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e ©) Background: Squamous cell
IMMUNCTHERAPY CarCinOmaS Of the head and nECk

* Mucosal squamous cell carcinomas
 Originate from Oral Cavity, Larynx, Hypopharynx, Oropharynx
* Tobacco related
* Virally mediated
* Most present with locally advanced disease

e Cutaneous squamous cell carcinomas
 Elderly and/or immunocompromised

* Both have poor prognosis in the R/M setting
* Immunotherapy with FDA indications in both
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Median OS:

10.1 mos

—— Chemotherapy + cetuximab (n = 222)
—— Chemotherapy (n = 220)
HR: 0.80 (95% Cl: 0.64-0.99; P =.04)
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*Cisplatin or carboplatin plus 5-FU.
Vermorken. NEIM. 2008;359:1116.
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ADVANCESN@ Approved checkpoint inhibitors in

IMMUNOTHERAPY™ H eq d an d N eC k Ca NnNcers
______oug | Appoved | ndicaton | Do ____

: Recurrent/metastatic HNSCC, progression on/after 200 mg Q3W
Pembrolizumab 2016 chemotherapy OR 400mg Q6W
. Recurrent/metastatic HNSCC, progression on/after 240 mg Q2W
Nivol 201
I 016 chemotherapy OR 480 mg Q4W
Pembrolizumab + platinum + : . :
: 2019 Recurrent/metastatic HNSCC 1%t line — all patients 200 mg Q3W
fluorouracil
: : : 200 mg Q3W
st — _ >
Pembrolizumab 2019 Recurrent/metastatic HNSCC 15t line — PD-L1 CPS > 1 OR 400mg Q6W
. Metastatic cutaneous squamous cell carcinoma, not
Cemiplimab 2018 candidate for curative therapies (any site) 350 mg Q3W
. Metastatic cutaneous squamous cell carcinoma, not 200 mg Q3W
Pembrolizumab 2020 candidate for curative therapies (any site) OR 400mg Q6W
QAAEM ——ixccc &HOPA Csite >
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ADVANCES In @ CheckMate 141: Nivolumab vs Investigator’s Choice

in R/M HNSCC after Platinum Therapy
Phase Ill Randomized, Safety and Efficacy Trial

IMMUNOTHERAPY™

Key Eligibility Criteria > Nivolumab

* R/M SCCHN of the oral cavity, 3 mg/kg IV Q2W Primary endpoint
pharynx, or larynx . OS

* Progression on or within 6 Vs.
months of last dose of —> —_ Investigator’s Choice
platinum-based therapy Other endpoints

: . * Methotrexate 40

* Irrespective of no. of prior lines 5 * PFS
of therapy I mg/m* IV weekly * ORR

» Documentation of p16 to * Docetaxel 30 mg/m? — » Safety
determine HPV status IV weekly * DOR
ferepneinyiel) « Cetuximab 400 * Biomarkers

* Regardless of PD-L1 status? mg/m? IV once, then * Quality of life

250 mg/m? weekly
Stratification factor
* Prior cetuximab treatment

DOR = duration of response; IV = intravenous; ORR = objective response rate; PFS = progression-
free survival; Q2W = once every 2 weeks; R = randomized. Clinicaltrials.gov NCT02105636.

aTissue required for testing
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Checkmate 141: Nivolumab vs Investigator’s Choice
in R/M HNSCC after Platinum Therapy

A Overall Survival

Nivolumab 240
Standard Therapy 121 85

Mo.of No.of 1-YrOverall Median Overall
Patients Deaths Survival Rate Survival
% (95% CI)  mo (95% Cl)
133 36.0(28.5-43.4) 7.5 (5.5-9.1)
16.6 (8.6-26.8) 5.1 (4.0-6.0)

100 Hazard ratio for death, 0.70 |
90 (97.73% Cl, 0.51-0.96)
—_— B0 _P=0.01
£ 5]
2 60-
£ soq
v
= 404 Mivolumab
Q 304 . : ' R T B
é 20 Standard "-L“_:r
104 therapy e
|
0 T T T I T |
0 3 & 9 12 15 18
Months
No. at Risk
MNivolumab 240 167 109 52 24 7 0
Standard 121 &7 42 17 5 1 0
therapy

B Progression-free Survival

Mivolumab 240
Standard Therapy 121

Patients Events

No.of No.of Median Progression-free
Survival (95% CI)

mao
190 2.0 (1.9-2.1)
103 23 (1.9-3.1)

E Hazard ratio for disease progression
= or death, 0.89 (95% Cl, 0.70-1.13)
s P=0.32
[
3
@
@
a
=
1
c
=
(1]
W
& Standard el —mn Mivolumab
therapy e m= .
0 T T T T T 1
o 3 6 a 12 15 18
Months
No. at Risk
Mivolumab 240 79 iz 12 4 1 0
Standard 121 43 9 2 0 0 0
therapy

Ferris & Gillison, NEJM 2016.
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e - CheckMate 141: AEs for Nivolumab

ADVANCES IN

@ vs Investigator’s Choice in
Recurrent/Metastatic HNSCC

TRAEs, n (%) Nivolumab (n = 236) Investigator’s Choice (n = 111)
(=2 15% Either Arm)

Any TRAE 146 (61.9) 36 (15.3) 88 (79.3) 41 (36.9)

Fatigue 37 (15.7) 5(2.1) 20 (18.0) 3(2.7)
Nausea 22 (9.3) 0 23 (20.7) 1(0.9)
Anemia 12 (5.1) 3(1.3) 19 (17.1) 6 (5.4)
Asthenia 10 (4.2) 1(0.4) 17 (15.3) 2 (1.8)

Data include 1 patient with a grade 5 event of hypercalcemia and 1 patient with grade 3 pneumonitis who subsequently died
of a grade 5 pulmonary embolism.
*Data include 1 patient with a grade 5 event of lung infection.

| QAAEM ——xccc gHOPA Csitc >
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ADVANcEsN@ KEYNOTE-040: Pembrolizumab vs
Standard of Care in R/M HNSCC

Stratified by ECOG PS (O vs 1),
pl6 status (pos vs neg),
PD-L1 TPS (2 50% vs < 50%)

l Pembrolizumab 200 mg IV Q3W
(n=247)

Standard of Care*

IMMUNOTHERAPY™

Until confirmed PD
(crossover not allowed)

(n =248)

*Investigator’s choice of methotrexate 40 mg/m?/wk (in absence of toxicity could increase to 60 mg/m?),
docetaxel 75 mg/m? Q3W, or cetuximab loading dose of 400 mg/m? followed by 250 mg/m?2/wk.

