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3apernctpmpoBaHo 55,157 HoBbIx cnyyaeB paka nerkoro 8 2015r., 60467 — B 2016r.
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SCLC -

LCLC — 3% 20%—10%

Typical
carcinoid — 2%;

Atypical
carcinoid — NSCLC -
0,2% 75%—80%

NET — rare tumours: 0,2-2/100 000/year at USA and Europe
Lund carcinoids comprised 1-2% from all malignant Lung tumours and
1/4-1/3 from all well differentiated NET’s
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|. Onyxonu c HeMPoO3HAOKPUHHOM Mopdonormen
A. TUNNYHBLIN KapunHona(HMU3KaA cteneHb - Low Grade)
B. ATMNWYHbIN KapunHoua(npomeKyToyHas cteneHsb - Intermediate Grade)

C. KpynHOKNETOUYHbI HEMPOIHAOKPUHHbBIA paK (BbICOKO3/10Ka4YeCcTBEHHASA
onyxonb, High Grade)

D. MenKoKNeToUYHbIM paK (BbICOKO3/10KaYecTBeHHas onyxonb, High Grade)
Il. HeMenKoKNeToUYHbIN paK C HEMPOIHAOKPUHHOW AndpPepeHLUUPOBKON

lll. Apyrue onyxonu ¢ HEMPOIHAOKPUHHBbIMU BO3MOKHOCTAMM
A. lerouHasa 6nhactoma
B. MpMMnUTUBHAsA HEMPOIHAOKPUHHAA ONYX0/b
C. Jecmonnactnyeckasa KpynHOKAETOYHaA Onyxosb

D. KapunHoma c pabgonaHbim peHoTUnom
E. MaparaHramoma
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WHO 2015 kKnacc

.

na H30 nerkux.

WHO criterions TC AC LCNEC SCLC
. . NE Morphology
Morphology Carcinoid Carcinoid CaA/Syn+ NE Morphology
Sl EHETRIEEE e B - Non-small cell Small cell
Mitosi
'tos'sz/ Gl 0-1 G2 2-10 G3 >10(~70) G3 >10 (~ 80)
2 mm
Necrosis no no/ focal yes/ extensive yes/ extensive
Ki-67% (for diff.
diagnostics with till 5% till 20% 40 - 80% 50 - 100%
other criterions)

Travis WD, Brambilla E, Burke AP, Marx, A., Nicholson AG. WHO Classification of
Tumours of the Lung, Pleura, Thymus and Heart. Lyon: IARC; 2015
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TIME (YEARS)
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erkoro. -

AccounmnpoBaH C KypeHunem

* Ob6bIYHO UEHTPaNbHOWM
JIOKaNn3aumm

* [luccemMmHUPOBAHHbIN Ha
MOMEHT YCTAaHOBNEHMUS
AMNarHosa

* AccounmnpoBaH C
napaHeonaacTMYeCKnm
CUHAPOMOM

* YyBcTBUTENEH K
XMMmuoTepanmu

* Ype3Bbl4aMHO arpeccmseH
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aln3 AaHHbIX HauMoOHaNbHOrO PaROBOIO perncTpd

2003-2011rr.
Du L., Wagar S.N., Morgensztern D. (USA), J. Thorac. Dis., 2016, 8, 1891

MPA p T1-2NoMo Yucno MepuaHa 5-netHAAn
PapgukanbHaa onepauyua — 954 yen. 60/1bHbIX OB BbIXKUBAaEeMOCTb
TonbKo onepauums 388(40,7%) 42,1 mec. 40,4%
Onepauusa + agbloBaHTHaA XT 566(59,3%) 66 mec. 52,7%

(p<0,01) (p<0,04)
Bcero 954

3aknto4veHune: bonbHblie ¢ pT1-2NOMO MP/1, koTopblie noay4anu TONbKO
XUPYPrUYECKOE NEeYEHUE, UMEIOT XyaLllne oTaa/IeHHbIe pe3ynbTaTbl, Yem 6onbHble,
Nosly4aBLUME TaKXKe U aAbloBaHTHYO XT
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[lpenapaTsbl AKTUBHOCTb
LnknodocdaH 25-31%
Npochamnp, 20-25%
[loKkcopybuumH 20-25%
BUHKPUCTUH 25-40%
LincnaatmH 18-20%
KapbonnaTtuH 20-40%
Takcon 36-48%
TakcoTtep 25-30%
femumnTabuH 14-27%
TonoTekaH 20-39%
UpunHOTEKaH 26-47%
HasenbbuH 16-27%
oTono3una 28-50%
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KOMOWHMpPOBaHHasA XMMHoTepanus)

Table 1 Results of studies performed in first-line using combination treatment vs. monotherapy in patients with small cell lung cancer

Number of Results
Author [year] _ Scheme : :
patients ORR (%) P value Median OS (weeks) P value 1-year survival (%) P value

Lowenbraun et al. (56) 39 Cyclophosphamide  12.0 0.005 17.8 0.012 NR -
[1979] 249 CAD 57.0 31.2 NR
Girling et al. (57) 171 Etoposide (oral) 45.0 NR 18.5 0.03 11.0 0.03
[1996] 168 CAV 51.0 26.1 13.0
Souhami et al. (58) 75 Etoposide (oral) 32.9 <0.01 19.2 NR 9.8 <0.05
[1997] 80 EP/CAV 46.3 23.6 19.3
Ettinger et al. (59) 43 [fosfamide 49.0 - 43 0.76 NR -
[2002] 46 CAV 56.0 42 NR

46 Teniposide 43.0 38 NR

CAD, cyclophosphamide, doxorubicin, dacarbazine; CAV, cyclophosphamide, doxorubicin, vincristine; EP, etoposide, cisplatin;
ORR, overall response rate; NR, non-reported; OS, overall survival.
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Mbl cenyac??

