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METHODOLOGY:

. Systematic review from Phase Il clinical trials with Immune Checkpoint In
on different solid tumour settings and data available by PDL1 stratification

¢ Publications until July 2019
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PDL1 IS AN IMPORTANT INHIBLTO
OF ICELLS CITOTOXICITY

co-inhibitor

Sl Cco-stimulator

Tumour cell T-cell

Casteldranco L, et al. Acta Med Port 2019 Apr;326%):251
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THERE ARE DIFFERENT
REGULATORY MECHANISMS R PD
EXPRESSION AND IT IS VARIABLE OVER TIME

(Inflammatory) cytokine
receptors

PD-L1 partners
PD-L1 modifiers

Signaling transduction
components

microRNAs

Genetic alterations

Reprinted from Immunity, 48 (3), Chong SReeti@tion and Function of thelRIheckpoint, 4882, copyright 2018 wirmission from Elsevier.
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PDL1 ASSESSMENT BY
DIFFERENT TECHNIQUES

Summary of 2 monoclonal antibodies and technical aspects ft
evaluation and agen@egrovals in NSCLC

PDL1 Ab host Automated  Checkpoint PDL1  Definition of positivity FDA status EMA status
mAbclone species platform inhibitor (target) scoring (cutoffy
22C3 Mouse Dako Pembrolizumab TC TC O01% ( mi Companion CE mark
(Autostainer (PD1) 100 TC)
Link 48)
288 Rabbit  Dako Nivolumab TC TC O1% ( mi Complementar CE mark
(Autostainer (PDL1) 100 TC)
Link 48)
SP142 Rabbit  Ventana Atezolizumab TC,IC TC O50 % or Complementar CE mark
(BenchMark (PDL1) (minimum of 50 TC w
ULTRA) associated stroma)
SP263 Rabbit  Ventana Duravalumab TC TC 025 % ( nFDAapproval CE mark for nivolum
(BenchMark (PDL1) 100 TC) only for and pembrolizumab
ULTRA) urothelial NSCLC and
carcinoma durvalumain
urothelial carcinoma
7310 Rabbit  Dako Avelumab TC TC O1% ( mi FDAapproval NA
(PDL1) not defined)

Teixidod C et al, Ther Adv Med Oncol. 2018, VOi. 10: 1
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HE EXPRESSION OF PDL1 IN
UMOUR CELLS COULD BE

ASSOCIATED WITH THE EFFICAC
IMMUNE CHECKPOINT INHIBITORS
SOLID TUMOURS?
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PREVIOUSLY UNTREATED METAS
NONSMALL CELL LUNG CANCER
(NSCLC)
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UNTREATESTAGE IV NSCLC

Immune Checkpoint Inhibitors (ICIs) Phase lll clinical trials with

|IClsonly |Cls+ Chemotherapy

KEYNOTH24 KEYNOTHS89
KEYNOTH42 KEYNOTEO7
CHECKMATER6 IMpowet 50
CHECKMATER7* IMpowet 30
IMpowet31
IMpowet 32

*Includes also combination Nivo+IPl and Nivolumab + chemo
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UNTREATESTAGE IV NSCLC

Histology agnostiPembrolizumab trials

PBDL1 TPS O

PBDL1 TPS O

No EGFR/ALK

No EGFR/ALK

KEYNOTH24 KEYNOTHB42
Pembres Platinwmoublet Pembrars carbo + paclitaxe| or
pemetrexed
Hazard ratio (OS) Hazard ratio (OS)
0.60 (0.40.89) PDL1 O 1 %:-098)| 81
PDL1 O 20%0920. 77
PDL1 O 50 %0.850. 69

G Lopez ASCO 2018; M. Reck ESMO 2016.
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PEMBRQS CHEMO
UNTREATED NSCLC (KEYNW4ZE