* Primary endpoint: OS in ITT population

* Secondary endpoints: OS in PD-L1-positive subgroups, PFS, ORR, DoR, safety,

tolerability
,,,,,,,,,,,,,,,, HOPA Csitc >
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Cencer @©) KEYNOTE-040

IMMUNOTHERAPY™
E Cohen_ESMO 2017

Overall Survival in ITT Population

100 Events,n HR (95% CI) P
90- Pembrolizumab 179 0.812(0.66-0.99) | 0.0204"
30- sSOC 201
70- .
2 601 1 37.3%
o 50 1 27.2%
O 40/ '
30-
20 ! Median (95% CI)
10 : L— 8.4mo (6.5-9.4)
D- ! 7.1mo (5.9-8.1)
0 5 10 12 15 20 25 30
No. at risk Time, months
247 159 103 48 14 2 0
248 148 82 34 10 1 0

2Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors. Initially reported data: HRE 0.82 (95% CI, DnNgress
0.67-1.01), F = 0.0316. After the initial report, updated survival data were obtained for 4 patients. "One-sided Pvalue based onthe log-ranktest stratified M
by the randomization stratification factors. Data cutoff date: May 15, 2017.
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ADVANCESN@ KEYNOTE-040: Subsequent Checkpoint
Inhibitor Use

—— Subsequent checkpoint inhibitor
30 Other subsequent therapy
No subsequent therapy
g 60
(")
O 40
20
0

0 5 10 15 20 25 30

Patients at Risk, n Mos
Subsequent checkpoint inhibitor 31 30 26 13 7 1 0
Other subsequent therapy 69 59 34 10 1 0 0
No subsequent therapy 148 59 22 11 2 0 0

* Patients in the SoC group who received subsequent immune checkpoint inhibition had longer OS than the patients who
received other or no subsequent therapy

e Median 0OS: 20.1vs 9.7 vs 4.5 mos : :
AAEM AN @HOPA Csitc
Cohen. Lancet 2019;393:156. q e c
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ADVANCES IN

©) KEYNOTE-040: OS by PD-L1 Expression

PD-L1CPS>1 PD-L1 CPS > 50
Events, n HR (95% Cl) P Value* Events, n HR (95% Cl) P Value*
100 Pembro 137 0.75 .0078 100 Pembro 41 0.54 .0017
SoC 157 (0.59-0.95) S0C 55 (0.35-0.82)
80 80
— 60 — 60 Median OS, Mos (95% Cl)
X Median 0S, Mos (95% Cl) S . 11.6 (8.3-19.5)
46.6%
& 401%  87(6.9-11.4) 4 7.9 (4.8-9.3)
40 70 40
7.1 (5.7-8.6)
26.7%
20 20
0 0
0 5 1012 15 20 25 30 0 5 1012 15 20 25 30
Patients at Risk, n Mos Patients at Risk, n Mos
196 131 87 43 14 2 0 64 49 35 19 7 1 0
191 113 63 28 8 1 0 65 38 22 9 2 0 0
*Nominal 1-sided P value from log-rank test, stratified by randomization stratification factors. QAAEM e @ HOPA (Ei't)
Cohen. Lancet. 2019;393:156. et ey Moy ety o I o Conr
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2 ) KEYNOTE-040: TRAEs for
Pembrolizumab vs
Standard of Care in

Recurrent/Metastatic HNSCC

TRAEs, n (%) Pembrolizumab (n = 246) SoC (n = 234)
(2 15% Either Arm)

Any TRAE 155 (63) 33 (13) 196 (84)

TRAE leading to tx 15 (6) 12 (5) 12 (5)
discontinuation

TRAE mortality 4 (2) 4 (2) 2 (1)

QAAEM ——xccc &HOPA Csitc >
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ADVANCES IN

IMMUNOTHERAPY™

HNSCC

Key Eligibility Criteria
+ SCC of the oropharynx,

oral cavity, hypopharynx,
or larynx

* R/IM disease incurable by
local therapies

- ECOGPS50or1

* Tissue sample for PD-L1
assessment®

« Known p16 status in the

oropharynx®

Stratification Factors

= PD-L1 expression®
(TPS 250% vs <50%)

« p16 status in oropharynx
{positive vs negative)

« ECOG performance status
(0ws 1)

afsopssed wsing the FD-L1 IHG 2203 pharmDy assay (Agilent), TPS = lumor praportion score = % of tumor cells with membranous PO -L1 sxprassion. "Assessad using the ClHien pié

@ Chemotherapy in newly diagnosed R/M

Pembrolizumab
Monotherapy .

Pembraolizumab 200 mg Q3W

for up to 35 cycles

Pembrolizumab 200 mg + .
Pembrollzumab Carboplatin AUC 5 OR il

Chemotherapy, Cisplatin 100 mg/m? + 200 mg Q3W

5-FU 1000 mg/m?/d for 4 days for up to

for 6 cycles (each 3 wk) 35 cycles total

Cetuximab 250 mg/m?® Q1W* +

Carboplatin AUC 5 OR )

5-FU 1000 mg/mZ/d for 4 days 250 mg/m? Q1W

for 6 cycles (each 3 wk)

Hislalogy assay (Venlana). cufpaint far positivily = T0%. “Folloeing a loading dose of 400 mgém®.