Early concurrent
CT/RT
PClin LD
2™ line Topotecan

Chemotherapy based on
alkylating agents

Hyperfractionated RT

1% line EP chemptherapy
1* line CT with
Irinotecan/platinum
PClin ED
Figure 1 Timeline of the advances in the management of patients with SCLC. EP, etoposide + cisplatin; CT/RT, chemo-radiotherapy; PCI,
. ophylactic cerebral irradiation; LD, limited disease; ED, extended disease.
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BbiXknBaemocTb be3 [NIOM  CIMNOM P
2 roaa 23% 42% | <0,001
5 nert 11% 19% <0,001
10 net 6% 9% < 0,001

Patel S. et al., ECCO-14, 2007
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(Tonnanpus,

BonbHble ¢ PMP/1, 6e3 mts B mo3r, nocne 4-6 KypcoB
XT c apdektom. IT COA — 25-30 Ip
c MOM 6e3 NMNOM

Yncno 60onbHbIX 134 142
YactoTa pa3Butna mts B mosr 16,8% 41,3%
MepamnaHa BbiXKMBaemocTn bes

3,8 mec. 3 mec.
nporpeccnMpoBaHnA
MepanaHa obLLeN BbIXKMBAEMOCTU 6,7 mec. 5,4 mec.
1-neTHAA BbIXKMBAEMOCTb 27,1% (p=0,003) 13,3%
3aKto4eHme: aBTopbl cymnTatoT, 4To NMOM A0AKHO BbITb BKAKOYEHO B CTAaHAAPT eYeHus
60nbHbIX PMP/1 npu apdekTnsHom XT

Slotman B. et al., N. Eng. J. Med., 2007, 16, 357
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obnyuenue
IX C pacnpocrpa |
bTULLEHTPOBOE, PaHA0M aHHOe OTKpbITOE UC

no lll pase KAMHNYecknx ncnoitanumn 2009-2013rr.
Takahashi T et al. Lancet Oncol., 2017, Mar 23.

47 KNNHNYECKNX MHCTUTYTOB AMNOHUMU

bonbHble, KOoTopblie MMmenu nrboi x s TokcnuHoctb -1V cT.

3dpPeKT Ha N1IaTUHO-CoAEePKALLUX = = C m

cxemax XT s 2 ! (o) AHopekcua Henomora- MblweyHan

& = Hue cnabocTb

Mpodunaktnyeckoe obnyyerHue 113 11,6 6% 3% 1%

Mmos3ra Mec.

HabniopgeHue 111 13,7 2% 1% 5%
mec.

Bcero 224

3ako4veHme: B aTom ANOHCKOM nccnegoBaHnM NokasaHo, 4to NMOM He yBennumsaeT OB y 601bHbIX €
PMP/T n yto MOM He aBnsetca 06sa3aTelbHbIM METOAO0M /iedeHus y 6onbHbIx ¢ pMP/1 ¢ ntobbim O3 nocne
XT, 4TO NOATBEP!KAAETCA OTCYTCTBMEM METACTA30B B MO3T, KOraa 601bHbIM NepUOANYECKN NPOBOAMUTCS
MPT ronosHoro mosra.
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®da3a

MwuweHb [MpenapaTt . Pe3ynbraTt
NCNbITaHNW
M o
aTPURCHBIE MapumacTaTt 1 OTpuuaTenbHbIn
MeTaN/IoNPoTENHA3bI
c-kit NmaTnHNG | OTpuuaTtenbHbIn
EGFR [epUTNHNO I OTpuuaTeNbHbIN
Bcl-2 ObnumepceH I OTpuuaTtenbHbIn
mMTOR Temcmnponmmyc Il OTpuuaTtenbHbln
lAHrnno3nabl BakuunHa BEC-2 1 OTpuuaTtenbHbIN
EGFR + VEGF BaHaeTaHunb Il OTpuuaTtenbHbln
GeBaum3ymab I [MoNOMUTENbHbIN
AHrnoreHes -
Tannpommna 1l OTpuuaTenbHbIn

Ans MPJ1 B HacToAwee BpeMs ele He onpeaeneH MoAeKkynspHblv natoreHes. nA
TapreTHou Tepanum 6bIIN U3yvyeHbl MHOTME BapUaHTbl, O4HAKO 6ONbLIMHCTBO
nccnepoBaHum 6olam NnpoBeaeHbl y
«HeTapreTHOM NONynALUM».
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N

Table 2 Selected molecular targeted agents evaluated in clinical trials in SCLC treatment

Agent Target Clinical trial Phase/line Result
Bevacizumab VEGF Pujol et al. (67) I-A= No benefit
Aflibercept VEGF Allen et al. (68) 2™ No benefit in OS5
Thalidomide Immunomodulatory/angiogenasis  Lee ef al. (69) I/1¥, maintenance No benefit
Sunitinib Multiple kinases, VEGFR Ready et al. (70) I¥maintenance Benefit in PFS
Sorafenib Multiple kinases, VEGFR Gitlitz et al. (71) 'z Insufficient efficacy
Imatinib C-kit Schneider et al. (72) II'/maintenance Insufficient efficacy®
Gefitinib EGFR Moore af al. (74) 2™ Insufficient efficacy
Dasatinib C-kit, c-Src Miller et al. (75) 'z Insufficient efficacy
Temsirolimus mTORCA Pandya ef al. (73) I¥maintenance Insufficient efficacy”
Everolimus mTORCH Tarhini et al. (76) Iz Insufficient efficacy
Cixutumumab IGF-1R Belani et al. (77) w1 No benefit*
Vismodegib SMO Belani et al. (77) w1 No benefit*
Tipifarnib Farnesyl transferase Heymach et al. (78) 2™ Insufficient efficacy
Marimastat Matrix metalloproteinase Shepherd et al. (79) lllYymaintenance No benefit
Oblimersen Bcl-2 Budin ef al. (80) W1 No benefit
Mavitoclax Bcl-2 and Bel-x(L) Budin ef al. (81) Ir2™ Limited activity,
potential biomarker
Bortezomib Proteasome Lara et al. (82) =2 Insufficient efficacy
Vandetanib RBET, VEGFR, EGFR Arnold et al. (83) I¥maintenance Insufficient efficacy
Romidepsin HDAC Otterson et al. (84) Irz™ Insufficient efficacy
AT-101 (Gossypel)  Small molecules in apoptosis® Baggstrom ef al. (85) Ir/z™ Insufficient efficacy
Paropanib VEGFR Kotsakis et al. (86) Iz™ Moderate efficacy*