PBL1 O50 % PDL1 349%
Benefit Non Benefit
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Reprinted from The Lancet, 393 (10183), Mok TSK, et al, Pembrolizumab versus chemotherapy for prelieigiyasimgpdted|lip@dvanced or metastatic non
smalcell lung cancer (KEYNOZB: a randomised, cladel, controlled, phase 3 trial; 18809 Copyright 2019, with ggamifrom Elsevier.
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UNTREATESTAGE IV NSCLC

Histology agnogti€heckMate 227 Tri&esults by R

PDL1 < 1% PDL1 O 10¢
TMB O10 m TMB O10 m
Nivo #pivschemo Nivo #pivs chemo

HR (PFS) HR (PFS)

0.48 (0.2D.87) 0.62 (0.44.88)

H. Borghaei ASCO 2018. M.D. Hellmann NEJM 2018
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UNTREATEBTAGE IV NSCLC

SQUAMOUS

KEYNOTH#O07
Carbo pacliNab+pembras
Carbo + paclitak&db+ placebo

Impowerl31
Carbo + paclitaxateézolizumd®) vs
Carbo Nabpaclit atezolizumdgB) vs
Carbo Nabpaclitaxél)

HR (PFS): 0.56 (G0130)
TPS < 1%: 0.68 (00498)
TPS 149%: 0.56 (0-8980)
TPS O 50 %1580 . 3

L PareAres ASCO 2018; R Jotte ASCO 20185
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Arm B vs Arm C
HR (PFS): 0.71 (0(®85)
TC 0 and IC 0: 0.81 ((.®8)
TC 1/2 or IC 1/2: 0.70 ¢€0.93)
TC 3 orIC 3: 0.44 (e0271)




IMPOWER13DNONSQUAMOUS
NSCLC

Atezo + carbaonabpaclitaxel vs Chemo

Forest plot of HR for PFS in the interAteneat wildtype population

Atezolizumab plus chemotherapy group  Chemotherapy group Hazard ratio (95% CI)
Events/number Median progression-  Events/number Median progression-free
of patients free survival, months  of patients survival, months
Sex i
Female 138/185 74 79754 48 —p— i 058 (0-45-0-78)
Male 209/266 6-4 119/134 56 —— 0.67 (0-54-0-85)
Age ;
<65 years 173227 63 99/114 55 —— 0-64 (0-5-0.82)
=65 years 1747224 72 99/114 53 —— 0-64 (05-0.82)
ECOGPS* i
0 142/189 749 78/91 56 —— ! 0.59(0-44-078)
1 205/261 61 119/136 50 —— ! 068 (D:-54-0-86)
2 - NA 1 37 : NA
Tobacco use history :
Never 43/48 81 16/17 46 —_—— 0-63(0:35-112)
Current or previous 304/403 69 182/211 55 —— | 0-64 (0-53-0-77)
Mo liver metastasis 286/382 73 172/197 [ i ' 0-59 (0-49-0.71)
at enrclment i
Liver metastasis 61/69 42 26/31 44 |—‘1—| 0-93(0:59-1-47)
nent !
PD-L1-high 61/38 64 4142 46 —— | 051(034-077)
PD-L1-low 06/128 83 5265 60 —— 0-61(0-43-0-85)
PD-L1-negative 190/235 62 105/121 47 —ip— i 072 (0.56-0-91)
___________________________________________________________________________________________________________________________ .
Intention-to-treat 347/451 70 198/228 55 —ip— i 0-64 (0:54-0-77)
wild-type population i
r : 1
01 1 25
. —
Favours atezolizumab Favours chemotherapy
plus chemotherapy

Atezolizumab in combination with carboplatingdoitaaél chemotherapy compared with chemotherapy almeetestfilestt for metastatic-egmamous nen
smalcell lung cancer (IMpower130): a multicentre, randordesieel, ppase 3 trial, 934, Copyright 2019, with peéomisem Elsevier.
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IMPOWER132 STUDY DESIGN