Rischin, ASCO 2019.
© 2019-2020 Society for Immunotherapy of Cancer
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e p KEYNOTE-048: Baseline Characteristics,
-‘u-‘.."-,.-'-.l_.r-J:‘ZITHEFE.H.F‘"r'""@ I TT P O p u I a t i O n

Pembrolizumab EXTREME EXTREME
(n=301) (n =300) (n=278%)

Age, median, yrs (range) 62 (22-94) 61 (24-84) 61 (20-85) 61 (24-84)
Male, n (%) 250 (83.1) 261 (87.0) 224 (79.7) 242 (87.1)
ECOG PS 1, n (%) 183 (60.8) 183 (61.0) 171 (60.9) 170 (61.2)
Current/former smoker, n (%) 239 (79.4) 234 (78.0) 224 (79.7) 215 (77.3)

p16 positive (oropharynx) , n
(%)

PD-L1 status, n (%)
= TPS2>50% 67 (22.3) 66 (22.0) I APER) 62 (22.3)
= CPS=>20 133 (44.2) 122 (40.7) 126 (44.8) 110 (39.6)
= CPS2>1 257 (85.4) 255 (85.0) 242 (86.1) 235 (84.5)
Disease status,T n (%)
=  Metastatic 216 (71.8) 203 (67.7) 201 (71.5) 187 (67.3)
n Recurrent onIy 82 (27 2) 94 (31 3) 76 (27. O) 88 (31.7)

63 (20.9) 67 (22.3) 60 (21.4) 61 (21.9)

t3 patlents in pembro arm, 3 patlents in EXTREME arm, and 4 patlents in pembro + chemo arm had nelther metastatlc nor recurrent disease.
*Includes locally recurrent disease and disease that spread to cervical lymph nodes. Data cutoff date: June 13, 2018.
QAAEM ———xcco < HOPA Csitc>»
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ADVANICES In @ KEYNOTE-048:
Updated Results ESMO 2020

OS: Pembrolizumab vs EXTREME OS: Pembrolizumab + Chemo vs EXTREME

Total Population Total Population
Median OS, mo HR Median OS, mo HR
Events (95% Cl) (95% C1) P value® Events (85% ClI) (95% Cl) P value®
100 Pembro 83.1% 115 (103_135) 0.81 0.00994 100 Pembro + Chemo 80.4% 13.0 (10.9-14.7) 0.71 0.00008
90- EXTREME 920%  107(9.3121) (88097 - EXTREME 932% 107(03117) 00089
804 80
3
— 704 s ® 70 :
© i 24-mo rate © ! 24-mo rate
2 60- P 27.0% 2 604 | 29.4%
[ : 19.1% : & | 18.4%
1 L s \ e St e e e ~ S 7, ¥ CECTRISEETER: T, e T e e
w : ! 48-mo rate (7] ' 48
= 404 ' ' 15.4% = | 48-mo rate
© ' 6.6% © 404 : 19.4%
Q i a \ 4.5%
> 30+ : S 30- :
(@) o]
20+ 204
104 104
o - —mmwi—mm&wm 0 T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 55
p— Time, months T Time, months
Pembro 301 226 172 126 100 76 66 58 43 24 13 2 Pembro + Chemo 281 227 169 122 94 78 70 63 49 30 9 1
EXTREME 300 245 159 108 73 53 37 29 22 13 4 0 EXTREME 278 227 148 101 67 47 32 24 17 8 2 0

QAAEM ——xccc gHOPA Csitc >
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e - KEYNOTE-048:

ADVANCES IN

@ Updated Results ESMO 2020
OS: Pembrolizumab vs EXTREME

PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo HR
Events (95% CI) (95% ClI) P value? Events (95% ClI) (95% CI) P value?
Pembrolizumab  75.9%  14.9 (11.5-20.6) 0.61 0.00034 Pembrolizumab  81.7%  12.3 (10.8-14.8) 0.71 0.00080
EXTREME 91.0%  10.8(8.8-12.8) @ (0.46-0.81) EXTREME 929%  10.4(9.0-11.7) (0.61-0.89)
100 100
904 904
80+ 80
= 70 : = .
= i;-;l,/o rate = 70+ | 24-mo rate
2 604 Pty 2 60- : 28.9%
> 119.7% : F 1 17.7% .
8 e s e - Y SRR, ¢, b ——
: 48-mo rate ) : 48-m o rate
—t 0, :
= 404 ' 21.6% = 40- "
= : 8.0% [ ' 1 16.7%
3 30" i : g 30_ é 5.9“/0
20" 20- .
o 10-
O'WW‘T""'TW 04
Time, months Time, months
No. at Risk No. at Risk
Pembro 133 107 85 66 58 45 39 36 30 17 9 2 Pembro 257 197 152 111 92 71 62 55 40 22 12 2
EXTREME 122 100 65 43 29 23 17 13 11 7 4 0 EXTREME 255 207 132 90 60 42 29 22 16 10 6 0

QAAEN —xccc $HOPA Csite
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ADVANCES IN

IMMUNOTHERAPY™

KEYNOTE-048:

Updated Results ESMO 2020
OS: Pembrolizumab + Chemo vs EXTREME

PD-L1 CPS 220

Median OS, mo HR

PD-L1 CPS 21

Median OS, mo HR
Events (95% ClI) (95% Cl) P value? Events (95% ClI) (95% Cl) P value®
Pembro + Chemo 714%  14.7 (10.3-19.3) 0.62 0.00082 Pembro + Chemo 78 19,  13.6 (10.7-15.5) 0.64 0.00001
0.46-0.84 0.53-0.78
EXTREME 91.8%  11.1(9.2-13.0) ( ) EXTREME 94.0%  10.6(9.1-11.7) ( )
100 100
90+ 90+
804 804
® _ ® .
= 70+ | 24-mo rate = 704 | 24-mo rate
2 60- | 35.4% 2 604 i 30.8%
g - | 20.0% , S - 117.1% :
. S T i Sttt D e o T B i peerer e
7] : } 48-mo rate » : | 48-mo rate
= 40- | 28.6% T 404 : P 21.8%
] : 6.6% ] L 41%
S 304 S 304 § 4
(@) o i
204 204
10+ 10+
0 4T T T 0+
0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 55
Time, months Time, months
No. at Risk No. at Risk

*embro + Chemo 126 102
EXTREME 110 91

© 2019-2020 Society for Immunotherapy of Cancer

77 60 50 44 42 39 33 22 7 0
61 41 27 29 15 11 9 5 2 0

Pembro + Chemo 242 197 144 109 84 71 66 61 48 29 9
EXTREME 235 191 123 84 55 37 25 18 12 6 2
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KEYNOTE-048:
Updated Results ESMO 2020

DOR: Pembrolizumab vs EXTREME DOR: Pembrolizumab + Chemo vs EXTREME

Total Population

Median DOR
ORR (range)
Pembro 16.9% 23.4 (1.5+-54.4+)

