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Yero mbl gocturnu 3a 60 neT B8 ne4eHUm KnacCU4eCcKou
NMMPOoMbl XOAXKKUHA

Volker Diehl 1993 GHSG
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JleyeHne paHHUX cTaanm TIMMGOMbl XOOXKKMNHA

10-neTHAA BbIXKMBAEMOCTb A0 NPOrpeccnpoBaHmS
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Long-Term Follow-Up of Contemporary Treatment in Early-Stage Hodgkin
Lymphoma: Updated Analyses of the German Hodgkin Study Group HD7, HDS,
HD10, and HD11 Trials, Sasse S et al, JCO; 35, no. 18, pp. 1999-2007.
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JleueHune pacnpocTpaHeHHbix ctagun J1X.
NMpotokon HD9 GHSGCOPP/ABVD vs BEACOPP,,; vs BEACOPPesc
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Knaccuueckaa ammopoma XoaXKMHa: nevyeHue peunamsoB U pedppaKTepHbIX popm
[TOKa3aHWA K TPaHCNAaAHTaUMM KOCTHOro mo3sra EBMT 2015

Anno-TKM
PoacTBeHHbIN HepoactBeHHbIN ANbTEPHATUBHbIN
< - Ayto-TKM
COBMECTMMbIN coBmecTumbiin (10- AoHop (nyn.kp.,
NIOHOP 9/10) poHop ranno. AoHop)
MNepBaa pemuccus OO6bIYHO He O6bIYHO He OO6bIYHO He OO6bIYHO He
PEKOMEHA0BAHO pekomeHaoBaHo (I11) pekomeHaoBaHo (I11) pekomeHa0BaHo (I)
(111)
Peunaus Pa3pabaTtbiBaeTcA PaspabaTbiBaetca (1) | O6blyHO He
XUMMUOUYBCTBUTENbHbDIN (111) pekomeHaosaHo (I11) Crangapr ()
HeT ayTOTICK B
aHaMmHe3e
Peunauns nocne aytoTlTCK CranpapT (Il) KnnHuyeckas KnnHunyeckasa onuua
XUMUNOYYBCTBUTE/IbHbIN CraHpapT (Il) onuwus (I1l) (1)
Pe3ncTeHTHOCTb Pa3pabaTtbiBaeTcA Pa3pabatbiBaetca (II) | Pa3spabatbiBaetca (lll) | KnnHuyeckasa onymsa
(11) (111)

A Sureda et al. Indications for allo- and auto-SCT for haematological diseases, solid tumours and immune disorders: current practice in Europe,
2015. Bone Marrow Transplantation (2015), 1-20



b PEKTUBHOCTL COBPEMEHHOMU CTaHAapTHOU BXT

9P PEeKTUBHOCTb CXEM XMMUOTEPaNUKn
BTOPOM IMHUU NPU NOAroToBKe K B[]
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DHAP MonosuHe 60onbHbIX Nocne BAXT notpebyerca
GVD npoAaoKeHne NevyeHusn
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3. Peunpus nocne BAXT c aytoTICK
[lporHos KJIX npu peunamse Uaun nporpeccuposaHuu nocne BXT c ayto-TKM
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Mecsaues oT peunamsa

MeaunaHa HabatogeHMA 3a BblIXKUBLWKMMMK 50 mec.
(75% cnyyaes >34 mec.)

Martinez et al. Ann Oncol, 2013



Bo3MOXHOCTb BbiNo/sIHEHMA BXT y 60/1bHbIX C peunamsom n pedpakTepHbIM TedeHnem KJ1X

BAXT nnaHuposanacb 157 60nbHbIM
Pa3nuuHble LUTOPEAYKTUBHbLIE PEXUMbI NPOBEAEHbI BCeM 157 60NbHbLIM

N. of patients (%)

Relapsed Refractory P value
N. of patients 81 73
Second line chemotherapy
GDP 51 (64) 43 (60) 0.88
Mini BEAM 19 (23) 20 (28)
DHAP 1(5) 4 (6)
Others : 10 (8) 5()
Response to second-line chemotherapy
Complete remission 18 (23) 1(6)
Partial remission 18 (60) 31 (45)
Overall responsce rate 66 (83) 35 (51 <0.0001
Stable disease 11 (114) 18 (26)
Progressive discase 31) 16 (23)
Tmknown 1 |

LluTopeayKTUBHAA Tepanua BTOPOI TMHUM
6e3 apdekra y 30% 6onbHbix NX

8
Puig, N. et al. Haematologica 2010; 95:1496-1502



LlutopeayKkTueHaa Tepanua 6e3 abdexra y 30% 6onbHbix NX

O6uwan BbIXXnBaemoctb 601bHbIX AIMMPOMON XOAXKKUHA B 3aBUCUMOCTU OT
YyBCTBUTE/IbHOCTU K Xumunortepanum stopoit amHum (DHAP, ICE...)
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Sirohi et al. Ann Oncol, 2008
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B nposedeHuu mpemebeu NUHUU mepanuu 8
Poccuu Hyxcoatomca 6onee nonosuHsl 60bHbIX
He omeemuswiux Ha Nepa8yto NUHUIO mepanuu

unu ¢ peyuousom nocne nepaoli NUHUU mepanuu.