Chemotheramgive ) Induction therapy Maintenance therapy
patients with Stage I\ ArmAPP g A T
nonsquamous NSCLG Atezolizumab :
without EGFR or ALK carboplatin oisplatiof Atezolizumas Maintenance o
genetic alteration pemetrexed pemetrexéd treatment untjl =
Stratification factors: 4 or 6 cycles PD by =
A Sex RECIST v1.1 g
ﬁ Smoking status ArmPpa or loss of =
ECOG PS Carboplatin or cisplati clinical benefit n
A Chemotherapy regimien pemetrexed Pemetrexed
L N=578 I'T 4 or 6 cycles L ) -

Coprimary endpoints:-i¢gessed PFS and OS
Secondary endpoints:dsiéssed ORR and DOR, patipoited outcomes and safety measures
Exploratory analyses: Clinical and biomarker subgroup analyses

. Biomarkesgvaluable tissue not mandatory for enrolment (was available from 60% of patie

Papadimitrakopoulou VA. IMpower132: Efficacy & Safety. Presented at IASLC 19th World Conference on Lungl€Seeenioeo20] &ana
aAtezolizumab: 1200 mg IV g3w; Carboplatin: AUC 6 mg/mL/min IV g3w; Cigtlagaw; Pemétrexed: 500 My/qBw. NCT02657434. Data cutoff: May 22, 2018
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IMPOWER32
PFS BY PD1 STATUS

PD-L1 High

TC3orlIC3

—}— APP (n=25)
—4— PP (n=20)

PD-L1 Low

TC1/2 oriC1/2
100

- —}— APP(n=63)
—— PP(n=73)

PD-L1 Negative

TCO and ICO

—}— APP (n=88)
—}— PP (n=75)
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||||||||||||||||||||||||
0 1 2 3 4 5 68 7 B 9 10 11 12 13 14 15 96 17 18 19 20 21 22 23 0 1 2 3 4 5 € 7 8 9 101 1213 14 15 16 17 18 19 20 21 22 23

Time (months) Time (months)

APP PP APP PP APP PP
ORR, %| 72% 55% 38% 38% 44% 27%
CR|PR, %| 0]72% | 5% |50% 2% |37% | 0]38% 2% |42% | 0]27%
Median DOR, mo| NE 7.2 7.2 7.2 10.1 4.2
12-month PFS|  46% 25% 27% 20% 35% 8%
Median PFS, mo| 10.8 6.5 6.2 5.7 8.5 4.9
HR® (95% CI)|  0.46 (0.22, 0.96) 0.80 (0.56, 1.16) 0.45 (0.31, 0.64)

APP, atezolizumab + carboplatin/cisplatin + pemetrexed; PP, carboplatin/cisplatin + pemetrexed.
2 Qverall HR 0.57 (0.45, 0.73) in biomarker-evaluable patients (60% of ITT). ® Unstratified HR. Data cutoff: May 22, 2018.

Papadimitrakopoulou VA. IMpower132: Efficacy & Safety. Presented at IASLC 19th World Conference on Lungl€Seeeioeo20] &ana