EXTREME

36.0%

4.5 (1.2+-51.1+)

Remaining in Response, %

o

0 5 10 15 20 25 30 35 40 45 50
Time, months
No. at Risk
Pembro 51 39 34 29 26 22 22 14 8 5 2
EXTREME 108 42 17 13 10 10 9 6 4 2 1

© 2019-2020 Society for Inmunotherapy of Cancer

Remaining in Response, %

No. at Risk
Pembro + Chemo
EXTREME

Total Population

ORR Median DOR (range)
@) Pembro + Chemo 36.3% 6.7 (1.6+-51.5+)
EXTREME 36.3% 4.3 (1.2+-41.4+)
0O O (R | 1 J

104 ——

04— W BLELE i SR s e e P e e B e LT P i SRR T e s |
0 5 10 15 20 25 30 35 40 45 50 55
Time, months
102 62 29 22 20 16 13 12 6 3 1 0

101 38 14 10 8 8 7 4 2 0 0

QAAEM ——xccc gHOPA Csitc >
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ADVANCES IN

IMMUNOTHEEAPY'“@ KEYNOTE'O48: AE Update ESMO 2020

\

.

Safety
Pembro E%(TREME
TRAEs (n=300) (n = 287)
Any grade 58.3% 96.9%
Grades 3-5 17.0% 69.3%
Pembro+ EXTREME
Chemo
TRAESs (n=276) (n = 287)
Any grade 95.7% 96.9%
Grades 3-5 71.7% 69.3%

© 2019-2020 Society for Immunotherapy of Cancer
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JounicEs 7 KEYNOTE-048:
@ PES2 ASCO 2020
First Subsequent Therapy

Pembro Pembro + EXTREME
Monotherapy Chemotherapy
n (%) n =301 n =281 n =300
Any new anticancer treatment? 148 (49.2) 115 (40.9) 159 (53.0)
Chemotherapy 135 (44.9) 88 (31.3) 102 (34.0)
EGFR inhibitor 59 (19.6) 37 (13.2) 19 (6.3)
Immune checkpoint inhibitor 6 (2.0) 12 (4.3) 50 (16.7)
Other immunotherapy 1(0.3) 0 (0.0) 6 (2.0)
Kinase inhibitor 1(0.3) I {2:5) 1(0.3)
Other 2 (0.7) 1(0.4) 2 (0.7)
DARAEN —xcce HHOPA Csitcy
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ADVANCES IN

©)
IMMUNOTHERAPY™

PFS2: Initially Rand

KEYNOTE-048:
PFS2 ASCO 2020

PFS2: Initially Randomized,

omized,

Pembro vs EXTREME, CPS 220 Population

Events HR (95% Cl)
100 Pembro alone 76.7%  0.64 (0.48-0.84)
1 12-mo rate 24-mo rate o
-~ S ——— EXTREME 91.0%
80+ 33.3% 12.5%
704
B= e Median (95% CI)
N 90 11.7 mo (9.1-14.8)
L 40 \ 9.4 mo (7.9-10.8)
30 + b1
20 4
104 0
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
133 102 73 53 40 35 21 )i | 8 0 0
122 96 56 31 19 14 9 5 1 0 0

PFS2 analysis involved patients in the ITT population with PD-L1 CPS=20 (Pembro vs EXTREME)

© 2019-2020 Society for Immunotherapy of Cancer

Pembro vs EXTREME, CPS 21 Population

Events HR (95% CI)
9 -
100 PP —— T E— Pembro alone 80.9% 0.80 (0.66-0.96)
904 37.3% 22.0% EXTREME 92.5%
804 32.9% 9.9%
704
(d
& B0 Median (95% CI)
o 90 9.4 mo (8.3-10.2)
& 404 8.8 mo (8.3-9.8)
301 \I—
20+ e
10 4 el mu 1 l‘_L
0 T T T T T T T T T ]
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
257 185 116 77 60 54 31 16 11 0 0
255 196 109 56 35 23 15 8 3 0 0

PFS2 analysis involved patients in the ITT population with PD-L1 CPS=1 (Pembro vs EXTREME)

AMERICAR ACAGEMY OF
EMERGENCY MEDICING
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e ) KEYNOTE-048:
IMMUNOTHERAPY"’@ P FSZ ASCO 2020

PFS2: Initially Randomized, " PFS2: Initially Randomized,
Pembro + Chemotherapy vs EXTREME, CPS 220 Pembro + Chemotherapy vs EXTREME, CPS 21

Population Population
Events HR (95% CI) Events HR (95% CI)
100 » P PP Pembro + chemo  72.2% 0.63 (0.47-0.84) 100 - T reirste Shamo s Pembro + chemo  78.9% 0.66 (0.54-0.80)
90 4 49.2% 28.9% EXTREME 90.9% 90 4 45.5% 23.7% EXTREME 93.2%
80+ 34.2% 12.0% 564 32.3% 9.0%
704 704
2 604 Median (95% Cl) 607 Median (95% CI)
& 90 3 11.3 mo (8.8-14.7) & 50 ot 10.3 mo (9.2-12.5)
L 40 \l\ 9.7 mo (8.4-11.0) 404 \ 8.9 mo (8.4-9.8)
301 e WU TEEE TN 304
204 20 e T IR
10+ — . 101 e N F
0 v v v v y . v v v . § _ _ i . ] _ - 1 i .
0 5 10 1 20 2 30 » 40 4 90 0 5 10 15 20 25 30 35 40 45 50
No. at risk Months No. at risk Months
126 98 66 49 41 35 29 : 174 4 0 0
242 190 125 86 64 52 40 22 4 0 0
g Br o3 2 e 12 4 S 0 0 0 235 180 101 51 30 19 1" 4 1 0 0

PFS2 analysis involved patients in the ITT population with PD-L1 CPS220 (Pembro + Chemotherapy vs EXTREME) PFS2 analysis involved patients in the ITT population with PD-L1 CPS21 (Pembro + Chemotherapy vs EXTREME)

QLAEN ——xXccc L HOPA Csitc >
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e ) KEYNOTE-048:
IMMUNOTHERAPY"’@ P FSZ ASCO 2020

