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HuBonyma6 Dako Link 48 28-8 21%TC
NMem6ponusymab Dako Link 48 22C3 250% TCun 21%TC
Ate3onusymac* Ventana SP142 21% TC/IC
OypBanyma6* Ventana SP263 225% TC
ABenyma6* Dako-based 21% TC

SP142 (Roche) )'_
SP263 (AZ, BMS) Z
73-10 (Pfizer)

* npenaparbl He 3aperucTpupoBaHbl B Poccun no Kerr KM & Hirsch FR Arch Pathol Lab Med 2016

PD-L1 anarHoctuka npu HMKPJ1 (knoHb! aHTUTeEN)

Whole cohort NSCLC, Cytology excluded

% Tumor Staining
% Tumor Staining

Cases
Each circle represents the mean of all scores (glass slide & digital combined)

no Tsao MS et al. IASLC 2017

Blueprint 2 — 81 obpasey
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Mon MNicTonorus
Male (n=268) Female (n=152) Adenocarcinoma (n=308)  Squamous cell ca. (n=76)
40

8 8

Positive rate, %
H
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PD-L1 PD-L1  PD-L1 PD-L1 PD-L1  PD-L1 PD-L1  PD-L1 PD-L1
21% 225% 250% 21% 225% 250% € 21% 225%  250%

e

KypeHue
Ever-smoked (n=290)  Never-smoked (n=124) Positive agreement seemed
suboptimal when cutoff was
225% and 250%. (Sex, Sm HXx,
Histology may affect)

Positive rate, %
N 8 8 &
85 8 8
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0
PD-L1 PD-L1 PD-L1 PD-L1 PD-L1 PD-L1
21% 225% 250% 21% 225% 250%

no Saito T et al. IASLC 2017

PD-L1 B HMKPI - 420 o6pa3uyoB

Table 3. Treatment outcome by PD-L1 TPS

TPS N (%) Response  Disease control / Progression free sur\'i\'al\ ROC analysis
~ rate (%) rate (%o) (months, 95% CI) (AUC)
=1 19 (48) 16 42 2.1(1.3-5.5)
15 (38) 7 40 1.6(1.2-3.9) 0.75
6(15) 100 100 Not yet 1'eached*
22(55) 9 36 2.0(1.2-3.3)
10 (25) 20 50 2.6 (1.0-%)
8 (20) 75 88 Not yet reached
29(73) 17 45 2.1(1.3-9.5)
9(23) 33 56 2.6(1.2-%)
> 50 2(5) 100 100 Not yet 1'eached*
=1 18 (45) 11 39 2.0(1.2-3.3)
SP263 1-49 16 (40) 19 50 2.6(1.3-%)
=350 6(15) 83 83 \ Not yet x'eachedt')

PD-L1: programmed cell death ligand 1; TPS: tumor proportion score; CI: confidence interval: ROC:

SP142
TC

receiver operating characteristic: AUC: area under the curve: TC: tumor cell

Daichi Fujimoto et al. JTO 2018

PD-L1 anarHoctuka npu HMKPJ1 (KnoHbl aHTUTEN)
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* Yem Tectun poBaTb

Kak nogcuntbiBaTh akcn peccuro

KayecTBeHHOe onpeaeneHue natrepHa aKcnpeccumn

a Innate immune resistance

O\Mnc |Peptide

Tumour cell \ Constitutive oncogenic

signalling induces PDL1
expression on tumour cells

b Adaptive immune resistance

O ‘\\, MHC, | Pept
Tumour /

T cell-induced
PDL1 upregulation’

Nature Reviews | Cancer

Drew Pardoll Nat Rev Cancer 2012

MMMyHHaa TonepaHTHOCTb
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OTtnunume nokasarensi CPS ot ucnonbsyemoro npu HMPJI
nokasartens akcnpeccum PD-L1 - TPS

Combined Positive Score (CPS)N
OTHoweHne PD-L1 Nno3uTUBHBIX KINETOK
(onyxoneBble/nuMdoumnTbl/Makpodaru) K
obLemy Konm4yecTsy OMyxoneBbiX KIeTok
B %

Fl'umor Proportion Score (TPS):
OTHoLwweHne PD-L1 nosutuBHbLIX
ornyxorneBbIX KINeTok K obLiemy
KOMNMYECTBY OMyXOneBbIX KMeTok B %

# PD-L1 positive tumor cells #PD- ini
TPS = |4 X 100 CPS = PD-L1 staining cells 00

Total #viable tumor cells - Total #viable tumor cells

o J

Metoguka nogcuéra: TPS & CPS

CPS B ypoTenuanbHoOM pake

Table 12: Precision of PD-L1 IHC 22C3 pharmDx in urothelial carcinoma, tested at one site (CPS = 10)

Precision
Endpoint

Diagnostic
Cutoff

Study Design

9% Agreement (95%
cl

Intra-run
(Repeatability)

CPS=
10

Each of 32 urothelial carcinoma
specimens (15

PD-L1-negative and 17 PD-L1-
positive} with a range of PD-L1 IHC
expression was tested with five
replicates within a run on the
Autostainer Link 48 instrument.