', MNon-randomized trial; , biomarker-driven study; °, both study arms were experimental; *, data presented in conference abstract;
%, inhibitor of the antiapoptotic Bel-2, Bel-XL, Bel-W, and Mcl-1 proteins and inducer of the pro-apoptotic noxa and puma proteins.
SCLC, small cell lung cancer; VEGF, vascular endothelial growth factor; OS, overall survival; VEGFR, vascular endothelial growth
factor receptor; PFS, progression-free survival; EGFR, epidermal growth factor receptor; IGF-1R, insulin-like growth factor type-1

receptor; SMO, smoothened receptor; HDAC, histone deacetylase.
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iscovery of
dendritic cell!]

Tumor-specific
monoclonal Abs

1970s

Immune component
to spontaneous
regressions in
melanoma

Adoptive T-cell
immunotherapy

1980s

BCG
approved
for bladder
cancer

/

IFN-a as adjuvant
therapy for melanomal?!

Discovery of checkpoint
inhibitors!>7]

First immunotherapy
approved for prostate
cancer (sipuleucel-T)®!

1990s

IL-2 approved
for RCC and
melanoma (US)34

v

2000s

First checkpoint

inhibitor (ipilimumab)

approved for advanced
melanomal®

First tumor-associated antigen

cloned (MAGE-1)

nivolumab approved for for advanced urot
advanced melanomal0.11]

2014

carcinomall®l

Nivolumab Nivolumab
approved for | approved
RCC(15] for HL[7]

A 4 l’ Vl

2015 | 2016

Atezolizumab
granted

Priority Review for
PD-L1+ NSCLC

Nivolumab
approved for
NSCLC[1213]

Pembrolizumab
approved for
PD-L1+ NSCLC!4]

clinicaloptions.com
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http://www.clinicaloptions.com/oncology

| BaHHOTO UC
unuammymaba + 3 Aa U NNaTUHBbI
CpaBHeHM1IO Naauebo + 3Tonosua n NnaTtmHa y
60nbHbIX ¢ pacnpacTpaHeHHbim MPJ1 (CA184-156)

CobcTBeHHbIV onbiT, 2016r.

e 33 60/1bHbIX
CpenHuu Bo3pacT 62 roaa

e 17 60nbHbIX NOAYYaAN
NNUANMYMab + XuMmnoTepanumio

16 60/bHbIX NeYynnu
XMmmoTtepanmen + nnauebo

 (KysbmuHoB A.E.)
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, JIOKA/IbHbIN O eT 3HaYMMbIX pa3

Progression-free survival (CA184-156, local experience)

o Complete + Censored

10 ¢
0,9t

0,8}

Median PFS (Eto+Pt+ipi)
4,4(95% CI (2,321-6,479)

0,7
0,6 }

Median PFS (Eto+Pt+placebo)
4,5(95% ClI(4,321-4,679)
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bHbIX ONbl

Overall survival (CA184-156, local experience)
o Complete + Censored

1) AN N D TS T Median OS (Eto+Pt+ipi)
10,9(95% Cl (7,8 - 13,9)

0,9 ¢
0,8t} -
. Median OS (Eto+Pt+placebo)
| 13,3(95% CI(6,4- 20,1)
0,6
0,5¢
0.4l 5 pts on ipi were alive for
03 — ) @ more than 30 months
S0 ‘: Predictive biomarker is
3 ” not known
%.0’1 dez=g )
0,0 L . . . . . . . . . . - . .
2 0 5 10 15 20 25 30 35 40 45 50 55 __ Etggg:g:ggg;cebo
g- Time
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From CheckMate
Oblimne cBeaeHUA

na neyeHnAa naumeHToB c peunamnsupyrowmm MPJ1 umeerca
HEMHOro BapMaHTOB U BbI}KMBAEMOCTb B 3TOM rpynne
[0CTaTOYHO HMU3KaAl™®

* [lepsble pe3ynbratbl uccnegosaHma CheckMate 032 nokasanm,
4YTO Tepanua HUBOIymabom + unnanmymadom npu MKP/I
NPUBOAUT K YCTOMYMBOMY OTBETY Ha /IEYEHUNE N AQeT
0bHaaeXMBaloOLLYIO BbIXXMBAaEMOCTb /2

— YpoBHu 2-netHen OB: HUBonymab + unuammymab - 26 %;
HUBONYMab - 14 %°

— [laHHble, noaaep»KMBatoLmMe BKAOYEHME Tepanum

npenapaTtamm HUBOIYMAb-unnammymab B pyKoBOACTBA
NCCN no neyeHunio MKPJ/I

1. Byers LA, et al. Cancer 2015;121:664—672. 2. Puglisi M, et al. BrJ Cancer 2010;102:629-638. 3. Asai N, et al. Ther Adv Med Oncol 2014;6:69-82. 4. von Pawel
J, et al. J Clin Oncol 1999;17:658-667. 5. von Pawel J, et al. J Clin Oncol 2014;32:4012-4019. 6. Horita N, et al. Sci Rep 2015;5:15437. 7. Antonia SJ, et al. Lancet
Oncol 2016;17:883-895. 8. Hellmann MD, et al. Oral presentation at WCLC 2016. MA09.05. 9. Hellmann MD et al. Oral presentation at ASCO 2017. 8503
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MH uccne