PFS2: Initially Randomized,
Pembro vs EXTREME, Total Population

Events HR (95% Cl)
100 4 1916 Fate 24 Tata Pembro alone 82.7% 0.90 (0.75-1.07)
901 35.2% 19.7% EXTREME 91.0%
804 33.7% 11.4%
704
o
& o0 Median (95% CI)
& 50 9.0 mo (8.0-9.9)
& 40+ 9.0 mo (8.4-9.8)
304
207 P T T TR
10 o Al u 1L 1 l'll—l.
0 T T T T T T T 7 7 ]
0 5 10 156 20 25 30 35 40 45 50
) Months
No. at risk
301 214 130 84 64 55 32 16 11 0 0
300 233 130 69 45 32 21 9 4 0 0

PFS2 analysis involved patients in the ITT population (Pembro vs EXTREME)

© 2019-2020 Society for Immunotherapy of Cancer

PFS2: Initially Randomized,
Pembro + Chemotherapy vs EXTREME, CPS 220

Population
Events HR (95% CI)
100 Pembro + chemo 72.2% 0.63 (0.47-0.84)
12-mo rate 24-mo rate
90+ 49.2% 28.9% EXTREME 90.9%
80+ 34.2% 12.0%
704
Sy Median (95% ClI)
o 90 4 11.3 mo (8.8-14.7)
& 40; \l\ 9.7 mo (8.4-11.0)
301 g T TR AT
20+
10+ — .
0 T T T T T T T T T J
0 4] 10 15 20 25 30 35 40 45 50
_ Months
No. at risk
126 98 66 49 41 35 29 17 4 0 0
110 87 53 29 17 12 7 3 0 0 0

PFS2 analysis involved patients in the ITT population with PD-L1 CPS=20 (Pembro + Chemotherapy vs EXTREME)

R Fharmazy Asscciation Socet for lmmuomorspy of Cancer
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2o ©) Cemiplimab in advanced/metastatic
cutaneous squamous-cell carcinoma

Key Eligibility Criteria Primary endpoint
* Advanced cutaneous * Response rate

squamous-cell Cemiplimab

carcinoma (any site) 3 mg/kg IV Q2W Other endpoints
* Not eligible for  Duration of

surgery response
 ECOG 0-1 * PFS

* OS

e >1 assessable lesion Side effect
* Side effects

e Durable disease

control
QLAEN ——xXccc L HOPA Csitc >
Mlngn, N EJ M 2018. e R I| sclatior oy for | 'rr..l\‘p:-'lt"l"r o Cancer

© 2019-2020 Society for Immunctherapy of Cancer



(gitg_) mmmmmmmmmmmmmmmmmmmmmmmm

2o ©) Cemiplimab in advanced/metastatic
cutaneous squamous-cell carcinoma
* Cemiplimab 3 mg/kg Q2W

* 47% response rate in metastatic patients
* 60% of locally advanced had objective response

100+ A Best Tumor Response for 45 Patients in the Phase 2 Study
& @ 100+ B Complete or partial response
é’ ol % @ 80 Could not be evaluated
g 80 g 2 60 M Progressive disease
ﬁ e PO £ g 40 B Stable disease
£ 60 €% 20
0= S ©
& .z 507 s& 0
_-F; % 40 5 & 20
Q -
@ 30 g,g 40
g 207 -
: [
0 T T T T T T T T T T :é =
0 2 4 6 8 10 12 14 16 18 20
Months Patients
No. at Risk 59 41 38 30 21 12 6 1 0 0 0 - =
QAAEM ——xcec &HOPA Csitc
Migden, NEJM 2018. .. ANy ioicen T o e e

© 2019-2020 Society for Inmunotherapy of Cancer
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Cancer ©) Pembrolizumab in advanced/metastatic
cutaneous squamous-cell carcinoma

TABLE 2. Summary of Tumor Response in All Patients as Treated

Keynote_629 Response Pembrolizumab (N = 105)
Objective response rate, % (95% CI)® 34.3 (25.3 to 44.2)

Phase Il study Disease control rate, % (95% CI)° 52.4 (424 to 62.2)
Primary endpoint: ORR Best overall response
N=105 Complete response 4.0 (3.8)

Partial response 32.0 (30.5)
Pembrolizumab 200mg IV Q3 weeks Stable disease 31.0 (29.5)

Stable disease = 12 weeks 19.0 (18.1)
86% received one prior line of therapy

Progressive disease 28.0 (26.7)

Mot evaluable® 2.0 (1.9)

Not assessed” 8.0 (7.6)

Grob JCO 2020. QAAEM AOCC @ HOPA (fSItE)

© 2019-2020 Society for Immunctherapy of Cancer
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ﬂg\gggse;’@ Pembrolizumab in advanced/metastatic
. cutaneous squamous-cell carcinoma

=— 100 -
=
E 80 -
=
@ 60 -
|
© 40 -
=4

20 1
I‘E [} Discontinued
u_.: 0 - ] Dnnuing'
E » CRY
& -20 4 BOR: CR
Eg & PR
E —40 ® Progressive disease
E * + Last dose
L. 60 - ® y
@ - X
2 80 -
(1] | I I [ [ I I I I [
e
S _100 0 2 4 - (51 a8 10 12 14 16 18

Time Since Start of Treatment (months)
W ireniCak ACADEMY OF 8N e N Ve LI B I | "'--"i"tc
Grob, JCO 2020. A R s S —‘i,
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ADVANCES IN

Q Evaluating Biomarkers in HNSCC

* Only indication that relies on PD-L1 expression: pembrolizumab
monotherapy in 15t line HNSCC — CPS > 1 (KEYNOTE-048)

* All other approvals not dependent on PD-L1 expression

« KEYNOTE-012/055: Response rates not significantly different on the basis of
tumor PD-L1 staining

* Checkmate 141: Most benefit seen in PD-L1 positive tumors

 KEYNOTE-040: pembrolizumab vs investigator’s choice chemotherapy — did
not meet survival endpoints in total population but improved outcomes in PD-L1-
expressors

QAAEM ——1cce @ HOPA
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ADVANCES IN