oncology/Pror

Educational Portal lof Dncologisls



SUMMARY OF RESULTS BY PDL1
SUBGROUPS

Tumoutype Interventions N° of Main outcomesresults Hazard Ratio (HR) by pdi1 Trend for increased benefit wi
patients stratification groups* higher PDL1?
KEYNOTH24  Advanced NSCLC and 1-Pembrolizumab 305 (1:1) mPFS - ?
PDL1 O 50 % 2-Chemotherapy 1-10.3 months
2-6.0 months
KEYNOTH89  Metastatisonsquamous 1-Chemo 616 (2:1) mOSat 12 months PDL1 < 1%: 0,59 Yes
NSCLC without 2-Chemo + Pembro 17 69,2% PDL1 #9%: 0,55
sensitisinBGFR or ALK 21 49,4% PDL1 O 50 %: 0, 42
mutations HR for death, 0.49 (0.38 to 0.64)
IMPOWERS50  Nonsquamous NSCLC 1-Atezo+r Chemo 271 336 pts mPFS TCO and ICO: 0,77 Yes
2-Bevat Chemo 31 356 pts 21 6,8 months TCO0/1/2 and 1C0/1/2: 0,68
3- AtezolizumabBevatr 3-8.3 months TC1/2 or IC1/2: 0,56
Chemo HR 0.59 (0.50.70) TC1/2/3 or IC1/2/3: 0,50
TC3orIC3: 0,39
KEYNOTH42  Advanced NSCLC 1-Pembrolizumab 1274 (1:1) OS PDL1 O 1% 0, 81 Yes
PBL1 O 50 % 2-Platinum based chemotherapy PDL1 O 50% 20,0 RBL120Q020%oGt N3
PDL1 O 20% 17,7 RBL13QO5mMm%Wn® h6?9
PDL1 O U1U2%l nobths7 v s
Impowet130 Nonsquamous NSCLC 1-Atezo + Carbo + Nab 724 (2:1) mOS PDL1 negative: 0,72 (005®L) Yes
paclitaxel 1-18,6mo; 213,9 mo PDL1 low: 0,61 (0-@385)
2-Carbo + Nabaclitaxel mPFS PDL1 High: 0,51 (0®47)
1-7,0 mo vs-5,5 mo
Impowei131 Stage IV squamous  A-Atezo + Carbo + paclitaxel 1021 mPFS PDL1 neg: 0,81 (016@3) Yes
NSCLC B- Atezo + Carbo + (1:1:1) Bi 6,3mo PDL1 low: 0,70 (0{592)
Nabpaclitaxel Ci 5,6 PdI1 high: 0,44 (0{271)
C- Carbo + Nabpaclitaxel (HR, 0.715; P = 0.0001)
CHECKMATE Untreated stage IV or 1-Nivolumab 423 (1:1) mPFS Pdl1 O 5%: 1,18 NO
026 recurrent NSCLC and  2-Platinum based chemotherapy 1-4.2 months Pdl1 O 50%: 1,07
PBL1 O 1% 2-5.9 months
KEYNOT#07  Metastatic squamous 1-Chemo Pembro 559 (1:1) mOS PDL1 < 1%: 0.61 NO
NSCLC 2-Chemo + placebo 1-15.9 months PDL1149%: 0.57
2-11.3 months, PDL1 > 50%: 0.64
HR 0.64 (0.40.85)
CHECKMATE Stage IV or recurrent  Nivo 2220 l-year PFS (patients with high TMB)PDL1 < 1%T MB  1@QutMb0,48 NO
227 NSCLC that was not  Nivot IPI (2:1:2:1)  nivolumab+ipilimurats% PBL1 O MBo 1@utMbO
previously treated with Nivo+chemo chemotherapy 13.2% HR 0,62
chemotherapy. Chemo
Impowet32 Stage IV nesguamous 1-Atezo + platin + pemetrexed 578 (1:1) 12mo PFS PDL1 negHR 0.45 (0.31, 0.64) NO
NSCLC without EGFR 02 - Platin + pemetrexed 17 33,7% PDL1 lowHR 0.80 (0.56, 1.16)
ALK genetic alteration 21 17% PDL1 highHR 0.46 (0.22, 0.96)

OnCO IogY?EPRO * HR from main outcome results m

Educational Portal lof Dncologisls



NSCLC AND HOO EXPRESSION
IMPLICATION FOR CLINICAL
PRACTICE AND RESEARCH

Trend for increased benefit with ICls alone on entitHe8GIEC
On Combination ICI + chemo less importanté ekpi@ssion

Many uncertainties on the real valud bff@xlinical practice with ICIs in untreat
NSCLC

Important questions to be answered
. Why PEL1 expression has a high value in some studies and low in othe

¢ PDL1 expression combined with other biomarkers (eg. TMB;-specific r
antigens) for a score predictor of response in NSCLC?