MauymeHTbl ¢ MP/

21 npeaLwecTByloLLel CXeMbl Tepanuu ¢ npenapatamu naatuHbl (1 am 2 npeaLecTsyowme Tepanum ana
pPaHAOMU3MPOBAHHOI KOropTbl)

PD-L1 HeBbl6paHHbIe

HepaHaomusuposaHHas PaHpomusnposaHHas
Koroprta KoropTa
PaHpomusauma 3:2

Husonymab 1 mr/Kr +
Nnuanmymab 3 mr/kr /B 1
pas3 B 3 Heaenu B Te4yeHue 4

LUKNOB

Husonymab 1 mr/Kr +
Husonymab 3 mr/kr 8/, 1 Nnuanmymab 3 mr/kr e/ 1
pa3 B 2 Heaenu pa3 B 3 Heaenu B TeyeHue 4

(n = 98)? LMKNOB

Husonymab 3 mr/kr 8/8, 1
pas B 2 Heaenun

(n =147)c

o
nporpeccMpoBaHns
3abonesaHuA Unu Ao
HeNpMemMIemoro
TOKCMYECKOro AeNCTBMUA

pa3 B 2 Hegenu Ao
nporpeccMpoBaHma
3aboneBaHusa Unu Ao
Henpuem/IeMoro ypoBHS

Jo nporpeccnpoBaHuma
3aboneBaHuA Uan oo
HenpUemM/IeMOro YPOBHS
TOKCUYHOCTHU

pas3 B 2 Hegenu 4o
NporpeccMpoBaHma
3abonesaHus nnu oo
HenpUeMmM/IeMOro YPOBHS

MepsuyHas yenb: YOO no Kputepuam RECIST v1.1
JononHutenbHble uenu: 6esonacHoctb, OB, BBM, DOR

I'Ipep,BapMTeano 3aA4aHHble NOUCKOBbIE Le/In: aHan3 5MOMapKepOB; OLleHKa COCTOAHUA 340Pp0BbA C TOMOLLbIO ONPOCHUKA EQ-
5D

3aKpbiTue 6a3bl AaHHbIX: 30 mapTa 2017 roaa

MNaumenTsl (ITT, N = 401)¢ noay4anm uam MoHoTepanuio HMBoAymabom (n = 245) unm cxemy HUBOAYyMab + unuanmmymab (n =
156)

DOR = anuTenbHOCTb OTBETa Ha siedeHne; EQ-5D = 6ann no wkane EuroQol-5; YOO = vyactoTa 06beKTMBHOrO oTBeTa; OB = 061Was BbiXKMBaemMocTb; PD-L1 = avrana-1 6enka nporpammupyemoit rubenu knetok; BBIM = BbikuBaemocTb 6e3
nporpeccuposaHua 3abonesaHna

aMepauaHa nocneayoulero HabnoaeHns 23,3 mecaua; "MeamnaHa nocneaytoutero HabaogeHus - 28,6 mecaues; ‘MeamnaHa nocneaytoulero Habnogeruns 10,8 mecaues; ‘MeamnaHa nocneaytowero HabnogeHua - 11,2 mecaues; © Ha 23
OCHOBaHWM AaHHbIX, NONYYEHHbIX C NPEAbIAYLLEro 3aKpbiTUa 6asbl AaHHbIX, ANA AaNbHENRLWero u3ydeHus npumeHeHus npenapatos npu MKP/1 66111 BbI6paHbl TONLKO NaUMeHTbl B Koroptax 1 mr/Kr HuBosymaba + 3 mr/kr ununumymaba v 3
Mr/Kr HUBoNyMaba B pexxmume MoHOTepanuu fppt com
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* MPJ1 BcTpeyaeTca NoOUTU UCKNHOUUTENBHO Y NALMEHTOB C KypeHnemM B aHaMHese M XxapaKTepuayeTcs Bbicokoin TMBL2

o Ceasb mexay TMB 1 abdeKTMBHOCTbIO Bbl1a 3ameueHa Npu npumeHeHum Husoaymaba npy HMPJ1 1 pake MoYeBOro ny3bipa v Npu NpMMeHeHnn
nnuammymaba npu menaHome3>

* unotesa: Bbicokaa TMB moKeT 6biTb CBA3aHA C NOBbILWEHHbIM NPeMMyLLEeCTBOM Tepanuu HuBoaymabom + unuammymabom npu MK/

24

1. BocnpowusBegeHo c¢ paspeweHua Macmillan Publishers Ltd: Alexandrov LB, et al. Nature 2013;500:415-421, copyright 2013. 2. Morabito A, et al. Crit Rev Oncol Hematol 2014;91:257-270.3. Carbone DP et al. N Engl J Med.
2017;376:2415-2426. 4. Snyder A, et al. N Engl J Med 2014;371:2189-2199. 5 Galsky MD, et al. Poster Discussion at ESMO 2017. 848PD.
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ITT-nonynauyua
(N =401)

Hueonymab +

Husonymab (n = 245) NNUANMymMab

(n = 156)

J

\ 4

I

MaymeHTbl C NapHbIMK 06pasL,amm onyxonm u obpasuyamm
uenbHoi KpoBu?
(n=246; 61 %)

\ 4

\.