@ Evaluating Biomarkers in HNSCC

CheckMate 141: 2 year update

100 - PD-L1> 1% 100-- PD-L1< 1%
90 Median 0§ HR 90 - _ Median OS HR
PD-L1 expressors (95% Cl), mo [ {95% CI} PD-L1 non-expressors | (95% CI), mo | (95% CI)
801 Nivolumab {n = 96} (5.2 (6.7-9.5) 0 &5 801 Nivolumab (n = 76) 6.5 (4.4-11 .?]l 072
701 IC (n = 63) 47 (3.8-6.2)] (0-39-0.78) 70 IC (n = 40) 55 (3.7-8.5) |(0.49-1.09)
~ G0 ~ B0
o~ o~
o 207 o 207
O 401 © 40-
30+ 30 26.2% .
20 1 18.5% 13.79% . 20 - .IE"L'I.? Vo u
101 | ! Nive 101 | I 2% o Nivo
. B s s ' IC . - | _LLl_. IC_
0 3 86 9 12 15 18 21 24 2? 30 133 35 39 0 3 &6 9 12 15 18 21 24 2? 3'[] 33 36 39
Months Months
No. at risk No. at risk
Nive 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nive 76 54 39 32 29 20 19 17 15 11 5 4 3 0
IC B3 45 24 14 10 & 4 3 2 2 0 0 o 0 IC 40 30 19 14 10 7 5 | 4 1 ] 0 0 0

QAAEM ——xcoc GHOPA Csito>

IIIII oty o Cancer

Ferris, Oral Oncol 2018.
© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCES IN -
©

IMMUNOTHERAPY™

* Immuno-Oncology (I-O) frontiers in
treatment of head and neck cancers

* Expression of immunologic markers to guide
treatment

* Preventive vaccination against virally
mediated cancers

* Therapeutic vaccines for established cancers
* CAR-T and cell-mediated therapies

* Combinations with immunotherapies

Schoenfeld, Cancer Immunol Res, 2015
© 2019-2020 f?['x:iety foor |T|rnl.Jl‘['JI|‘t-‘_l|L'1py of Cancer

Immunotherapy for the Treatment of
Head and Neck Cancers

A

PRESENT STUDIES

Evaluating the benefit
of preventative vaccine
targeting HPV infection

(Q, _/,girﬂ
{

Testing individual
immunotherapy agents

Therapeutic vaccine targeting
existing disease

( T-cell in vivo
activation and
expansion

09
)
%S
Immune TIL transfer
checkpoint

therapy

> 350 o
°- * cytokines “ % \P‘

FUTURE

A T " Identification of novel markers
predicting who may
Cancer cell benefit from immunotherapy

B Combination strategies

Chemotherapy @5) + Radiotherapy
¥
Vaccine @’Lﬂ + {: @
approaches ||/
Adoptive T-cell
< therapy

Combinatorial checkpoint blockade /
immune activation

c Testing new settings for immunotherapy
.
Salivary gland cancer) i
/5. Thyroid cancer
Treatment Definitive
of treatment of ofT ;:ggr;?g:ic
premalignant early-stage disease
conditions disease

©2015 American Association for Cancer Research

AMERICAN ACADEMY OF
FMERGENCY MEDICING
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ADVANCESN@ Future directions in immunotherapy
woree- = fOr head and neck cancer

1. Curative Intent therapy

1. Incorporation into established treatment in newly diagnosed patients
(PULA).

2. Locally recurrence/salvage surgery or reirradiation

2. Recurrent/Metastatic HNSCC
1. Combination strategies in first line setting
2. Previously antiPD1 treated
3. Cellular therapeutics

QAAEM ——xcec &HOPA Csitc

Schoenfeld, Cancer Immunol Res, 2015
© 2019-2020 G['J-c‘.iefy foor |T|rnl.Jr‘['JI|‘t-‘:IL'1p\}f of Cancer
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ADVANCESN@ PULA HNSCC: Safety data in

IMMUNOTHERAPY™ " "
neoadjuvant setting

Trial Phase N 10 Local Tx Outcomes
NCT02296684 | 24 Pembro x 1 Surgery 42% with path resp
CheckMate 358 /11 29 Nivo x 2 Surgery 28.5% TEAES, No surgical delays

S :
NCT02274155 b 17 MEDI_6469 (OX40 Surgery No = Grade 3 AEs, no surgical

antibody) x 3 delays
No surgical delays

NCT03247712 I 10 Nivo x 3 doses + SBRT Surgery MU MUEREIS (el

5 pt with Adrenal insuffiency
Delayed healing

QAAEM —icoc VHOPA Cite >
SAESIES HH SES SSSSRSSN| ASma e Fhanmacy Associstiar Soieny fov Immamastarapy of Cancer
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ADVANCESN@ PULA HNSCC: Safety data in
IMMUNOTHERAPY ™ concu rrent XRT Settlng

Trial Phase N\ 10 Local Tx Outcomes
CRin 78%
Concurrent with < Grade 3 iIrAEs in 3 pts
NCT02586207 | 21 FSMIEE CisXRT 85% received cisplatin > 200 mg/m?
All completed RT
34 of Pembro prior to surgery and Surgerv and bosto Pathological response in > 50% of tumors
NCT02641093 Il planned concurrent with postop gcthoXlgT P after 1 dose
80 chemoXRT No DLT in first 16 patients
1 DLT (mucositis)
RTOG 3504 I 10 Nivol + cetuximab + XRT

1 Grade 3 IrAE

QLAEN ——xXccc L HOPA Csitc >

© 2019-2020 Society for Immunctherapy of Cancer '
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Cancer ©)  PULA HNSCC: Randomized studies

IMMUNOTHERAPY™

Trial Treatment Population N Intervention
KEYNOTE-412 LA (Al fo_r se\:lect SIELEEITELY 780 Pembro + cis + RT vs. placebo + cis + RT
]
JAVELIN HN1oo ~ “ARNSCC HPV-HNSCC (HPV+forselect o), Avel + chemoRT vs chemoRT alone
stages/primary sites)
PembroRAD . : ,
LAHNSCC cisplatin unfit 133 Cetux + XRT vs Pembro XRT
GORTEC2015-01
REACH Stage IlI/IVb HNSCC 688 Avel + cis + RT vs cis + RT and Avel + cetux + RT vs cis + RT
IMSTAR-HN Stage IIl/IV p16- OPC, L, HP, OC 276 Neoadjuvant nivo, surgery, and adj chemoRT + adj nivo * ipi vs SOC
surgery + chemoRT
Resectable stage lll/IVa L, HP, OC, p16-OPC
KEYNOTE-689 600 Pembro prior to surgery/with adj chemoRT vs surgery