. Are checkpoint inhibitors monotherapy better than combination with
chemotherapy inPM O 50% NSCLC wuntreated

. Chemo + ICI 1st line vs sequence of treatment, regakdlespression?

oncology/pro ESMD



MELANOMA
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PHASE Ill ICI TRIALS IN
MELANOMA STRATIFIED BYPD

Population Clinical outcome Definition and % of Reference
PDL1+ melanomas

EORTC Stage lll resected (1) Pembrolizumab 200mg Q3W.-year RFS O01% df+ PD Eggermont

1325 melanoma (n=514) Pembro: 75.4% tumour and adjacent AMM. et al,
No irransimets (2) Placebo 200mg Q3W (n=50P)acebo: 61.0% immune cells NEJM 2018
A (N1a >1 mm) HR 0.57; 98.4% ClI, @434,

p<0.001 83.7%

CM066 Metastatic melanomél) Nivolumab 3mg/Kg Q2W + mPES O5 % di+ P D RobertC. et
BRAF WT Placebo 1000mg@8W (n=210) Nivolumab + placebo: 5.1 monthstumour cells al, NEJM
Treatment naive  (2) DTIC 1000mg@38W + DTIC + placebo: 2.2 months 2015

Placebo 3mg/Kg Q2W (n=208) HR 0.43; 95% CI, 60386; p<0.001 35.4%

CM067 Metastatic melanomdl) Ipilimumab 3mg/Kg Q3W + mPES 05 % df+ P D LarkinJ. et

Treatment naive Nivolumab 1mg/Kg Q3W (n=314pilimumab + Nivolumab: 11.5  tumour cells al, NEJM
(2) Nivolumab 3mg/Kg Q2W  months* 2015
(n=316) Nivolumab: 6.9 months 23.6%
(3) Ipilimumab 3mg/Kg Q3W Ipilimumab: 2.9 months*
(n=315) *HR 0.42; 95% CIl Q037; p<0.001

KNOO6 Metastatic melanomél) Pembrolizumab 10mg/Kg Q2nPES 01 % di+ PD Schachterl.
One prior line of (n=279) Pembrolizumab Q2W: 5.6 monthstumour and adjacent et al. The
treatment was (2) Pembrolizumab 10mg/Kg QR&mbrolizumab Q3W: 4.1 monthsmmune cells Lancet 201y
allowed (n=277) Ipilimumab: 2.8 months
(except adlD(L)1  (3) Ipilimumab 3mg/Kg Q3W  HR 0.61; 95% CI 60605; p<0.001 80%
or antCTLA4) (n=278)

RFS = recurrenfree survival. mPFS = median progfessisarvival



PHASE Ill ICI TRIALS IN

MELANOMA STRATIFIED BYPD

m

EORTC 1325 trial
Pembres Placebo

HR (RFSyithpembro
PDL1+ 0.54; 95% CI, e04&9;
p<0.001
PDL10.47; 95% CI, 0:285;
p=0.01

HR = Hazard ratio; RFS = recuffreecsurvival.
Eggermont AMM. et al, N Engl J Med 2018; 38811789

oncology/pro
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EORTC 1325 TRIAL ADJUVANT

Pembro vs placebo

Patients with PDEdositive melanoma Patients with PDliegative melanoma
Total No.with  Hazard Ratio Total No.with  Hazard Ratio
No. Event (95% Cl) No. Event (95% Cl)
Pembrolizumab 428 102 0.54 (0.42-0.69) Pembrolizumab 59 20 0.47 (0.26-0.85)
Placebo 425 176 1.00 Placebo 57 27 1.00
P<0.001 by stratified log-rank test P=0.01 by stratified log-rank test
100+ 100+
© 90 - 90
s 80+ s 80
(4] . 4]
2 g 704 Pembrolizumab 2 g 704
< 0 = 9
9 ‘i 60+ n ": 60 Pembrolizumab
c
-2 % 50 Placebo ._§ £ 50
5 4 -
58 40 % g b, Placebo
L& 304 2or 304
Q Q
v 204 Y] 204
7] (7]
e 10 e 10
0 T T T T T T T 1 0 T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months Months
No. at Risk No. at Risk
Pembrolizumab 428 370 350 333 266 156 61 13 0 Pembrolizumab 59 51 47 44 37 20 10 2 0
Placebo 425 353 317 281 233 141 55 13 0 Placebo 57 46 34 30 23 12 5 2 0