MaumeHTbl ¢ TMB, fOCTYNHbIE OLEeHKe
(n=211; 53 %) [86 % nauMeHTOB C NAapHbIMU BbIBOPKaMu]

HuBonymab +

Husonymab nnUAMMymab

(n = 78; 50,0 %)

(n =133; 54,3 %)

J

a[lnA CEKBEHMPOBaHUA 3apOAbILLeBoit NnHKUK; °AHK cekseHmpoBanu Ha annapare lllumina HiSeq 2500 ¢ ucnonb3osaHmem 2 x 100-bp cnapeHHbIX KOHLLOB

TMB onpegnenanu no BCEMN nocnenoBatesibHOCTU CEKBEHNPOBaHUNA 3K30Ma® n paccynTbiBaIN
KaK o6u1,ee KO/1IN4eCcTBo MMCCGHC-MyTaLI,Ml‘;I B Onyxoaun

[OnAa npeaBapuTenbHbIX aHAaNM30B NaLMeHTbl Obln pasaeneHbl Ha 3 Nno4rpynnbl Ha
OCHOBaHuu Teptuna TMB



McxoaHblexaRakTepncTukin €

IB Nivo + Ipi'yT

O/lydaBlWNX N1e4erHne paHee

Husonymab Husonymab + ununmmymab

TMB, aoctynHas TMB, poctynHan
ITT OoueHKe ITT oueHKe
(n =245) (n=133) (n=156) (n=178)

Bospacr, meanaka 63 (29-83) 63 (29-83) 65 (37-91) 65 (37-80)
(amnanason), ner
My>KuuHbl, n (%) 60 59 61 67
Crartyc KypeHusa, %
KypunbluKMK B HacToALLee 94 95 94 94
Bpema/B NpoLLIoM
5 5 5 6
HuKkorga He Kypwun
OC no ECOG, %
0 30 32 30
1 70 68 3168 69
3Kcnpeccua PD-L1 B
o,
A % 10 13 12 10
; 1% 61 67 58 65
0 29 20 30 24
HensgecTtHO
Koropta uccneposanus, %
HepanaomusnposaHHaA 40 38 39 32
PaHoomu3npoBaHHoOe 60 62 61 68

26
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400, %

n 133 78

42 27

44 25 47 26

TMB, poctynHasa oueHke

Huskaa TMB

. Husonymab

CpegHaa TMB Bbicokas TMB

. Husonymab + unuanmymab
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UX paHeEE s1eveHne
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Haunyuwuit obwmii otser

MeamaHa Konn4ecTBa MUCCeHC-MyTaumii ans HuBonymaba: MNO/Y0 = 325; CO = 211,5; PD/NE = 185,5 MeauaHa Koanyectee MUCCEHC-MyTaumid 418 HuBoaymaba + unuammymaba: N0O/40 = 266;
CO =202; PD/NE = 156
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Media
Events/n oS, (o}
umber months up,?®
atrisk (95% CI) months
70 Nivolumab 82/98 1 (83).0, 19.6
.\? 60 —
< Nivolumab + 7.8 (3.6,
g 507 1yros=  Ipilimumab 47161 442 20.2
40 f---- oo T
30 —:::::::::::::::::::::::::::::: ____________________________
20 - |
--------------------------------- i -—- e
10 — ! ! 2-yr OS = 14%
0 | | | i | | | i | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number of patients at Time (months)
risk
Nivolumab 98 56 39 35 26 21 17 12 7 7 6 4 4 0
Nivolumab + Ipilimumab 61 43 33 28 24 21 19 16 14 7 3 1 1

OS = overall survival; aBetween first dose and database lock; follow-up shorter for patients who died prior to database lock

fppt.com



y4aBLWnUX nevyeHumne
HuBonyma

HuBonymab +

6

Huskaa [pomexxk BbicoKasn
100 TmMB yTO4YHasa TMB
TMB
75 MeauaHa 1,3(1,2, 1,3(1,2, 1,4(1,3,
BBN (95 % 1,4) 1,4) 2,7)
X ), mec.
5 50
m
1-netHaa BN =21,2%
25 - L .
1-netHan BB = e —t
: 1-netHAaa BBIN =
0 1 1 1 i 5}1% 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36

Mecaupbl

K-BO nauueHTOB B rpynne pucka
Huskumn 42 3 2 1 0 0

Mpomexytoufhaa 5 1 1 1 0
Bbicokuit 47 15 12 8 5 5

100

75 A

50 A

25 A

Huskaa Tpomexxk BbicoKan
TmMB yTO4YHaA TMB
TMB
MepauaHa 1,5(1,3, 1,3(1,2, 7,8(L8,
BBM (95 % 2,7) 2,1) 10,7)

), mec.

1-netHaa BbBMN =
0%

i 1-nethaa BBN=8,0%
El-neTHﬂﬂ BBMN =
=T

27
25
26

12 15 18 21 24 27 30 33 36

Mecaupbl

15 12 10 5 4 4 3 2

MeawnaHa (95 % M) BB, obwasa nonyaauums naumeHToB ¢ TMB, goctynHoi oueHke: 1,4 (1,3, 1,4) mecaua ana Husonymaba u 1,7 (1,4, 2,7) mecaues ans HuBoaymaba + nnunamumymaba

NC = He nogpaeTca pacuety

fppt.c%(r)n



BLUNX neyeH

Husonymab + ununumyma

HuBonymab

Huskaa CpegHsaa BbicOKa

Huskaa CpepgHAaa Bblcokas TMB TMB TMB
100 - TMB TMB TMB 100
Meauana 3,4(2,8, 3,6(1,8, 22,0(8,2,
Meauana  3,1(24, 39(2,4, 5,4(28, OB (95 % 7,3) 7,7) H/Y)
. OB (95 % 6,8) 9,9) 8,0) 25 [N), mec.
Ou), mec.
1-netHaa OB =62,4
S T
g 50- 50 - i
1-netHaa OB = !
35,2% |
H— ++ +—t 1 1-netHasa OB = 23,4 %
' 1-netHas OB = 26,0 % |
25 A T ) 25 4 ' 1-netHaa OB = 19,6 %
| 1-netnss OB = 22,1 | I +
' % ! t
O 1 1 1 : 1 1 1 1 1 1 1 1 o 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Mecaubl Mecaubl
K-BO nauueHTOB B rpynne pucka
Huakmii 2 19 13 9 4 3 1 0 0O O 0 0 O 27 15 9 7 5 2 2 1 11 1 1 1
NpomexyTouwa#d 23 17 12 6 2 2 1 0 0O 0O 0 0O 25 15 9 4 3 2 2 2 2 1 1 0 O
Bbicokmii 47 29 20 14 8 5 5 5 2 2 2 2 2 26 20 17 14 10 9 8 8 6 2 0 0 O

