (2005-2015)
E - Golden age (2015-2025)
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OCHOBHbIE NpenaparThbl

» MHrMbunTopsbl peLenTopoB
TUPO3NHKMHA3 : beBauesymao,
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1 NUHKUSA TApPreTHOM XMMMoTepanuu

Characteristic Bevactzumab + interferon alpha
BroxsaemocTs 63 nporpeccHpoBanis, Mec 11.0 10.2 111
Progression-free survival, months - ' '
(O611as BEKHBAEMOCTD, MEC
Overall survival, months 2 il =

TapeemHass mepanrus pacripocmpaHeHHO20 rNo4Ye4yHo-KremoyHo20 paka, A.M. lloros,

OHKOYPOJIOMMNA 2’2017 TOM 13;
Motzer R.J., Hutson T.E., McCann L. et al. Overall survival in renal cell carcinoma with pazopanib versus

sunitinib. N Engl ] Med 2014,;370(18):1769—-70



KombunHauns beBaunsymadba n uHTepgepoHa

anbda

E 1.0J\ |

= [ = Beyesiiunmlh i N » B uccnegosaHmnm AVOREN y4YacTBoBano

g os & 649 OONbHbLIX METaCTaTU4ECKUM

3 \ NOYeYHO-KNEeToYHbIM pakoMm. [auneHTbl

g ’\--\ nony4anu nHtepdepoHanbda-2a c Bv

E - \\ mnun 6e3 Hero. Bpems 0

< 9 nporpeccupoBaHus B rpynne

2 021 N «Bv+UHTEP@EPOH-anbga-2a»

= — cocTtaBuno 10,2 mecqaua, B rpynne

T 0§ 1 1w % % % # % CUHTepdepoHOM - 5,4 Mmecsaua, p<
U Time (months) 0,0003. O6LWK1K adpdeKkT —31 1 13%
fgmab ¥ M w m 0 B 3 0 COOTBETCTBEHHO, MeanaHa ooLen

plus IFN

BbKMBaeMocTun — 23,3 1 21,3 mecdua
» CALGB90206



CYHUTUHU

0

TaGnuua 1. Pe3ynbTaTbl MHONOUEHTPOBLIX nccnepoeanmn |l v 1l cha3ebl y NnaymeHToB
c meTtacrarnyeckumm MNKP, nony4yaBLumx CYyHMTUHMNO

Yucno O6bexrT. BoixuBaem. 6e3 Obwan
o B S 60/1b HbIX oTeeT (%) nporpeccup. (mec.) BbixMBaeMm. (mec.)
Motzer (2006, 2007) 63 40 8,7 16.4
[12.13,14] Zgaan Sl 106 3 8.8 23.9
Motzer (2007) 3 pa3za, CYHUTHHNUG 375 31* 11* 26.4
[15,16,17] PaHA0MK2. WNHTepdepoH—a 375 6 5.1 218

Npumedanmna: *p<0,001

Tadbnuya 2. YpoBeHbs OTBeTa (cornacHo kpurepuam RECIST) nocne He3aBMCMMOM LLIeHTPpanbHON
OUEeHKM INO pe3yfibTaTaM MHONOUEeHTPOBOINro paHgomMmmanpoBaHHoro mccnegoearunmd Il cpaswsi,
CpaBHMBAaKOWeEro CyHMTMHMG ¢ MH®—-a B KadecTee NepBon JiMHMM y NaLyeHToR
c metacrarnmyeckmm NKP [16,17]

Oreer (RECIST)

Yucno 60MbEbIX (%)

CynnTuamb (n=365) MutepPepon-a (n=346)

O6LEKTUBHbLIA OTBET 143 (39) 29 (8)

95%—n A0BEPHTENbHLIA MHTEpPBan (34—44) (6-12)

MoNHbIR OTRET 0 0
“HacTu4HbIA OTBET 143 (29) 29(8)
CTabunu2auma 146 (40) 165 (48)
MporpeccupoBaHue 57 (15) 102 (27)