™

Kakue BO3MOXHOCTU CerogHsa ectb ANs Ne4yeHusa aTmnx
6O/IbHbIX?




* UHCTPYMEHTbI ANA PELIEHUA 3TOU 3a4a4K:
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TapreTHble npenapartbl
aHTU CD30 - BperTyrcumab sepoTUH UHIMBUTOPbI KOHTPONbHbBIX TOYEK — aHTu PD-1
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BpeHTyKCMMmab BeAOTUH B N1e4eHnn peumnanBoB
n peppakTepHbIX Popm NMMPomMbl XOAKKUHA

BonbHble, ocTarowmecs
8 pemuccuu - 17 ns 102

Overall Survival
*  WccneposaHue Il pasbl 3pPeKTnBHOCTb: - S
(NCT00848926), * O6wwuun otBeT - 72% 4o i
* n=102 * TonHblit oTBET — 33% i i
* MepanaHa HabnoaeHua 35,1 mec. g.u i..
(1,8-57 mec.) BbIXXMBaeMoCTb NaLUEHTOB: L - - il
. * MepgmnaHa OB — 40,5 mec. ': oy i ': Tnnon o
21-AH€BHbIM U.MK" ° MeplmaHa BErl — 9'3 Mmec. 0 8 18 2'1““:;:'““4;5 54 63 T2 0 8 11 zrmL‘:a 54 8 72
1,8 Mr/Kr Kaapiii 21 feHb, * Y NaumMeHToB C NOSIHbIM OTBETOM
8-16 uuknos Ao ctabmnnsaumm nam meamaHa OB v BB He [Progression-Free Survival
pemmnccenn [OCTUFHYTa
4

Y ABYX TpeTen NaLuMeHTOB He YAAeTCA AO0CTUYb NOHOro OTBETa U A/IUTE/NIbHOIO
KOHTPOANA Hag 3aboneBaHmnem

Five-Year Survival Data Demonstrating Durable Responses from a Pivotal
Phase 2 Study of Brentuximab Vedotin in Patients with Relapsed or
Refractory Hodgkin Lymphoma, Chen R., et al. ASH 2015, Abs. 2736



KoHTponb MOB y 6onbHbIx JIX nocne BAXT + aytoTICK

MynbTBapuaHTHbIV aHanus BBl B uccneposanumn AETHERA (SG035-0003)

Treatment and Assessment Schedule

BV 1,8 mr/Kkr
Kakgble TpU Heaenm
16 Kypcos

BRENTUXIMAB VEDOTIN OR PLACEBO

ON DAY 1 OF EVERY 21-DAY CYCLE FOLLOW-UP

avroTICK § § VVYVVVVVVVVVVVVVY
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T CT scan

V¥V Study treatment @ Clinical lymphoma assessment

Pe3ynbTaTbl oueHeHbl Yepes 4 roga nocne BKAYEHUA B UCCaefoBaHMe nocaegHero 6onbHOrO

§ 100 4

B O BbBIll Bce naumeHTbI
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g Bv+8SC 1685 &5 — 0.52

& o - PBO+BSC 164 o3 1ss8

o 8 16 2a 32 40 as s6 6a 72
Time (Months)

N at Resk (Events) o ) ) . )
BvV-BSC 165 (0) 133 (27) 112 (45) 100 (55) a8 (59) 88 (8a) 69 (65) 37 (65) 10 (65) 1 (85) Multivariate analysis of PFS from the AETHERA trial: A phase Il study of brentuximab vedotin
PBO+B8SC 184 (0) 82 (67) 77 (81) 66 (88) 62 (90) 59 (90) 52 (81) 2% (83) 10 (93) O (53) consolidation after autologous stem cell transplant for HL., Walewski J., et al. ASCO 2015, Abs. 8519

Brentuximab vedotin after autologous stem cell transplant yields the strongest benefit
in Hodgkin lymphoma patients with >2 risk factors: results of a multivariate analysisto
Moskowitz C, et al. ISHL 2016, poster presentation #p089