31

Megauana (95 % M) OB, obwas nonyaauma naumentos ¢ TMB, goctynHas ouexke: 3,9 (2,8, 6,1) mecaua ana Husonymaba u 7,0 (3,2, 8,8) mecsues ana HUBoymaba + unuanumymaba
NR = He gocTUrHyTo fppt com



- Nivolumab % | CLC

f Safety =P00

Nivolumab (n = 245) Nivolumab + Ipilimumab (n = 156)
Any grade, % Grade 3-4, % Any grade, % Grade 3-4, %
Any TRAEs 55 12 73 37
TRAEs leading to discontinuation 3 2 13 10
Select TRAEs by category
Skin 16 <1 36 6
Endocrine 8 0 21 3
Hepatic 6 2 12 6
Gastrointestinal 5 0 24 8
Hypersensitivity/infusion reaction 5 0 1 0
Pulmonary 3 2 4 3
Renal 1 <1 1 0
Grade 3—4 select TRAEs that resolved, %2 45 78

« Median time to resolution of grade 3—4 select TRAEs ranged from 1.8 wk (gastrointestinal events) to 16.3 wk (hepatic events) in
the nivolumab + ipilimumab arm and from 3.4 wk (pulmonary events) to not reached (renal and hepatic events) in the nivolumab
arm

« There were a total of 5 treatment-related deathsP
— 4 with nivolumab + ipilimumab (due to myasthenia gravis, pneumonitis, seizures/encephalitis, and autoimmune hepatitis)©
— 1 with nivolumab (due to pneumonitis)

TRAE = treatment-related adverse event; aPercentage of total number of grade 3—4 select TRAEs across categories (nivo + ipi, n = 40; nivo, n = 11); bln addition, there was

one death in the nivo + ipi arm for which both disease progression and colitis were felt to be contributing factors; cA previously reported death due to renal failure was
subsequently determined to not be related to treatment fppt.com



NYYaBLUMX paHee NeYeHune

* [layuneHTtbl ¢ MPJ1 c BbiIcOKMUM TMB menu ynyduweHHble noKasaTenu
YOO, BEIN 1 OB no cpaBHeHUIO ¢ HU3KoMN/NpomexkyTouHo TMB ans
MOHOTEPANMMU HUBONYMAOOM M CXxeMbl HUBOIYMAb + unuammymab

* [lo-Buanmomy, cxema HMBonymab + unnnnmymab obecneumsaer
H60NbLINN KNNHUYECKUN 3 PEKT MO CPaBHEHUIO C MOHOTEPANMEN
HMBO/IyMmabom npu BbiIcOKom TepTuae TMB

— ITO NnepsBoOe uccnegoBaHme gnAa oueHku samaHma TMB Ha ncxogbl
npu NpoBeaeHNN KOMOMHUPOBAHHON MMMYHOTEPANNn

OnTMMM3aumA NOrpaHUYHbIX 3HaYeHn TMB 1 npocnekTuBHoe
nccnepgosaHme TMB rapaHTUpPOBaHbI

e TMB moeT 6bITb COOTBETCTBYHOLWMUM NPOTrHO3UPYHOLWUM
BMomMmapKepoMm Npu BCeX ONYXONAX JIETKUX

33
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2054806): Pha
umab for PD- itive Advance

Tepanua 24 mecauya

NMayneHTbl

Mo. Yyo. c3 nn6o ao N3 nnu .

* MPJI o TOKCUYHOCTM
* [lporpeccupoBa g

Hne Unun

NPOTMBOMNOKa3aH R _

10 mr/kr 8/B

nA K 1 pa3 B 2 Hegenu

CTaHAapPTHOM p |

Tepanuu MoaTBepKaeHHOEe MNpekpawteHue

nporpeccupoBaHue? npuema

* ECOGPSOunmmn1 W1 TOKCUYHOCTb 3 nem6ponunsymaba
* > n3mepmumoro

o4yara
e PD-L1>1% OLI,EHKa J E

oTBeTa

A OueHKa oTBeTa: Kaxkable 8 HeJeNb NepBble 6 MecALEeB; 3aTemM Kaxable 12 Heaenb
MNepBuuHbIe KOHeuHble Touku: ORR (RECIST v 1.1 no oueHKe uccnegosatens) u 6esonacHoCTb
BTopuuHble KOHe4YHble To4Ku: BbI1, OB, oanTtenbHOCTb OTBETA

Secondary end points: PFS, OS, duration of response

6198 PA Ott 3f clinically stable, patients are to remain on pembrolizumahb until progressive diseaseis confirmed on a second scanperformed 24 weeks later.