HeT AaHHbIX 20 (5) 50(13)

TapeemHasi meparnusi pacrpocmpaHeHHo20 paka noyku cyHumuHubom, PMXK Ne 27

,2008




[TazonaHmno

Probability of Progression-free Survival

Sunitinib
/
Pazopanib S
0.0 T T T T T T T T T 1
0 4 2 12 16 20 24 28 32 36 40

Months since Randomization

No. at Risk
Pazopanib 557 361 245 136 105 61 46 19 13 1
Sunitinib 553 351 249 147 111 69 48 18 10 3

Figure 1. Kaplan—Meier Estimates of Progression-free Survival

According to Independent Review.

The median progression-free survival was 8.4 months with pazopanib
(95% ClI, 8.3 to 10.9) and 9.5 months with sunitinib (95% Cl, 8.3 to 11.1).
The dotted line represents the median (0.5), and vertical lines represent
95% confidence intervals.

B oTKpbITOM paHOOMU3NPOBAHHOM
nccnenosaHuu Il gpasel COMPARZ,
NOCBSILLIEHHOM CpaBHEHMIO Na3onaHnba u
copadeHmnba npm nevyeHnn
pacnpocTtpaHeHHoro NKP . R.J. Motzer n coaBT.
nokasanu, YTo nasonaHnb obnagaeTt He
MEHbLUEN 3PIEKTUBHOCTLIO YEM CYHUTUHNOD —
meanaHa BBl ana nasonaHmnba coctasuna 8,4
MecC, 4nsi CYHUTUHMba — 9,5 mec.

[Mpy 3TOM BEPOATHOCTb NlEeTarnbHOro ncxoga B
rpynne nayMeHToB, NosfyyaBLunx nasonaHmo,
Oblna Heckonbko MeHbLue (OP 0,91; 95 % [
0,76—1,08).

First-line sunitinib versus pazopanib in metastatic renal cell
carcinoma: Results from the International Metastatic Renal Cell
Carcinoma Database Consortium, European journal of

cancer, 65:102 - August 2016



[MTPAKTUHECKWME PEKOMEHOALUNW MO
NNEKAPCTBEHHOMY JNIEHEHUIO
[MTOYEYHOKJITIETOYHOI'O PAKA

Mpenapar Npynna Pexumm nevyeHnn
CyHnTmHnG TUPOZMHEMHS3HLIN NHMOUTOP SOmr/cyT. eHyTpe 1-4 Heg , 2 Hea. Nnepepws mnn
VEGFR-1-3, PDGFR, c-KIT, ALT-3 SOmr/cyT. sryTps 1-2 Hea ., 1 Heg nepepws’
Copadexnd TUPOSMHKMHE3IHLIN NHMWOWUTOP S00 mr/cyT. BHYTPbL eXeaHEBHO
VEGFR-2Z, RAF-xu=azsw, - KIT
TemMcnponmmMyc M=rwburop m-TOR 25mre/e 1 paz s Heg
SBeponnmMyc MNernwbmrop m-TOR 10 mr/cyT. BHYyTP: exeg-HesSHO
Masona=nb TUPOSMHKMHAE3HLIN NHrbUTOP E00 mr/cyT. BHyTPpL eXegHEeBH0
VEGFR-1-3, c-KIT, PDGFR
AxcuTmHNG® THPOIMHXKMHA3IHLIM MHIMDUTOP Swmrx 2 paza/cyT. BHYTDs exegHesSHO

VEGFR-1-3

Besaynsymat +
ViH®-a

ARTn-VEGFR MKA

Besaumsymatb 10mr/krel/s 1 paze 2 Heg. + MOHa 3-6 mns.
Ea n/x 3 paza s Heg.