MynbTusapuaHTHbl aHanu3 BB 8 uccneposanumn AETHERA (SG035-0003)

5 years follow-up
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Patients Free of Progression or Death, %
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N Events Median PFS(95%Cl) Stratified HR (95% C)

— Placebo + BSC 2 2risk factors 136 86 9.7(8.1-15.8)
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. Moskowitz C H., Blood 2018
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“SHLEE] B UccheposaHue AETHERA — pe3ynbtaTbl 5-netHero HabntogeHua
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* B rpynne ¢ BV meHblUe NayMeHTOoB Noay4anan nocaeayrouiee neyeHue
no nosoay peunamnsa KX —32% npotus 54% (p<0,0001)
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YTO AenaTtb naumeHTam, peunamBmMpoBaBLLUMM NOC/E

ayToTICK n bpeHTykcumaba?

National

Comprehensive - NCCN Guidelines Version 1.2018 NCCN Guidelines Index
N[OOI Cancer . Table of Contents
Network® Hodgkin Lymphoma (Age 218 years) Discussion
CLASSIC SECOND-LINE THERAPYY4 ADDITIONAL THERAPY MAINTENANCE THERAPY
HODGKIN (Refractory/Relapsed Disease)
LYMPHOMA
Refractory High-dose therapy and Observe -
Disease autologous stem cell rescue ] ]
Deauville (HDT/ASCR™SS + RTttuu) Brentuximab vedotin for 1y
1-39 —*| (category 1) for patients with high riskWW
or of relapse**
Observe * RTMUY (if HDT/ .
ASCR contraindicated)
I,ss uu Brentuximab vedotin for 1y
HDT/ASCR™= £ RTY for patients with high risk"W of
i . or relapse**
g,l.g‘p,:x Second-line Restage k > pe |_|‘|/| ,D,Vl B
refractory| ™ [Systemic | —|with Deauville 49 —| RTtUU
disease therapyd9 PET/CTP
or
Subsequent systemic therapy99:¥V + RTHuU >
RTUU Autologous or
. q or allogeneic stem cell
Deauville 5% = Subsequent systemic transplant if response
therapy99-¥¥ & RTtuu to secondary therapy




Knaccuueckaa ammopoma XoaXKUHa: nevyeHue peumnameos u pedpaKkTepHbiX popm

[TOKa3aHMA K TpaHCNAaHTaUMU KOCTHOTro mo3ra EBMT 2015

MepBasa pemuccun

Anno-TKM
PoacTBEHHbIN HepoacTBeHHbIM AnbTepHaTUBHbIN AyTO-TKM
COBMECTMMbIN AoHOP | coBmecTuMbl (10- AoHop (nyn.Kp.,
9/10) poHop ran/sio. JoHop)
O6bI4YHO He O6bI4YHO He Ob6bI4YHO He Ob6bI4YHO He

pekomeHaosaHo (I11)

pekomeHaosaHo (I11)

pekomeHaosaHo (I11)

pekomeHaoBaHo ()

Peungus

XNMNOYYBCTBUTE/TbHbI N HeT

ayToTICK B aHamHe3e

Peuunpaus nocne
ayToTICK

XUMMUOUYYBCTBUTENIbHDIW

Pe3ncteHTHOCTb

Pa3pabaTtbiBaeTca (lll)

Crangaprt (ll)

Pa3spabatbiBaetcs (Il)

Pa3pabaTtbiBaeTca (lll)

Crangaprt (ll)

Pa3spabatbiBaetcs (Il)

O6bIYHO He
pekomeHaosaHo (I11)

Cranpapr(l)

KnnHunueckasn
onuwms (llI)

KnnHunyeckasa onums (lll)

Pa3pabaTtbiBaeTca

(1)

KnnHunyeckana onuua (111)

A Sureda et al. Indications for allo- and auto-SCT for haematological diseases, solid tumours and immune disorders: current practice in Europe,

2015. Bone Marrow Transplantation (2015), 1-20




Numdpoma XoaXKKMHaA
O6LLas BbIXXMBAEMOCTb M BbI*KMBaeMoCTb 6e3 nporpeccnpoBaHma:
ectb AoHOp (anno-TKM) vs HeT goHopa (6e3 anno-TKM)
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Sarina et al, Blood 2010



Pe3synbtaTtbl annoTICRNpun ncnonb3oBaHUM ran1IoCOBMECTUMOrO
AoHOopa Npu Ammeome XoaXKKUHA
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Years from Transplantation

Comparison of Outcomes of HLA-Matched Related, Unrelated, or
HLA-Haploidentical Related Hematopoietic Cell Transplantation
following Nonmyeloablative Conditioning for Relapsed or