From N Engl J Med, Eggermont AMM, Adjuvant Pembrolizumab versus Placebo in Resected Stage |IF\M&anComayrRER(2088) Massachusetts Medical
Society. Reprinted with permission from Massachusetts Medical Society. Eggermont AMM. et al, N Engl-180dd 2018; 378:1789
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PHASE Ill ICI TRIALS IN

MELANOMA STRATIFIED BYPD

Checkmat®66
(2)Nivolumab Placebo
(2) DTIC + Placebo

\ 4

ORRwithNivo + Placebo
PDL1+ 52.7%
PDL1-33.1%

Checkmat®67
(1)Ipilimumab Nivolumab
(2)Nivolumab
(3)Ipilimumab

\ 4

mPFSn PDL1+

IPI + NIVO = NIVO (14m)
mPFSn PDL1-

IPI + NIVO (11.2m) > NIVO (5

ORR = objective response rate; mPFS = median pifoggessional.
Robert C. et al, NEJM 2015; Larkin J. et al, NEJM 2015; Schachter J. et al. The Lancet 2017.

oncology/pro
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(1)Pembrd.0 mg/kg Q2W
(2)Pembrd.0 mg/kg Q3W
(3) IP1 3 mg/Kg Q3W

.3m)



CHECKMATF

¥

METASTATIC: IPI VS NIVO VS IPI+NIVO

g
©
2
2
=3
wv
n.% Nivolumab
E N‘wollumab pLus
n ipilimuma
PDL1+ melanoma £ ’
o Ipilimumab
-8
0 T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17
Months
No. at Risk
Nivolumab 80 76 71 57 56 54 51 49 49 43 38 32 16 13 5 4 2 0
Nivolumab plus ipilimumab 68 63 61 53 52 47 44 42 42 39 34 24 16 12 3 1 1 0
Ipilimumab 75 69 66 40 33 24 22 21 21 17 16 15 9 6 3 2 2 0
100
. 904
£ g0
g 704
g
3 60+
u
.g 50
= -
PDLl- “lelanOI I Ia '5 “ Nivolumab
£ Nivolumzb pl
Ivolumab plus
é‘n 20 — ipilimumab
(-9 e — ——
10 .
Ipilimumab
0 T T T T T T T T T T T T T T T T T 1
0 1 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Months
No. at Risk
Nivolumab 208 192 178 108 105 98 83 80 76 74 63 50 31 24 9 5 4 2 1 1 1 0
Nivolumab plus ipilimumab 210 195 181 142 134 123 112 106 105 96 88 79 42 36 13 9 6 2 1 0
Ipilimumab 202 183 166 82 72 59 44 39 35 31 26 22 12 8 3 1 O

From N Engl J Med, Larkin J, et al. Combined Nivolumab and Ipilimumab or Monotherapy in Untreate#i Medtquyoigiat, (2032 81assachusetts Medical Society.

Reprinted with permission from Massachusetts Medical Society

oncology/Pror
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KEYNOTHO6
METASTATIC: PEMBRO VS IPI

n Hazard ratio
Male 497 _.:_
Female 337 —
Age =65 years 471 —a—
Age <65 years 363 ——
ECOGPS0 573 om
ECOGPS1 261 oom
Normal LDH 547 _g_._
Elevated LDH 270 —a——
BRAFVE™HK wild type* 532 —&—
BRAF'®™¥* mytant 302 —
0 previous therapies 549 —-'—
1 previous therapy 284 —
PD-L1 positive 671 —u—
PD-L1 negative 150 —E—I——
BTS <median 359 _i_.__
BTS =median 363 — .
01 1 10
<+— —>
Favours pembrolizumab Favours ipilimumab

Reprinted from The Lancet,390 (10105), Schachter J. et al. Pembrolizumab versus ipilimumab for advanceal malavamesiltalodeemulticentre, randomised
operlabel phase 3 study (KEYNIWBE, 1853862, Copyright 2017, with permission from Elsevier.