Hu=onymab

ArTn-PD-1 MKA

Husonymat 3 mr/fer 8/8 xanensHo 1 paz e 2 Heg

Husonymat +
nnruAnMymatc’®

Kombu=ayms aq™i-PD-1 1
asTn-CTLA MEKA

Husonymat 3 mrfer 8/s + nnunmmymat 1 mrfxras/s 1 pas
2 3 Heg 4 eSegeHus, Janee — MOHOTEDRDanNnUa HusBonymabom
3wmriers/e ! paze 2 Hen

[TPAKTUHECKWE PEKOMEHOALNN T10 JIEKAPCTBEHHOMY JIEHEHUIO
[TOYEYHOKJIETOYHOIO PAKA, RUSSCO,2018




222?;‘,2',,3,,3% NCCN Guidelines Version 3.2019

I\ (o{ei’f Cancer :
iR Kidney Cancer

RELAPSE OR STAGE IV: FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Preferred regimens Other recommended regimens Useful under certain circumstances
: » Pazopanib (category 1) « Ipilimumab + nivolumab « Active surveillance®
Favorable risk! « Sunitinib (category 1) » Cabozantinib (category 2B) « Axitinib (category 2B)
« Bevacizumab + interferon alfa-2b
(category 1)
» High-dose IL-2'
* [pilimumab + nivolumab » Pazopanib (category 1) « Axitinib (category 2B)
Poor/ (category 1) + Sunitinib (category 1) » Bevacizumab + interferon alfa-2b
intermediate riski | * Cabozantinib (category 1)
« High-dose IL-2'
« Temsirolimus (category 1)™

RELAPSE OR STAGE IV: SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY"

Preferred regimens Other recommended regimens Useful under certain circumstances

» Cabozantinib (category 1) « Axitinib (category 1) » Bevacizumab (category 2B)

« Nivolumab (category 1) « Lenvatinib + everolimus (category 1) « Sorafenib (category 2B)

« Ipilimumab + nivolumab » Everolimus » High-dose IL-2 for selected patients'
» Pazopanib (category 2B)
«» Sunitinib + Temsirolimus (category 2B)™




Cancer :
s Kidney Cancer

g?)tr:wo;rglhensive NCCN Guidelines Version 3.2019

RELAPSE OR STAGE IV: SYSTEMIC THERAPY NON-CLEAR CELL HISTOLOGY"™®

Preferred regimens Other recommended regimens

Useful under certain circumstances

* Clinical trial » Cabozantinib
» Sunitinib » Everolimus

» Axitinib

» Bevacizumab

» Erlotinib

* Lenvatinib + everolimus

* Nivolumab

» Pazopanib

 Bevacizumab + erlotinib for
selected patients with advanced
papillary RCC including HLRCC

» Bevacizumab + everolimus

* Temsirolimus (category 1 for poor-
prognosis risk group;™ category 2A
for other risk groups)




RISK MODELS TO DIRECT TREATMENT
Memorial Sloan Kettering Cancer Center (MSKCC) Prognostic Model®

« Interval from diagnosis to treatment of less than 1 year » Low-risk group: no prognostic factors

» Karnofsky performance status less than 80% » Intermediate-risk group: one or two prognostic factors

» Serum lactate dehydrogenase (LDH) greater than 1.5 times the upper » Poor-risk group: three or more prognostic factors
limit of normal (ULN)

» Corrected serum calcium greater than the ULN

* Serum hemoglobin less than the lower limit of normal (LLN)

Predictors of Short Survival Used to Select Patients for Temsirolimus®

» Lactate dehydrogenase level >1.5 times upper limit of normal » Poor-prognosis group: 23 predictors of short survival
* Hemoglobin level < lower limit of normal

» Corrected serum calcium level >10 mg/dL (2.5 mmol/liter)

« Interval of less than a year from original diagnosis to the start of systemic therapy

« Karnofsky performance score <70
« 22 sites of organ metastasis

International Metastatic Renal Cell Carcinoma Database Consortium (IMDC) Criteria®

Prognostic factors Prognostic risk groups

1. Less than one year from time of diagnosis to systemic therapy « Favorable-risk group: no prognostic factors

2. Performance status <80% (Karnofsky) * Intermediate-risk group: one or two prognostic factors
3. Hemoglobin < lower limit of normal (Normal: 120 g/L or 12 g/dL) » Poor-risk group: three to six prognostic factors