NMpeanocbinku

* MepanaHa OBy 60nbHbIX pacnpocTtpaHeHHbim HMP/]

coctasnsaet 8 — 12 mecaues?
- OTBEeT Ha Tepanuu ToNoTeKaHoOM? BO BTOPOM IMHUM COCTaBNAET
15-20%, a ogHONETHAA BbIXXMBaeMOCTb He npesbiwaeT 30%

e Onyxo/ib MOXET UCMOIb3YET CUrHANbHbIN NyTb PD-1 ¢ uenbto
yxoaa OT T-K/IeTOYHOro MMMYHHOTO OTBETA

* [lembponnsymab asnaetca BbICOKOAPOUHHbIM
MOHOKNOHANbHbIM aHTUTENOM, BNOKUPYIOWMM
B3anmmoaenctasme peuentopos PD-1 ¢ amrangamm PD-L1 m
PD-L23

* [lembponunsymab ogobpeHn B 6onee, yem 50 cTpaH gna
MCNosib3oBaHMA npu menaHome u HMPJ/, a Takke B CLLUA npwu
ONyXONAX ronoBbl U Wwen*?

1. Alvarado-Luna G, Morales-EspinosaD. Trans/Lung Cancer Res. 2016;5:26-38. 2. Hurwitz JL et al. Oncologist. 2009;14:986-994. 3. Sul J et al.

6198 — PA Oftt Oncologist 2016;21:643-650. 4. Keytruda [package insert]. Whitehouse Station, NJ: Merck Sharp & Dohme Corp.; 2016. 5. Keytruda[summary of
product characteristics]. Hoddesdon, UK: MSD Limited; 2016.




UcxoaHble XapaKTepUCTUKN 60bHbIX

IXapaKTepucmxa, n (%) N=24 XapaKrepucTtuKa, n (%) N=24 .

Bo3pact, meguaHa (roapl),

AnanasoH

MyXXuunHbl
Paca
EBponeiiubl
A3unatbl
He yctraHoBneHa
ECOG
0
1
Mrc r.m. (6e3

nporpeccuMpBoaHus)

Mictonorua
MenkoKknetouHbln

HeWpo3HAOKPOUHHDbIN

DI¥0—rA vil

60,5 (41-80)

14 (58,3)

13 (54,2)
3 (12,5)
8 (33,3)

7 (29,2)
17 (70,8)
5 (20,8)

23 (95,8)
1(4,2)

PaHee npoBogumasn Tepanua®

XT
nT
UTK

Apyras

PaHee nposoaumas Tepanusa ocoboro nHtepeca®®
LucnnatuH/Kap6bonnaTtuH+3atonosuna

MpMHOTEKaH UIN TONOTEKAH

TaKcaHbl

Kon-8o nMHum tepanun

v N =
w

WICTAMICD I T H2CW. T IHVIMUCD AUjuYdl L dliM HIevaviuvalitugic apic,

24 (100)
1(4,2)
1(4,2)
1(4,2)

24 (100)
11 (45,8)
7 (29,2)

3 (12,5)
12 (50)
9 (37,5)

Data cutoff date: June 20, 2016.



B N
HA, cBA3aHHbIE C IeyeHnem

MNMGIIVINWGIULIGV MUYVIOV = VVUIIW W
’ Jltoboi cTeneHwy, N=24 3 - 5 cteneHu, Habnogaemoley  N=24

Habnogaemble y >3 n (%) 21 naumnenTa n (%) .
nayuneHToB ioboe 2 (8,3)
Jlioboe 16 (66,7) AcTeHuns? 1(4,2)
ApTpanrus 4 (16,7) MnepbunnpybmHamma 1(4,2)
AcTeHusa 4 (16,7) RonnT® 1(4,2)
Aol 4 (16,7) Nwemna KnweyHmka? 1(4,2)

noHA, Habnopaembie y 21 N=24
Onapes 3(12,5) & i

nauueHTa n (%)
YTomnaemocTb 3(12,5)

Niobbie 3(12,5)
SUEAPIEIE A IE S ET AYyTOMMMYHHbIN TUPEONANT 1(4,2)
ASILYIRULE Peakunmn B mecTte BBeAeHMS 1(4,2)

e 9,8 mecaues (0,5-24 mecaua
sl ua) CuHppom Bbibpoca uutoknHos? 1 (4,2)

e HA B BUAE NHEBMOHMUTA He OblIo
Konut? 1(4,2)

6198 - PA Ott Occurredinthe same patient.

Data cutoff date: June 20, 2016.



OTBetbl Ha Tepanuio (RECIST v1.1, noarsBepKAeHHble OTBETbl NO
OuEeHKe uccnepgosarens)

0,1-21,1

7 29,2 12,6 -51,1
1 4,2 0,1-21,1
13 54,2 32,8-74,4
2 8,3 1,0-27,0

19,4 (3,6+ 10 20+)



N3meHeHue pa3mepa onyxosm oT UCXOA4HOTO
(REIST v1.1 no oueHKe uccneposarensa)

\

[ T - O = > B = »
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o

x [
o0 (*2]

6198— PA Ott Bar lengths are best target lesion changes, ba




MpoaonkeHue Tepanmm m p,nMTenSHOCTb oTBeTa
(REIST v1.1 no oueHKe uccneposarensa)

.,
190
Fw . [NpeKpalleHmne Tepanmmn
- NMporpeccrposaHue 3abonesaHus
T—n " Crabununsaums 3abonesaHus
1 m

u. [MonHbI 3dppekT
g HacTnuHbIi oTBET
[NpogonkeHne Tepanuu

n ‘\-rUIII PIGI.G IGDPUI 19T

— Treatment ongoing

[}

20 40 60 80 100

MpoAoNKUTEeNbHOCTb Tepanuu, Heaenm

A

6198 - PA Ott

Jata cuiof date: Ju



BbixkuBaemocTb 6e3 nporpeccnpoBaHus
(no oueHKe nccneposarens)

‘

X

®

g 100

>

5 80 Events, n (%) 20 (83.3)

g PFS, median (95% Cl), months 1.9 (1.7-5.9)

O 60

L

5 40

"

o 20 \_I_Ll'_l_‘_"\ .