oncology/pPro ESMD
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MELANOMA AND£D
EXPRESSION

Implication for clinical practice and research

In melanoma, RD is not a good biomarker of response to immune checkpoint
inhibitors

Challenges:
. Different antibodies and thresholds

e Intra & intertumour heterogeneity

The greatest benefit with the combination of nivolumab and ipilimumab versu
nivolumab alone seems to occutlifr RIelanomas

oncology/pro ESMD



HEAD AND NECK
SQUAMOUSELL
CARCINOMAINSCC)
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CHECKMATE 141

HNSCC progression after platinum basedithavapys Chemo

PDL1 expressors ( OPBL norexpressors (<1%)
(57% of the tested patients)

Median 0S HR
Median OS HR (95% Cl), mo (95% CI)
100 (95% Cl), mo (95% CI) 100 =
] Nivo | 6.5(4.4,11.7)
90 90 1 !
Nivo = 8.2 (6.7,9.5) 0.73
20 0.55 80 (0.49, 1.09)
(0.39, 0.78) 5.5 (3.7, 8.5)
70 - 4.7 (3.8,6.2) = 70
= 60 .\—?: 60
E_“; 50 - = 50 -
v wy
O 40- O 404
30 30 -
20 20
Nivo :
10 10 Nivo
ey | C
0 T T T T T T T T T T T T 1 0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months No. at risk Months
Nive 9 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivo 76 54 38 32 29 20 19 17 15 11 5 4 3
Ic 63 45 24 14 10 6 4 3 2 2 0 0O 0 o0 Ic 40 30 19 14 10 7 5 4 4 1 0 0 0

Reprinted from Oral Oncology, 81, Ferris RL, ellcarcamdma ofbhe headlandmeeardongsm i n v
survival update of CheckMate 141 with analyses by-tubvexprBgsion,-85, Copyright 2018, with permission from Elsevier.
Ferris RL, et al. N Engl J Med. 2016;375(1B6r8%Ellison M, et al. J Clin Oncol. 2017;35(Suppl): Abstract 6019.
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PHASHII KEYNO R840 STUDY

( )
Key eligibility criteria
A SCC of the oral cavity, oropharynx, hypopharynx, Pembrolizumab 200 mg IV g3w for 2
or larynx
A PD after platinsoontaining regimen for R/M
HNSCC or recurrence or PD wimmodiths of

multimodal therapy ugilaginum Methotrexate 40 mg/ow?
AECOGPSOor1 OR

A Known p16 status (oropharynx) Docetaxel 75 mgim3w
A Tissuesamplefor PEL1assessmeht OR

\ < Cetuximab 250 mgoqw

( )

Stratification factors . : : : :
A ECOG PS (0 vs 1) .  Clinically stable patients with radiologic PD col

A p16 status (positive vs negative) conti n.u e treat ment ur
APDLITPS( O50% vs <50 %) wk later confirmed PD

y, .
. Crossover not permitted

a imit of 2 prior therapies for R/M HMS6€ssed using the CINtec p 16 Histology assay (Ventana); cutpoint for piéitiviyycolikated prefertésisessed using
the PEL1 IHC 22C3 pharmDx assay. TPS, tumour proportion score = % of tumour cells withLrhexiressictCB0ld be increased to 60 Awyinn the absence
of toxicityFollowing a loading dose of 40.mg/m

Cohen E, et al. Ann Oncol 2017;28(Suppl 5): abstract LBA45 PR.
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KEYNO T840

Overall survival in the intettimaat populations
according to A} expression category

OnCOlogYﬁ PRO Reprinted from The Lancet, 393 (10167), Cohen EW, et al. Pembrolizumab versus methotrexate, docm
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cetuximab for recurrent or metastatiarfératk squamous cell carcinoma (KEXIMQJTR randomised,
operabel, phase 3 study,-168. Copyright 2019, with permission from Elsevier.