Hodgkin: survival HAPLO:
Low TRM
Rescue of relapse
HAPLO n=39
74%
Other n=29 37%
P=0.0007
200 400 600 1000

days from transplant

Refractory Hodgkin Lymphoma. Lauri M. Burroughs et al., Biol Blood Marrow Transplant. 2008 November; 14(11): 1279-1287

Andrea Bacigalupo, LWP Meeting, okt 2015



PFS (%)

dakKTopbl, Banaowme Ha 3PPeKTUBHOCTb

Anno-TICK y nauyueHTtoB c JIX

CTATyC OCHOBHOTO 3aboneBaHmMA Ha momeHT TICK

Heobxoanma umtopeayKkuma, HO Yem?

P 01
Senstre patents (n=50)
Resistant patents (n=28)
. :b-.---..~
J 'j . ] ' 2 v v v L
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Allogeneic Stem Cell Transplantation After Reduced Intensity Conditioning

In Patients With Relapsed Or Refractory Hodgkin’s Lymphoma.,
Anna Sureda and al., Haematologica, 2012



et Kakowv peXmum pe-uHAYyKL Y / Tepanuu
cnaceHua Bbl NpumeHsaeTe?

1. ESHAP 14%

2. ICE 14%
3. IGEV 14%

4 N\
Heobxoaumbl 6onee apdpeKTnBHbIe pexnmbl LUTOpeayKLUUMU,
HO KaKue?

\ , . /

e s co o s

T, _Othaellj_, Pt - 14%
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OCTOBER 27 -29 2018

MNoBblweHue 3pPeKTUBHOCTU LUTOPEAYKTUBHOU Tepanuu 2-u NMHUu

:(egimen Pt# Rel Primary CR-PET neg CD34 ASCT PFS
Ref pre-ASCT % ITT
BV + Nivo 61 34 27 62% 7.9 90 97% at 2 y (CR)
BV + Chemot rerapy
BV-ESHAP 66 26 40 70% 5.75 92 Est 71% at3y
BV-Benda 55 27 28 74% 4 74 63%at2y
BV-ICE 16 > 11 69% 11 75 Too soon
BV-DHAP 61 38 13 79% 6 87 76% at 2 y
BV = 66 33 33 73% 6.2 95 79% at 3y
Sequential ICE
BV - Sequential 37 13 24 73% 5.6 89 72% at 18 mo
Salvage therapy
Chemotherapy

fo}vl

2> 21 A

41

L ‘3'?:‘ )
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O6wwan BbIXXMBaeMoCTb nauumeHToB ¢ JIX nocne Tepanun 6peHTyKcMmabom: allo vs no allo

(HUK BOTmT)

OB 80,0% npn meanane
HabntogeHnsa 31 mec

"anno'l.'I:E)K n= é6

OB 71,2% npun meanaHe HabnogeHus 15
Mec.
= = -

Be3 annoTICK n=73
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1
0,00

m |
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_9 ' 7" 4 Brentuximab-Vedotin + Bendamustine: a highly effective salvage
B treatment in refractory-relapsed patients with Hodgkin lymphoma

D. Martineau’, M. Sauvezie', L. Oberic2, A. Mazari3, A. Banos*, F. Bjou®, P. Brice®, A. Thyss’, AC Gac?, E. Gyan?, A.
Perrot©, M. Touati'', W, Abarah'2, M. Fabbro'3, B. Choufi'4, F. Merabet'5, O. Fitoussi'®, N. Milpied', K. Bouabdallah'

' "Hematology department, University Hospital of Bordeaux, Bordeaux, France; ?Hematology department, University Institute of Cancer, Toulouse, France; *Hematology department, University
, Hospital of Montpellier, Montpellier. France; ‘Hematology department, Bayonne Hospital, Bayonne, France; *University institute of Cancer, Bordeaux, France; *Hematology department,

¥ { 2 University hospital of Saint-Louis, Paris, France;7Hematology department, Antoine Lacassagne institute, Nice, France; 8Department of hematology, University Hopsital of Caen, Caen, France;
“Hematology department, Universitiy Hopsital of Tours, Tours, France; '"Hematology department, University Hospital of Nancy, Nancy, France; "Hematology department, Universitiy Hospital of
Limoges, Li France; 12k y department, Meaux Hospital, Meaux, France; “Regional Institute of Cancer, Montpellier, France: '*Hematology department, Boulogne-sur-mer
Hospital, Boulogne-sur-mer, France; "*Hematology department, Versailles Hospital, Versailles, France; ®"Hematology department, Bordeaux-Nord Institute, Bordeaux, France