5 128.6% | |

0 ! ' 23.8%

- 0 . : . |

ol 4 g 12 16 20 24
Time, months

Number at risk 24 9 8 6 6 5 4 2 2 2 2 0
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O6w,an BbIXXMBAaEMOCTb

N\
=]
= 80 Events, n (%) 15 (62.5)
E : 0S, median (95% Cl), months 9.7 (4.1-NR)
e L)
- 60' :
1)) |
— i
w40 !
- : | | - LLl
g 166.0% :
o 2 : ' 37.7%
| :
0 — ! . . .
0 4 8 12 16 20 24
Time, months
Numberatrisk 24 20 17 14 14 9 8 6 4 4 4 4 0
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3aKn04YeHne U BbiBOADbI

* [Tlembponn3ymab npoaemMoHCTPMPOBaAN BbICOKYIO 3pdeKTUBHOCTbL ¥ bonbHbix MPJ/1, paHee
nony4aslwux Tepanumio, npu PD-L1 no3ntuBHom peHoTMNE ONyxo/u
-33,3% ORR (1 MO, 7 4Y0) n 37,7% oaHoNeTHAA 0OLLAA BbI}KUBAaEMOCTb
- OTBETbI bbIIN ANNUTENBHBIMK, CO CpeaHen NPoaoKNTENbHOCTBIO 19,4 mecAaua
* [lpodnnb 6e3onacHOCTU COOTBETCTBOBA/ OMNbITY NPUMeHeHMA nembponmsymaba 8
npeablaywmx nccaeaoBaHmax
- Mpodunnb 6e3onacHOCTU He 3aBUCEN OT ANUTENIbHOCTU HabatoaeHUs
* [lpogo/mKarowmeca nccnegoBaHna nembponnsymaba y 601bHbIX pacnpoCTPaHEHHbIM
MP/I
- NCT02359019: nccneposanue $asbl 2 No NOAAEPHKMNBAIOLLLEN TEPANUN
nembponmsymabom nocne KOMOUHUPOBAHHOM XMMUOTEPANUU
- NCT02580994: nccneposaHue ¢asbl 2 N0 CPAaBHUTENbHOM OLEHKE KOMBMHaUUK
3TON031Aa € unc/KapbonnatMHom c nnu 6e3 nembponnsymaba y 60nbHbIX
pacnpocTpaHeHHbiM MPJ1, paHee He Nosy4YaBLIMX TEPANUIO

fppt.com



3bl || NO OUEeHKE .-

3 nopAepXuUBaloLLieii Tepann y 60/bHE
PacnpoCcTpaHEHHbIM MEKOKIETOUYHbIM PaKO
Nerkoro

Shirish M. Gadgeel't, Jaclyn Ventimiglia!, Gregory P. Kalemkerian?,
Mary J. Fidler3, Wei Chen!, Ammar Sukari', Balazs Halmos*, Julie
Boerner!, Antoinette Wozniak', Cathy Galasso’, Nathan A. PennelP

1. Karmanos Cancer Institute/\Wayne State University, Detroit, MI; 2. University of Michigan,
Ann Arbor, MI; 3. Rush University Medical Center, Chicago, IL; 4. Montefiore Einstein Center
for Cancer Care, Bronx, NY: 5. Cleveland Clinic, Cleveland, OH.

T Currently at University of Michigan, Ann Arbor, M|
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1. EP — stono3sua/umncnnatmu; EC — sTtono3ma/kapbonnatuH
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Duration of Therapy

on Tx

B off Tx: progression
off Tx: toxicity

B off Tx: refused

Median cycles =4 (1-20)

6 patients remain on therapy (8-19 cycles).
None have had disease progression.
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PD-L1 Staining at Stromal Interface (N=20)

Lo — Stromal Interface Negative i | — Stromal Interface Negative
; — Stromal Interface Positive ; — Stromal Interface Positive
08 - N=20 | MedianPFS (90%cl) | 087
§ Positive (8) 5.5mo. (5.3-7.8) E ]
506 500
§ Negative (12) 1.3 mo. (1.1-1.5) - i
s -
0 04 - 004
= 0
o
| m N=20 Median OS (90% Cl)
G ——— 0271 positive (8) | 104 mo. (7.27.2) L
Negative (12)| 1.3 mo. (1.3-10.4
o o0 e (12) ( )
[ [ I | | [ | [ | [ I |
0 3 6 9 12 0 3 6 9 12 15 18
No. atfisk Month from first date of treatment No. atrisk Month from first date of treatment
—_ 12 2 2 1 1 —_ 12 9 6 5 3 2 0
8 7 3 1 0 —_ 8 7 5 4 1 1 0
Progression Free Survival Overall Survival

resoveo: ASCO ANNUAL MEETING 17 | #ASCO17

Slides are the property of the author. Permission required for reuse.



YE

* [loppgepmBatolLas Tepanmsa nembponnsymabom He npuBoanna K
ysennyeHuto BBl

* Y paaa 60nbHbIX OblN OTMEYEH KINHUYECKMM 3D DEKT OT Tepanunm

- RR 11,8%, 6-mecauyHasa BBl 21%, OB 9,4 mecaua

* [lpeaBapuTesbHbIN aHaANU3 NOKa3an, YTo y 6onbHbIX npu PD-
L1>1% Ha KneTKax cTpomMbl HabatoaatoTca nyyline ncxoabl
3aboneBaHunAa; meanaHa BBIM=5,5 mecaues npotuns 1,3 mecaua,
OB=10,1 mecauy npotus 7,2 mecAaua. MeHee 10% onyxonen 6biau
PD-L1 no3uTnBHbIMM

* [lpoponxatowmeca nccnegoBaHmsa nembponmsymaba no3BonaT
onpeaennTb Ponb npenaparta B Tepanum 6onbHbix MPJ]
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