Stage Il p16+ OPC

QLAEN ——xXccc L HOPA Csitc >

apy o Caraer
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AD\’ANCESN@ PULA HNSCC: JAVELIN ESMO 2020

IMMUNOTHERAPY™

Randomized, placebo-controlled, double-blind, phase 3 trial

Lead-in phase CRT phase Maintenance phase
1 week 9 weeks 12 months
Avelumab 10 mg/kg Q2W

+ cisplatin (100 mg/m?) 3 cycles

+ IMRT 70 Gy/35 fractions/7 weeks
(1 fraction/day, 5 fractions/week)

N=345

Avelumab Endpoints

10 mg/kg IV Q2W
N=291

Avelumab
10 mg/kg

Primary endpoint:

» PFS assessed by
investigator per
modified RECIST 1.1

N=350

Patients with
histologically

diagnosed, previousl Sratifation:
gt o ';‘ hori ky : Tumor stage (<T4 vs T4) Treatment until PD, unacceptable toxicity, or S d doolits
SIFCLOC, g -iia g Nodal stage (NO/N1/N2a/N2b vs N2c/N3) ithideaial DOCONCALY SNGpOIN
LA SCCHN HPV status (HPV+ vs HPV-) included:

0S

ORR and DOR by
investigator per
modified RECIST 1.1
Safety

N=697
Placebo

+ cisplatin (100 mg/m?) 3 cycles

Placebo Placebo Q2W

+ IMRT 70 Gy/35 fractions/7 weeks
(1 fraction/day, 5 fractions/week)

N=340

N=347 N=304

DOR, duration of response; HPV, human papillomavirus, IMRT, intensity-modulated radiation therapy, IV, intravenously, ORR, objective response rate, OS, overall survival, PD, progressive diseass;, PFS, progression-free survival, Q2W, every 2 weeks;
R, randomized, RECIST 1.1, Response Evaluation Cnteria in Sold Tumors version 1.1
* High-nsk LA SCCHN (oral cavity, oropharynx, larynx, or hypopharynx) HPV-negative disease stage lIl, IVa, IVb, nonoropharyngeal HPV-posilive disease stage |l IVa, IVb, HPV-positive oropharyngeal disease T4 or NZc or N3 (TNM staging per AJCC, 7th edition)

_—
“" AMERICAR ACADEMY OF R S N S | Y W w8 F N —_— SItE)
EMERGENCY MEDICINE Hernaka g Cinced gy -
pm e Pharmacy Aissociatian Soatiery 1o lmminasharapy f Carger
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Cancer ©)  PULA HNSCC: JAVELIN ESMO 2020

IMMUL

VIRTUAL [ONETESS g N
m Addition of avelumab to CRT does not improve outcome

PFS

100 -
90
80
70 4
g w i l"‘ 60-
@ 50 i e R 50
a Avelumab + Placebo + Avelumab + Placebo +
40 4 CRT (n=350) CRT (n=347) 10 4 CRT (n=350) CRT (n=347)
30 4 - Not reached Not reached 30 5 = Nol reached Not reached
& Madian PFS (95% Cl), morths (16 9-NE) (23 0-NE) & Median 0S (95% CI), months (NE-NE) (NE-NE)
1o | Stratified R (9% C1) 1.21(0.93-1.57) Stratified HR (95% CI) 1.31(0.93-1.85)
Stratified p value (1-sided) 092 10 suatfied p value (1-sided) 0%4
0 : : : - : : : . : : : : . : - : 0 . - : - : : : : . . : : : : . : r
0 2 4 5 8 10 12 14 16 18 20 2 24 28 28 30 32 o 2 4 8 8 10 12 14 16 18 2 22 24 26 28 30 32 34
Months
Atrisk Months
Avelumab + CRT 350 303 289 239 222 176 143 107 69 63 41 33 22 18 4 2 0 35 338 319 303 284 273 244 190 148 118 82 50 47 28 8 6 2 0
Placebo+CRT 347 303 201 257 241 200 172 121 75 5 31 28 18 15 3 347 334 315 208 200 262 252 193 160 115 8 S8 3 26 13 5 1 0
V’?H'z-!' FANSACAE MNnUuriA < dILC

EMERGENCY MEDICING HematologyOncology
= R TED GRAEREEEE RETRICIAR Phanmnacy & i Soctets for | n‘lﬂv'\-e-riwo‘nn-w

© 2019-2020 Society for Immunotherapy of Cancer
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Cancer ©)  PULA HNSCC: PembroRad ESMO 2020

IMMUNOTHERAPY™

Randomized, open label, phase 2 trial

GWRTEC

Groupe Oncologie Radiothérapic Arm A:
Téte Ex Cou

Sulidergs sealip omp fr bk A2k cetuximab 400 mg/m? loading dose
and 250 mg/m? weekly + IMRT 69.96
Gy in 33 fractions

Endpoints

Primary endpoint:

Patients unfit for high « Locoregional control

dose cisplatin N=65 at 15 months
N ted sta
on-oﬁﬁ:::b e _Seconda_ry endpoints
SCC of oral cavity, '"c}l‘;‘;"d-
3 oro/hypopharynx and

Locoregional
progression and
distant metastases
0S

Acute adverse events
Delayed toxicity
Compliance

larynx

Non-metastastatic
Arm B:

Pembrolizumab 200 mg Q3W +

Stratification: IMRT69.96 Gy in 33 fractions
N-stage (NO-1 vs N2-3) -

P16 status and tumor site N=66

(OPC positive vs OPC negative or non OPC)

EMERGENCY MEDICING

BJAREN —_XCCC gyHUPA  CSIC)

© 2019-2020 Society for Immunotherapy of Cancer
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Concer ©)  PULA HNSCC: PembroRad ESMO 2020

IMAUN

LRC

15 months:
Cetux-RT 59% (95% Cl 45%-72%)