Hopitaux de
Bordeaux

OCTOBER 27 -29 2018

Study design : patient’s disposition

Enrolled/treated patients

n =80
Discontinued treatment
n=4
€
Death 2
Adverse Event 2
Did not proceed to transplant
v n=32
ffic svaluable popul
Efficacy evaluable population Rty dhsase n=10
n=76 . g
3 Patient decision n=2
CR n=55 Toxicity n=3
OR n=61 Stem-cell mobilization failure n=2
Unspecified n=2
Not efigible n=13
d
No Graft ASCT Alla SCT
n=32 n=37 n=7
CR n=32 CR n=4
PR n=4 OR n=S
OR n=61

Median follow-up = 15,7 Mo (1,7 — 32,5)
* 2-year PFS = 58% / median PFS = 25 Mo
« 2-year OS = 88,5% / median OS = NR




HuBonymab y nauuenToB ¢ p/p KJIIX (CheckMate 205)
Il dpa3a

Koropta A Koropta B KoropTta C
n =63 n =380 n =100
BV HuBonymab 3 mr/kr
do u/unu B/B 1 p/2 Hepn.
BV nocie JleueHnne po
ayto-TCK nocsne aymo-TCK Nporpecc1poBaHus
a yﬁ:K 3aboneBaHus Mnm
- Henpvemnemonm
e e TOKGHHHOCTA *
npekpaLianu
nevyeHue?

MauneHTbl Mornu HanpaBnsATbCA
| Ha anno-TCK. B atom cniyyae
HMBONTyMab OTMeEHsINCA.

OnutenbHOCTbL HabnaeHUA (OKOHYaHue aekadbpb 2016)

} ! }

MeauaHa: 19 MeauaHa: 23 MeawnaHa: 16 ™
mec. mec. mec.

Tecell
receptor
Muc P!

I
- .

PD1.2 w01

2B0O3MOXXHOCTb BO30GHOBMEHUA Tepanuu Npu peuuamnee B TedeHne 2 net
1. Younes A, et al. Lancet Oncol 2016;17:1283-1294 -




Husonymab y naumenTtos c p/p KJ/1X (CheckMate 205):
9dPEeKTMBHOCTb TEPANUMU

BV
nocnae
ayto-TCK

BV ao n/vnm
nocne ayto-TCK

n =100
n =80

OOBLeKTMBHBLIN OTBET Mo oLeHKe He3aBUCUMOW

paguonornyeckon kommccumng, %

Hannyywmin o6wmn oTBeT No oueHKe

He3aBMCUMOW paguoniormyeckon kommcecum, %
[lonHas pemuccuga 29 13 12
YacTtuyHasa pemmcens 37 55 61
Crabunusauns 24 21 15
lMporpeccupoBaHune 3aboneBaHns 1 8 10
HeB0O3MOXHO onpeaennTb 0 4 2

[1o oueHke nccnegoBarenen: [I'IP 33% ]
UP 39%

ICML 2017 M Fanal
aOnpeneneHo no kputepusam MexayHapogHoi paboyeit rpynnel 2007 r. PBee cnyyam MP 6binu noaTeepxaeHsl GOM-M3T. anale



Husonymab y naumentos c p/p KX (CheckMate 205)

mMeguaHa 15 mecsiueB

mMmeaunaHa 12 mecsiueB

0,4 - “* ayto-TCK
0.3 -| ™ BV nocne ayto-TCK
= BV go w/wvnm nocne ayto-TCK

BbIxknBaemocTtb 6e3 nporpeccupoBaHus

0,0 I I I I I I
0 3 6 9 12 15 18

Mecsubl

 MeanaHa BbIXXKMBaeMoCTu 6e3 nporpeccupoBaHma y Bcex 243 naumeHToB coctaBuna 15 mecsuesn

ICML 2017 M Fanale
Bce 3HauyeHusi npeacTaBneHsbl B BUuae meanaHsl (95% ON)



Husonymab y naumeHTos c p/p JIX (CheckMate 205):
BbI)KMBaeMoCTb 6e3 nporpeccnpoBaHua B 3aBUCMMOCTU OT OTBETA

% 1,0

© 0,9 I_|_1 ) . [P: 22 mecsiueB
S A A A

o 0,8_ A I—

=

o

S 0,7

o

o 0,6

E s »  YP: 15 mecsiueB
m 15 N /N \

Q

© 0,4 C3: 11 mecsiueB
5 0ad

g 0,3

(] 0,2

©

)

= 0,1

X

0 ]