4. Calcium > upper limit of normal (Normal: 8.5-10.2 mg/dL)
5. Neutrophil > upper limit of normal (Normal: 2.0-7.0x10%L)
A. Platelets > nnner limit of normal (Noarmal: 150.000-400.000)



[1lpenapaTtbl BTOPOW NMUHUN

Trials Evaluating Second-Line Treatment in Metastatic RCC

Study Population Characteristics | Number of | Drugs PFS oS
Patients
TARGET[6,16] Second line: previous cyto- 903 Placebo vs 28 mo?vs 5.5 mo 15.2moPvs 17.9 mo
kine-based therapy (IL-2 and/ sorafenib
or IFN)
RECORD-1[7,17] | Later line: up to 2 previous 410 Placebo vs 40 mocvs 1.7 mo 144 mo vs 149 mo
TKls or cytokine-based thera- everolimus
py: previous sorafenib and/or
sunitinib
AXIS[9] Second line: previous suni- 723 Sorafenib vs 47 mo® vs 6.7 mo 19.2 mo vs 20.1 mo
tinib, bevacizumab plus IFN, axitinib
temsirolimus or cytokines
RECORD-3[8] First line 471 Sunitinib = evero- | 10.7mo®vs 79 mo | 32.0 mo9 vs 22.4 mo
limus vs everolim-
us = sunitinib
INTORSECT[11] | Second line: previous suni- 512 Sorafenib vs 39movs4.3mo 16.6 mo®vs 123 mo
tinib temsirolimus

aStatistical significance reached.

BSignificant only after post-crossover placebo survival data were censored.

“Noninferiority hypothesis of everolimus vs sunitinib rejected.
dHazard ratio of 1.2 (95% confidence interval, 0.9-1.6). A trend in favor of sunitinib followed by everolimus was observed; final analysis is planned at 2-year follow-up.
IFN = interferon; IL-2 = interleukin-2; OS = overall survival; PFS = progression-free survival; RCC = renal cell carcinoma; TKls = tyrosine kinase inhibitors.



No.of  Median Overall  No. of
Patients  Survival (95% CI) Deaths
mo
Nivolumab 94 21.8 (16.5-28.1) 43
Everolimus 87 18.8 (11.9-19.9) 51

Nivolumab

Everolimus

Months

Checkmate 025

MeguaHa BBl B nepson nnuHmnmn coctasuna:
Onsa CyHUTnHMba — 10,7 Mec.;

ansa sgeponumyca — 7,9 Mec.

MeawnaHa obwen BBl (nepsas 1 BTopas
NMHUK) cocTasuna 25,8 Mec. ans
nocrnenoBaTtenbHOCTN CYHUTUHNG-
9BEpPOSIMMYC, YTO B 00eunx rpynnax 6onee 40%
NaLneHTOB CMOIMU MOSTy4YnUTb BTOPYHO NIMHUIO
Tepanun. Meanana OB oka3anacb BecbMa
BnevaTnawowaga: 32 Mec. B rpynne
«CYHUTUHND-3BEPONTUMYCY.

R. Motzer et al. JCO September 1 2014, vol.32, no.25,
pp.2765-2772

Nivolumab versus everolimus in advanced renal cell carcinoma:
Japanese subgroup analysis from the CheckMate 025 study



Overall Survival (2%)

Checkmate 214

PNt?- °tf (2";}“2’,') NceneposaHuu Il dpasbl. — NCT02231749,.
atients %

56 Nnnnumymab n HuBonymab oTHOCATCA K
100 N, Nivolumab+Ipilimumab 425 NR (28.2-NE) 3HAaMEeHNTOMY KIiaccy NHIMOUTOPOB
90- Sigblo) 8% A0RIgEk MMMYHHBIX KOHTPOMbHbIX TOYEK, MEPBbIN —