Combined
Precision (Inter-
Operator, Inter-
Instrument, Inter-
Day, and Inter-
Lot as combined
variables)

CPS=10

ANA 96.6% (93.4-
100%)

APA 95.8% (91.3-
100%)

OA 96.2% (92.5-
100%)

Each of 46 urothelial carcinoma
specimens (26 PD-L1-negative and
20 PD-L1-positive) with a range of
PD-L1 IHC expression was tested
using three Autostainer Link 48
instruments, three operators, three kit

lots, over three non-consecutive days.

ANA 94 7% (88.9%-
93.7%)

APA 93.5% (87.1%-
93.4%)

OA 94.2% (88.4%-
93.6%)

PD-L1 IHG 22G3 pharmDx [package insert]

Bocnpoussogumoctb CPS
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* Yem TecTupoBaTb
* Kak nogcumtbiBaTb JKCrnpeccuro

+ KauyecTBeHHOe onpeaeneHue naTrepHa 3aKcnpeccum

Inflamed Noninflamed
L ———

Preexisting immunity Excluded infiltrate Immunologically ignorant

PD-L1: >50%- 1-49% 3’"} <1%
® : :"P:-,v
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Mutational load

TiLs Angiogenesis
CDB8 T cells/IFNy Reactive stroma
PD-L1/checkpoints
MDSCs W/ Low MHC class |

Respond favorably to Convert to inflamed phenotype with combinations
checkpoint inhibition

Priti Hegde et al. Clin Cancer Res 2016

Tunbl nMmmyHHoro oteeta npu HMKPJ1
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P
u3 apxuBa Caénosa H.A.

Tun 1: ageHoKapuMnHoMa

Inflamed Noninflamed

Preexisting immunity Excluded infiltrate Immunologically ignorant
PD-L1: >50%; 1-49% Tgw. | <1%

Mutational load

TiLs Al i
ngiogenesis
CD8 T cells/IFNy Reactive stroma
PD-L1/checkpoints MDSCs

Low MHC class |

2\

Respond favorably to Convert to inflamed phenotype with combinations
checkpoint inhibition

Priti Hegde et al. Clin Cancer Res 2016

Tunbl nMmyHHOro otBeta npu HMKPJ1
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M3 apxmaa Caaenosa H A.

Tun 2: NNOCKOKIETOYHbIN pakK

Tumor endothelium FasL establishes a selective immune ‘
barrier promoting tolerance in tumors

Gregory T Motz!, Stephen P Santoro', Li-Ping Wang?, Tom Garrabrant!, Ricardo R Lastra?, lan § Hagemann?,
. Michael D Feldman?, Fabian Benencia! & George Coukos'-*

CDS" AnonTto3

Teff N\
gg 9) 9) CD4+
Treg CD25+

3 FOXP3+

FasL vessels FasL vessels
N1

= Tyler Curiel et al. Nat Med 2004

Facciabene et al. Nature 2011
Gregory Motzet et al. Nat Med 2014

MMMyHHaa TonepaHTHOCTb
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Tun 2: NNOCKOKMETOYHbIN pakK

Inflamed Noninflamed
e ———

Preexisting immunity Excluded infiltrate Immunologically ignorant

PD-L1:  >50%-; . 1-49% } <1%

Mutational load

TiLs Angiogenesis
CDB/T cells/IFNy Reactive stroma
PD-L1/checkpoints
MDSCs S Low MHC class |

Respond favorably to Convert to inflamed phenotype with combinations
checkpoint inhibition

Priti Hegde et al. Clin Cancer Res 2016

Tunbl nMmmyHHoro oteeta npu HMKPJ1
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PD-L1 — ctaHpgapTHbii TecT ana HMPI 11IB-1V ctaguw.
Ero cnepyet genatb BCeM «MO YMOJSTYaHUIO»

PD-L1 — MyweHb Ansa Tepanuu

22C3 — 3TanoHHbIA TecT

Mpun akcnpeccum >50% MembponusymMab — Tepanus

BbiObopa

Ons 6onee ceneKTMBHOro Ha3Ha4YeHuUs
MMMyHOTepanuu Hy>XHa KOMOGMHaLMA GMOMapPKEPOB

CNACWUBO 3A BHUMAHMUE!
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