(aa] 0 T T T T T T 1

0 3 6 9 12 15 18
Mecsaubl

KonuyecTtBO nauueHToB

Mne 40 40 33 32 27 20 16
yp 128 126 89 71 46 25 21
C3 47 44 25 19 11 8 8

« MeanaHa BbhXnBaeMocTn 6e3 nporpeccnpoBaHma y Bcex 243 naumeHToB coctaBsuna 15 mecsues

ICML 2017 M Fanale



Husonymab y naumeHTos ¢ p/p JIX (CheckMate 205):
obuian BbIXKMBAaeMOCTb

ICML 2017 M Fanale

1,07 —Eq=—=;‘|—|— : 1 X o
| O a—¢ o
0,9 Eg_ha_a_al_aﬁmm
S 087 !
9 | |
S 07 .
o . |
S 06 :
S 1
§ 0,57 !
z 04-] ™ ayto-TCK E
S 03— & BVnocneayto-TCK !
8 02 === BV po w/unun nocne ayto-TCK !
0,17 :
O’O a I I I I : I 1
0 3 6 9 12 15 18
Mecsaubl
KonunyectBO naumneHToB
Koropta A 63 61 61 59 55 54 36
KoroptaB 80 78 75 74 71 68 63
KoroptaC 100 97 93 90 83 65 17
OB 3a 12 mecsiueB, % 93 95 90

Bcero
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KEYNOTE-087

MoHoTtepanua nem6ponusymabom npu p/p knaccuvuecko numepome XopKKuHa:
£l aHanu3 3@ PeKTUBHOCTU U NepeHoCUMOoCTU uccnhepgosaHua 2 pasbnl KEYNOTE-087

Zinzani PL, Chen R, Armand P et al. ISHL 11 Cologne, October 2018, abstr P107

MepguaHa HabnoageHusa 27,4 mecauya (ot 1,0 go 32,9 mecsaues)

BV nocne He kanauaatel Ha TCK lNocne PR

gy o oo |
Obuan wacrora 76,8 66,7 73,3 71,9
orBeta %

NonHaa pemuccua 20,1 25,9 31,7 27,6
Obujan .| 925 90,6 89,4 90,9
BbI)KUBaeMocCtTb %

MepuaHa He pocTUrHyTa

Zinzani PL, Chen R, Armand P et al. ISHL 11 Cologne, October 2018, abstr P107
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KEYNOTE-087

MoHoTtepanua nembponusymabom npu p/p Knaccuueckot numepome XoaxXKuHa:
» aHanu3 3¢ PeKTUBHOCTU U NepeHOoCUMOCTU uccnegosaHua 2 ¢asel KEYNOTE-087

MepuaHa HabnopgeHusa 27,4 mecaua (ot 1,0 ao 32,9 mecaues)

Figure 2. Kaplan-Meier Analysis of Progression-Free Survival® in All Patients and by Cohort

=== Al patients
— Cohort 1
_| — Cohort 2
— Cohort 3

Progression-Free Survival,

Time, months

Figure 3. Kaplan-Meier Analysis of Overall Survival for All Patients and by Cohort?

%

Overall Survival,

100
90 —
80 —

707
60 -
50
40 —

30 ,
«=== All patients

20— — Cohort 1
04— Cohort 2
— Cohort 3

Time, months

Zinzani PL, Chen R, Armand P et al. ISHL 11 Cologne, October 2018, abstr P107



AKTMBHOCTb HOBbIX NPenapaToB y 60NbHbIX C
peunamnsamm J1X
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MpeanonoXxutenbHbI MeXaHU3M 4eNCTBUA

Increased Tcell proliferation and
cytokine production

Nivolumab binds to PD-1 on T-cells

and blocks the inhibitory PD-L1/PD-L2 LT
interaction with tumor rcyells \ m'. ‘ "

A
E Re%ulato(y % .
-cell e |

. Enhanced immune response
targets and kills tumor cells

¥
BV bindil lotas ¢
CO30% romiab e e

"Reed-
Stemnberg cell

Brentuximab vedotin binds to tumor
cell, exerting direct cytotoxic effects

ER stress leads to immunogenic cell
death and results in APC activation

—

© 2017 Seattle Genetics, Inc.

Brentuximab vedotin plus nivolumab is an investigational drug combination; the safety and efficacy of
this combination has not been established.

*Herrera, AF., Blood (2018)

BV — 210 KOHbtorat aHTM-CD30 aHTuUTEna c
NNEKAPCTBEHHbIM areHTom AaHTUMMUTOTUYECKOTO
aenctema MMAE. AHTUTENO B3auMMOAENCTBYET C
CD30 peuentopamn Ha NOBEPXHOCTU KNETOK Pua-
LLitepHbepra n poctaBnaet MMAE B onyxonesyto
KNEeTKY.