Pembro-RT 60% (95% Cl 46%-72%)
OR =1.05, p=0.91

1.00 -
0.90 -
0.80 -
0.70 -
0.60 -
0.50 -
0.40 -
0.30 A
0.20 -
0.10 -
0.00

[ERESMD pe
2020

Pembro-RT does not improve outcome versus Cetux-RT

0 6 12

18

24

30

At risk Months since end of radiotherapy

- 65 45 34
— 66 50 39

© 2019-2020 Society for Immunotherapy of Cancer

31
34

8
13

1.00 -
0.90 -
0.80 -
0.70 -
0.60 -
0.50 -
0.40 A
0.30 -
0.20 -
0.10 A

0.00

PFS

2 years:

Cetux-RT 40%

Pembro-RT 42%

HR =0.83 (95% CI 0.53-1.29)

3§

0 6 12 18 24 30

At risk Months since randomization

— 0 45 34 29 24 1
—66 56 38 31 26

1.00 -
0.90 A
0.80 -
0.70 A
0.60
0.50 A
0.40 A
0.30 -
0.20 A
0.10 A

0.00

At risk

0S

2 years:

Cetux-RT 55%

Pembro-RT 62%

HR = 0.83 (95% CI 0.49-1.40)

0 ; 1'2 1'8 2'4 3'0
Months since randomization

o . 58 49 41 34 1
- 66 60 52 45 38

~=Cetux-RT
—Pembro-RT

sitc >

Sy For |
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Cancer ©)  PULA HNSCC: Randomized studies

IMMUNOTHERAPY™

Trial Treatment Population N Intervention
IMvoke010 LAHNSCC treated with curative-intent therapy 400 Atezo vs placebo after chemoRT
EA3161 LAHNSCC pl16+ 744 Nivo vs. observation after chemoRT
NCT02841748 o
Pathway High risk LAHNSCC 100 Pembro vs placebo after chemoxRT

HNOOS5 Good risk LAHNSCC pl16+ 711 Cis XRT vs. cis deescRT vs nivo deescIRT

CompARE

Int and poor risk LAHNSCC 695 CisRT vs neoadjchemo cisXRT vs surg +CisRT vs durva CisXRT

QAAEM ——ixcce &HOPA Csite

""""""""""""" oieny 1or Imminasrerapy of Carcer
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AVANCES @ Ongoing Studies in Salvage Therapies

for Locally Recu rrent HNSCC
B O S S

NCT03317327 Re-irradiation + nivolumab 1/11
NCT02769520 Pembro in salvage surgery candidates I 45
NCT03355560 Salvage resection followed by pembro | 39
NCT02289209 Re-irradiation + I 48
pembrolizumab

RTOG 3507 Stereotactic body radiation therapy + pembrolizumab Il 102
KEYSTROKE

ADJORL1 Adjuvant nivolumab or nivolumab + ipilimumab after Il 140

salvage surgery

QAAEM ——xcec &HOPA Csitc

© 2019-2020 f;t‘)-c‘.iefy for I'I’II’I*I'.JI"‘['J”‘:!—_‘.‘IL'J['}‘}-' of Cancer
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padeol) © Randomized studies of combination therapies in
e Recurrent/Metastatic HNSCC

| mial | Combimation | Phase | N | Resubts |

CheckMate 714 Nivolumab + ipilimumab vs ORR/DOR in chemo-refractory
nivolumab + Pbo subgroup

QAAEM ——ixcco gHOPA Csite>

mb’m aner

©® 2019-2020 Society for Immunctherapy of Cancer
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ADVANCESN@)ngoing |O Randomized Studies in 1L
T T Recurrent/Metastatic HNSCC

NCT02741570 Nivolumab + ipilimumab vs OS/PFS in PD-L1+ Accrual complete
CheckMate 651 SOC (EXTREME study subgroup

regimen)
NCT02551159 Durvalumab + 1] 823 OS Accrual complete
KESTREL tremelimumab vs SOC

(EXTREME study regimen)

NCT03669718 Cemiplimab vs cemiplimab + 1 164 ORR/treatment- Accrual ongoing

ISA101b related AE rate
NCT04128696 Pembrolizumab vs 1] 600 OS Accrual ongoing
INDUCE-3 Pembrolizumab +

GSK3359609

NCT04199104 Pemrbo +/- Lenvatinib 1l 500 ORR/OS/PFS Accrual ongoing

© 2019-2020 Society for Immunctherapy of Cancer
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ADVANCESN@ Limited Reported Experience in Prior
Immunotherapy-Treated Population

Best change of tumor size from baseline

100
]

= Complete Response

___ Dug | N | ORR%_

) = Partial Response
M7824, dual 32 pts 21.9 < - §§2§'ﬁ.§’;§2%?sease
anti—PD-L1 (a (75% had > 2 % B
TGFB trap) prior lines of 3
Cho ESMO 2018 therapy) § o -
Cetuximab + 40 27.5 qg”
monalizumab* § 84 . Previous anti~PD(L)1
Fayette ESMO ;g; ¢ Previous Cetuximab

2018

*Randomized study anticipated to open - MTS::;: II I I I ' n

=100
L

QLAEN ——xXccc L HOPA Csitc >
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ADVANCES N Q Other avenues of early phase
IMMUNOTHERAPY™ I nVeSt I gat I O n

* Fusion proteins

* Tumor infiltrating lymphocytes
* Adoptive T cell tranfer

* CAR-T studies

AMERICAR ACAGEMY OF
GEHICT MEDICINE

Xcce g HOPA Csitc >
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ADVANCES IN

MMUNOTHERAPY™

e Cytotoxic chemotherapy achieves limited survival with unfavorable
side effects.

* Checkpoint inhibitors that target the PD-1 axis, nivolumab and
pembrolizumab, are approved in platinum-refractory/exposed
recurrent/metastatic HNSCC.

* Nivolumab and pembrolizumab are in general better tolerated than
cytotoxic chemotherapy.

* Robust areas of ongoing research in curative and palliative setting

DAAEN TSxeee ﬁ?; HOPA sitc
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ADVANCES IN
Cancer Immunotherapy

®
@ Thank you! Resources GUIDELINES

@p Society for Immunotherapy of Cancer

Cohen et al. Journal for ImmunoTherapy of Cancer (2019) 7:184 I f | Th
https://doi.org/10.1186/540425-019-0662-5 Journal for ImmunoTherapy

of Cancer

POSITION ARTICLE AND GUIDELINES Open Access

The Society for Immunotherapy of Cancer @
consensus statement on immunotherapy o
for the treatment of squamous cell

carcinoma of the head and neck (HNSCC)
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