Hazard ratio for death, -
1 I SO | 0.63 (99.8% C1, 0.44-0.89) 3TO aHTUTENO NpoTmB CTLA4, a BTOPOU—
o P —— | P<O00] npotvs PD-1.
» - | b Y4yacTHMKOB paHAoMU3poBanu B e
T | rpynnobl:
50- ! ! Sunitinib Mnunnmymab + HMBonymab pas B Tpu
12:M 18:M y y
-Vo -MoO
40- oversl  Overall Heaenu, B TeHeHNe YEThbIPEX LIMKITOB, 3aTEM
i Sgt;r}wcall S;t;r}wcall MOHOTepanuns HUBOSTyMaboMm pas ABe Heaenu
( / b / ) CYHUTMHNG nepopanbHo, pa3 B A€Hb, B
20- 0 0
Nivolumabs 80 (76-86) 75 (10-79 TE4YEHE YETbIPEX HEAEb, MOTOM ABYX-
10- lpilimumab | | HeaenbHbIN NePepLIB, 3aTeEM CriegyoLnm
Sunitinib 72 (67-76) 60 (55-65)
0 T | l f I f 1 T r l | LIUKIT.

0 3 6 9 2 B 4 2 % 4 N 33

Month



90 4

80+

70 -

60 -

50

40 -

Progression-free survival (%)

30

20

101

— (abozantinib
Everolimus

HR 0-51 (95% C1 0-41-0-62); p<0-0001

Number at risk
Cabozantinib 330
Everolimus 328

Number censored
Cabozantinib 0
Everolimus 0

| | |

Time from randomisation (months)

3 6 9
261 148 88
174 72 37

17 37 32

51 24 13

20
10

47
16

15 18
2

2 0
12 3
8 2

METEOR

BbIl17.4 mecsues, 1 3.8
MECSALIEB a1 3BEPONIMMYC
YOI nnun netanbHOro ucxoana
bbina Ha 42 npoueHTa MeHbLLE
B rpynne ¢ KabosaHTUHMGOM.
OTHOCUTENBbHO CYHUTUHNDA
BbI1 8,2 mec.,— 5,6 mec. HOO
B NepBOW rpynmne coctaBuna
46%, BO BTOpOnN — 18%.
[Mpodomnnun 6e3onacHoOCTU
ObININ CXOOHbIMU B 00enx
rpynnax.



First-line

Sunitinib

Fatigue, HFS, 1aste
changes, mucositis,
& hematologic
toxicities more
common

Second-line

Axitinib

Superior PFS vs
sorafenib
hypertension, diarrhea,
fatigue more common

1

1

v

Pazopanib
Transaminitis and
hair color changes

more commaon

v

Alternatives

e Bev/IFNa
burdensome

o Sorafenib lacks
compelling
evidence

Everolimus

Superior PFS vs placebo
Mucositis,
hyperglycemia, altered
lipid profiles more
common

New agents

> ° Nivolumab
e (Cabozatinib
e  Others?
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Egﬁiothe“a‘ : : Sunitinib
Sorafenib
o CCabozantlnltD Gy, Lenvatinib VECS Pazopanib
@ Axitinib

Tumour cell

TGlucose metabolism
( Transcription TCell migration

HRE Target 1.Nt.m'lent uptake

wv : gene Ueadineienuauon
Renal cell cancer, Nature Reviews Disease Primers volume 3,2017




| IPOTHO3 POPMUNPOBAHNA HOBbIX NMOAXOAO0B K
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Small tumours (<3 cm) Large tumours (=3 cm)
* Biopsy * Biopsy or surgery
» Histopathology » Histopathology
* Genomics » Multiregion genomics
Clinical parameters Clinical parameters
Precision nomograms Precision nomograms

T

\

S

" Metastatic

» Histopathology

* Clinical parameters

* Genomics of metastases

\_* Precision nomograms
I

* Multiregion genomics of primary tumour

.

f ¥
(Oporoblo ) Clnopoublo)
» Elective cytoreductive
nephrectomy

* Neoadjuvant immunotherapy
12 Neoadjuvant targeted therapy J

:

[« Single targeted therapy

* Multiple targeted therapies

» Single immunotherapy

» Selective cytoreductive nephrectomy
» Selective oligo-metastasectomy

* Multiple targeted therapies

» Multiple immunotherapies

» Personalized vaccination therapy
» Selective regional abscopal radiotherapy

Low-risk RCC ) [High-risk RCC | [ Low-risk RCC )( High-risk RCC
* Active * Surgery * Surgery * Surgery
surveillance || » Active * Active * Active
surveillance surveillance surveillance
» Adjuvant
immunotherapy
[J Current practice « Adjuvant
[J Future practice | targeted thorapy)

o2 Active surveillance

« Combined targeted therapy and immunotherapy




MbILLEMHOWHBA3MBHbIN PAK
I\/IOLIEBOFO [TY3bIPA

11 mecTo cpean 3abonNeBaeMoCTn Yy MY>KYNH

1 My>X4unHbl 60s1€etoT B 4 pasa Yyalle XXeHLWH

Bonee 4yem y 50 % pa3BMBaeTCcs peunagmB nocrne
onepaTMUBHbIX BMELLIATENbCTB C NepexoqoM B
MbILLEYHOMHBA3UBHYIO PopMy

5-NEeTHAA BbKMBAEMOCTb NpU HaNnM4ymm metactas3oB
OKOIo 15%

OcHOBHoOe nevyeHne — LMToToKcuyeckas Tepanus !




IMvigor211

Median overall survival, 12-month overall survival,

100{ months (95% Cl) % of patients (95% Cl)
= All patients (N=119)  15-9 (10-4-NE) 57 (48-66)
- |C2/3 (n=32) 12-3 (6-0-NE) 52 (35-70)
804 - |C0/1 (n=87) 19-1 (9-8-NE) 59 (48-70)
9
g 60-
2
?
@ 404
&
8
204
+++ ed
0- I+ ensor 1 1 1 1 | |
0 4 8 12 16 20 24
Number at risk Months
All Patients: 119 101 89 78 12 67 64 56 41 26 11 2 0
IC2/3 32 28 24 21 19 18 16 13 10 6 2 0 0
ICO/1 87 73 65 57 53 49 48 42 31 20 9 2 0

Powles T., Duran I., van der Heijden M. S. et al. Atezolizumab versus chemotherapy in patients with platinum-treated locally
advanced or metastatic urothelial carcinoma (IMvigor211): a multicenter, open-label, phase 3 randomised controlled trial //
Lancet. Epub. 2017. Vol. 391 (10122). P.748-757.



ASCO 2018: First-Line Pembrolizumab in Cisplatin
Ineligible Advanced Urothelial Cancer-KEYNOTE-052

Overall Survival: CPS 210

100+ Events, n HR (95% CI)?
Pembrolizumab 52 0.58 (0.39-0.86)
A Chemotherapy 67
&
® 40.0%
-Z 60" 0
: 7.9 o
@ | 165.9%
T 40- ' |
: 3 !
o} I Median (95% CI)
20+ | | 8.0 mo (5.0-12.3)
: : 5.2 mo (4.2-1.5)
I
i :
0 T T t R | T T T
0 4 8 12 16 20 24 28 32
No. at risk Time, months
74 51 35 28 24 14 7
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PeaynsraTtbl KEYNOTE-052
npenocTaBUSiN BbICOKOYPOBHEBLIE
OaHHbIE ANA NHIMBUTOPOB
MMMYHHbIX KOHTPOJSTIbHbIX TOYEK
npu pacnpocTpaHeHHOM
ypoTenuanbHOM pake, noaTeepavs
yBenuyeHune obuien
BbIXKMBAEMOCTU MOYTM Ha 3 MecC.

N0 CpaBHEHUIO C XMMUOTEpPanueu
npu nyywlen nepeHoCUMOCTM.