Nivolumab 6nokupyetr PD-1 curHanbHblM NyTb
B3aMMOAENCTBYS C J/INraHOAaMW, Ha KneTkax Pua-
LUtepHbepra ©n Tem cambiMm BOCCTAHaBAMBAET
3P PEKTMBHbIN NPOTUBOOMYXONEBBLIN OTBET

BV + Nivo  BbicOKO3pdeKTMBHAA KoMbBMHaumA,
KOTOpaa XOpoWOo MNepeHOoCUTcA 60NbHbIMKN  C
peunansmpyrowmm/pedpakTepHbIm TeYeHnem
Mmpombl XOOKKUHA




[NasaunTe 3arnaHem B byayuee - tepanua XXI BeKa:

KombuHaumna PD-1 nurubmutopos n aHtn-CD30 TapreTHoM Tepannm Aas uMTopeayKumm
nepea TpaHcnAaHTaumen y 6onbHbIX ¢ KX

Interim results of brentuximab vedotin in combination with nivolumab In patients
with relapsed or refractory Hodgkin lymphoma uerer as etaigiooa 201

BkatoueHo 61 60nbHbIX . 06wmii oTBeT 82%
[P 61%: 50% Deauville <2
foed Ope2 o Graed KR 11% Deauville 3
BV18mgkg A A A A
Nivo 3 mg/kg A A A A e Crabunmsauumsa 7% (4 60nbHbIX)
S p ASCT * [lporpeccmpoBaHue 5% (3 601bHbIX)
Weeks 1 4 7 10 13
cT CTIPET

A.F. Herrera et al. Hematological_Oncology 2017
ASH 2017, oral and poster abstract 649

Herrera AF et al Blood 2018

Advani R. ISHL 2018



BknoyeHo
62 60NbHbIX

|

4 umnkna BV + Nivo npoBegeHbl 1 OUeHEHbI

59 60/1bHbIX
[lononHutenbHaA salvage Tepanus
l nposeaeHa 17 60/1bHbIM
BAOXT nocne BV + Nivo BAXT npoBeaeHa
42 601bHbIX 14 60nbHbIM

Bcero BAXT npoBeaeHa 56 60/1bHbIM

Herrera AF et al Blood 2018



Meauana Habnoperua 21,8 mec

Bbi’knBaemMocCTb 40 NPOrpeccuMpoBaHmnAa BO BCeM rpynne

82%

Vf’
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i
CLRMANY

OCTOBER 27 -29 2018
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BbXKMBaemMocTb A0 nporpeccposaHUA B 3aBUCMMOCTU

oT oTBeTa Ha BV + Nivo

< 100
©
8 90
= b
o 80
()]
o 70
T
©
g 60
[
@ 50
[ =
2 40
a
e 301
©
qC_) 20
<4 Median 95% |
> 10 N Events (Months) (Montl
. ——+—— Overall PFS 61 9 = (——
T T T T T T
0 2 4 6 8 10 1
N at Risk (Events)
Overall PFS 61(0) 59(0) 38(7) 38(7) 38(7) 37(8) 3

Advani R.poknag Ha 11 ISHL 2018

97%

100 -
s U7 T T T - = CR
8 90 A
] 80 - PR
[m]
[a 70
“—
[s]
] 60
s
@ 507 sD
=
Q 40 4
—
@
@ 394
o Censored Median 95% CI
k= 20 A Patients N Events (Months) (Months)
3 —— CR o a7 1 = —
) 10 — PR A 12 1 - 9.7,-)
o — SD . 5 1 - (3.3,-)
04
T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 22 24 26 28 30
Time (Months)
N at Risk (Events)
CR 37(0) 37(0) 31(0) 31(0) 31(0) 31(0) 29(1) 29(1) 27(1) 19(1) 13(1) 4(1) 2(1) 2(1) 0(1)
PR 12(0) 12(0) 6(0) 6(0) 6(0) 5(1) 5(1) 5(1) 5(1) 4(1) 3(1) 1(1) 1(1) (1) 0(1)
sD 5(0) 4(0) 1(1) 1(1) 1(1) 1(1) 1(1) 1(1) 1(1) 1(1) 0(1) o(1) 0o(1) o(1) 0o(1)

*Estimated PFS at 21 months (95% ClI)



Meauana Habnoperua 21,8 mec

O6Lan BbI}KMBAaEeMOCTb BO BCEW rpymnne

95%
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100 A
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S 70 A
(0]
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(2]
£ 50
Q
© 40
o
e
8 30
< . 98%
g 20 - 5 100 1 i >
[ Median (8 oo No Salvage
o 10 N Events (Months) (IO Salvage
0- —e—— Overall Survival = 6 80 87% g
T T T T T T T E 70 - -
0 2 4 6 8 10 12 S
[} 60
T
N at Risk (Events) uc; 50 4
Overall Survival 61(0) 60(0) 60(0) 59(0) 58(1) 57(2) 56(2) €
@ 40 A
&
p 30
= 20 - Censored Median  85% CI
8 Patients N Events (Months) (Months)
) 10 Had Salvage . 17 2 = (=)
o No Salvage a 44 1 - (= =)
0—
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
N at Risk (Events)
Had Salvage 17(0) 17(0) 17(0) 17(0) 17(0) 17(0) 16(1) 16(1) 14(1) 13(2) 10(2) 4(2) 12) 0(2) 0(2) 0(2)

No Salvage 44(0) 43(0) 43(0) 43(0) 42(0) 41(1) 41(1) 40(1) 40(1) 32(1) 32(1) 22(1) 7(1) 4(1) 4(1) o(1)

Advani R.goknag Ha 11 ISHL 2018
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Results: OS, PFS, RI

2-year RI 4°




Tepanua 610KaTopammn KOHTPOJ/IbHbIX TOUEK MOKET NOBbICUTb
YyBCTBUTENbHOCTb IMMOoMbl XOAXKKUHA K NocaeAyIoLeMy JIeYeHuUto.

* Peunams nocne neyeHuns antiPD-1: 50 601bHbIX

* MeaunaHa AMHUM Tepanum ao antiPD-1: 4 (1 -10)

* MepgmaHa AnnTenbHOCTM OTBETA Ha Tepanuto, npeawecTteytowyto antiPD-1: 3,5 mec.
* Peungus nepepn antiPD-1: 36%

* [lporpeccuposaHue nepen antiPD-1: 64%

Cnepyowan nmHmna tepanum nocne anti-PD1 OTBeT Ha Tepanuto nocne anti-PD1

ne YP Crabun. nporp.

KAnHunyeckue nccnenosaHmA 1 1 4 0
TCKK (ayTo/anno) 8 0 0 0
Apyrasa ummyHoTepanua 0 0 0 2
[C'ral-lp,ap'n-laﬂ XumuoTtepanua n=23 6 6 3 ] 8
TapreTHaa Tepanusa 2 1 2 6

Carreau NA, Pail O, Armand P. ASH 2018, abstr 1626



Progression free survival Probability

Survival Probability

02 04 06 08 10

00

02 04 06

00

Tepanvm GHOKaTOpaMM KOHTPOJ/IbHbLIX TOYEK MOXeEeT NOBbICUTDL

4yBCTBUTEJ/IbHOCTD l'IMM(IJOMbI XOAXKUHA K nocineaymouiemy ne4eHuto.

Progression Free Survival for Hodgkin's Lymphoma Patients

_______

Time in Days

Figure 1: Progression Free Survival for patients with CR, PR, or SD to post-CBT treatment,

Dotted lines represent the 95% CI.

Overall Survival for Hodgkin's Lymphoma Patients

_________________________

T T
0 500 1000 1500

Time in Days

Figure 2: Kaplan Meier curve of overall survival for patients with CR, PR, or SD to

post-CBT treatment. Dotted lines represent the 95% Cl.

MeawnaHa HabnoaeHus — 14 mec.

BB y 60nbHbIX ¢ P, YP, ctabun. (n=34) — 10,5 mec.;
n3 HMx 58,8% 6e3 nporpeccnpoBaHuA

MepgnaHa OB He gocturHyTa, 85% XuBbI

Carreau NA, Pail O, Armand P. ASH 2018, abstr 1626



NHIMbmUTOPbl MMMYHHbIX KOHTPOJIbHbIX TOYEK B Tepanuu peunansos J1IX nocne annoTlCK

“ cic 725 Herbaux et |
al 1'—‘ | OB — 78% Progression-free survival
Yucno 7 20 LI_L |

60/1bHbIX g

OBy 100% 95% " L BPB=56%
oTBeT %

OB 100% 78% jj

OPTNX 0% 30% £ )

MeanaHa 7 17

HabaoaeHua, mec

O.U—I

T T T T T T T T T T T T T T T T
n] 1 2 3 4 5 5] T 8 =] 10 11 12 13 14 15 16 17

Follow-up, months

Herbaux C et al, Blood 2017
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Jpa TapreTHOU TepanmMu U UMMYHOTEpPanuu OTKpbINa
HOBbIE BO3MOXXHOCTU ANA NeyeHua 6onbHbIX KX ¢
pPeuUMaAUBUPYIOWUM U pedpaKTEPHLIM TEYEHNEM
3abonesaHuA
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