HuBonoma
O

MegnaHa OB B obLen

oo s rpynne nauneHToB
i cocTtasuna 8,7 mec., a OB
% = ' I ON9 ypoBHeun PD-L1 Huxe
N Bbilwe 1% coctasuna 6,0
- s o S 1 11,3 MeC. COOTBETCTBEHHO
OFF Cell on cel Hanbonee yacTbiMn
Anti PD-1 HeXeraTtelibHbIMIA
: q ABNEHUNAMN ObINn anaped
N yCTaJ10CTb, TOKCUYHOCTb
PD-1 PD
DA | o 1=V cTeneHn oTmevanach
y 17,8% naumneHTOoB.
Onyxoneebie KNETKKM MMEIOT Ha CBOoek noesepxHocTH Bonbwoe  BaokuposaHue PD-1, a TakKe ero MraHAoB NoKasasno BbICOKYO
yucno PDL 1u 2 1 MmoOryT yCnewHo UHaKTUBMPOBaTb T- 30 PEKTUBHOCTD NPU MENAHOME,|HEME/TKOKNETOUHOM paKe
numdoumnTbl, BO3aeHCTBYA Ha peuenTop PD-1. NEerkmx v 4pyrux onyxonsax.

Sharma P, Callahan M. K., Bono P. et al. Nivolumab monotherapy in recurrent metastatic urothelial carcinoma (CheckMate 032): a
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Sharma P, Retz M., Siefker-Radtke A. et al. Nivolumab in metastatic urothelial carcinoma after platinum therapy (CheckMate 275): a

multicentre, single-arm, phase 2 trial // Lancet Oncol. 2017. Vol. 18. P.312-322.



TapreTHasa Tepanus npu pacrnpocTpaHEeHHOM UK
MeTacTaTU4ECKOM pake MOYEBOro Ny3bIps

[1na ypotennanbHOU KapLUUHOMbI BbICOKUU YPOBEHb
VEGF KOppenupyeT ¢ XyaLnmn pesynbratamu
BbIXKMBAEMOCTU , @ UHTMOUPOBAHME ITOrO NYTU
NPUBOAUT K CHUXKEHUIO Nponndepaunm nu UHBa3sun
onyxonu . K coxkaneHuto, NonbITKKU MCNOMb30BaTh
MHIIMOUTOPbI TUPO3UHKNHA3bLI cemencTBa VEGF

He rnokasanu ydoeauTenbHoro ycrnexa ¢ CYyHUTUHMOOM ,
nasonaHnoom m kabazaHTUHNOOM .



National

Comprehensive NCCN Guidelines Version 1.2019

hleloag Cancer Bladder Cancer
Network
PRINCIPLES OF SYSTEMIC THERAPY
Sub nt systemic therapy for locally advanced or metastatic disease (St A" st-platinum)®

Participation in clinical trials of new agents is recommended.

Preferred regimen
» Pembrolizumab (category 1)18

Other recommended regimens
« Albumin-bound paclitaxel®
« Paclitaxel or docetaxe

« Gemcitabine4

« Atezolizumab ig

« Pemetrexe

~i-110IEI]
« lfosfamide

« Nivoluma « Methotrexate
« Durvaluma « Ifosfamide, doxorubicin, and gemcitabine!®
- Aveluma « Gemcitabine and paclitaxel'
« Gemcitabine and cisplatin®
« DDMVAC with growth factor support2
S uent systemic therapy for locally advanced or metastatic disease (Stage IV t-checkpoint inhibitor

Participation in clinical trials of new agents is recommended.

chemotherapy naive
+ Gemcitabine/carboplatin

« Albumin-bound paclitaxelse

- Paclitaxel or docetaxel?4
« Gemcitabine 14
« Pemetrexe

Preferred regimens for cisplatin eligible,

chemotherapy naive
- Gemcitabine and cisplatin?
« DDMVAC with growth factor support?

Useful in certain circumstances based on prior medical therapy
- Ifosfamide?’

+ Methotrexate
- Ifosfamide, doxorubicin, and gemcitabine1®
« Gemcitabine and paclitaxel'®




