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ADVANCESN@ Disclosures

IMMUNOTHERAPY”

* Contracted Research: Merck, Bristol Myers Squibb, AstraZeneca,
GSK, Aduro, Astellas, Macrogenics, Lilly, Varastem

e Consulting Fees :Blueprint Medicine

« | will be discussing non-FDA approved indications during my
presentation.
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ADVANCES IN @ Outline

IMMUNOTHERAPY™

* Approved immunotherapies in head and neck cancers
* Biomarkers and immunotherapy responsiveness

* Unique considerations for head and neck cancers

* Future directions
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ADVANQE;I”““ L Approved checkpoint inhibitors in
Q head and neck cancers

IMMUNOTHERAPY™

| pug | Approved | ndiaton | ____Dose

Recurrent/metastatic HNSCC, progression on/after 200 mg Q3W or 400 mg

HEH ISl AT 2016 platinum chemotherapy Q6W
. Recurrent/metastatic HNSCC, progression on/after 240 mg Q2W or
Nivol 201
ITINEL 016 chemotherapy 480 mg Q4W
HE el HIE LS p.latlnum * 2019 Recurrent/metastatic HNSCC 1°t line — all patients A0 g3 ORI Cf 4200 3
fluorouracil Q6w
Pembrolizumab 2019 Recurrent/metastatic HNSCC 15t line — PD-L1 CPS > 1 AUt Qé\glv\;)r ClE
AAEM HOPA (t
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ADVANCESNQ Clinical trials in HNSCC

IMMUNOTHERAPY™

Trial Patient selection criteria | Treatment arm(s) Median PFS | Median OS
(months) (months)

KEYNOTE-048 Frontline R/M HNSCC

KEYNOTE-012 R/M HNSCC

CheckMate 141 R/M HNSCC with progression
on platinum

KEYNOTE-040 R/M HNSCC with progression
on platinum

Mehra, Br J Cancer 2018; Ferris, Oral Oncol 2018;

Cohen, Lancet 2018; Burtness, Lancet 2019.
© 2020-2021 Sociely for Immunotherapy of Cancer

Pembrolizumab 257
(PD-L1 CPS >1)

Pembrolizumab 133
(PD-L1 CPS > 20)
Pembro + Chemo 281
(Total Population)
Cetuximab + chemo 300
Pembrolizumab 192
Nivolumab 240
Investigator’s choice 121
Pembrolizumab 247
Investigator’s choice 248
#LearnACl

19%

23% 3.4
36% 4.9
36.0% 5.2
18% 2.1
(PD-L1+: 21%, PD-L1-: 6%)

13.1% 2.0
(PD-L1+: 17.7%, PD-L1-: 11.8%)

5.8% 2.3
14.6% 2.1
10.1% 2.3

AAAAAAAAAAAAAAAA
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Slide 5

EE13 | cannot access the full KEYNOTE-048 paper - can you add in the response rate for pembro+chemo in the total
population?
Emily Ehlerding, 8/31/2020

ZD2 | changed numbers and categories to the areas that are FDA approved
Zandberg, Dan, 10/15/2020



cate> e KEYNOTE-048: Pembrolizumab +/-
SRANCES @ Chemotherapy in newly diagnosed R/M
IMMUNOTHERAPY™ H N SCC

Key Eligibility Criteria

Pembrolizumab

* SCC of the oropharynx, Monotherapy _
oral cavity, hypopharynx,
or larynx

Pembrolizumab 200 mg Q3W

for up to 35 cycles

* R/M disease incurable by
local therapies

+ ECOGPSOor1 Sy R0
+ "
+ Tissue sample for PD-L1 Pembrolizumab g:rbr:pllzat:maAUC 5'3% Pembrolizumab

assessment® R Chemotherap Cisplatin 100 mg!mz + 200 mg Q3w

+ Known p16 status in the o 5-FU 1000 mg/m?/d for 4 days for up to
oropharynx® 35 cycles total

for 6 cycles (each 3 wk)

Stratification Factors
* PD-L1 expression®

i Carboplatin AUC 5 OR _
« p16 status in oropharynx EXTREME g Cisplatin 100 mg/m? + Cetuximab

(positive vs negative) 5-FU 1000 mg/m?/d for 4 days 250 mg/m? Q1W
» ECOG performance status
for 6 cycles (each 3 wk)

Cetuximab 250 mg/m? Q1W¢ +

(Ovs 1)

*Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % of tumor cells with membranous PD-L1 axpression. "Assessed using the CiNtec p16
Hislology assay (Ventana). cutpoint for positivity = 70%. “Following a loading dose of 400 mg/m?

YAAEM —=Xccc £ HOPA

Rischin, ASCO 2019. #LearnACl S A R —————— ay/oncooay
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ADVANCES IN (}
[ ]
Cancer total population
Events  HR (95% CI) P
100- Pembro alone  79%  0.83 (0.70-0.99) 0.01992
90+ 12-mo rate EXTREME 88%
80+ 48.7%
44.4% 24-mo rate
70+ 27.0% 36-mo rate
< 601 18.8% 19.7%
< 10.0% . o
vy 50 X\ Median (95% CI)
o

10- M"‘"“—'-'-m--l-l-.uu_uwl‘—'

11.5 mo (10.3-13.4)
10.7 mo (9.3-11.7)

KEYNOTE-048: Overall survival in the

Events HR (95% CI)

" \

30-

204 o My
15 20

25 30 35 40 45

Months

0 5 10

Rischin, ASCO 2019
© 2020-2021 Sociely for Immunotherapy of Cancer

1004 Pembro + Chemo 76% 0.723
2 90- 12-mo rate EXTREME ggy,  (0.60-0.87)
80 53.0%
43.9% 24-mo rate
70+ 29.4% 36-mo rate
e 60+ 18.8% 22.6%
e 10.0% .
i 50 \* Median (95% Cl)
O 40 13.0 mo (10.9-14.7)
30- N 10.7 mo (9.3-11.7)
= N g,
104 gl 11§
0 ' r r r r r r ' r .
0 5 10 15 20 25 30 35 40 45 50
Months
AAEM ——Xcce HOPA Gsitc
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AD'VANQ‘;;:“"ES KEYNOTE-048: Overall survival in the
PD-L1 positive population

PD-L1 CPS 220

100 5 12 manths 24 manths — Pembrolizumab alone
04 i i —— Cetuximab
with chematherapy

Overall survival (%)
L¥,
=]
|

0 1 I ] | ’ i | I | I L}

Numberatrisk ° 5 10 15 20 25 30 35 40 45 50

(number censored)
Pembrolizumabalone 133(0) 106(1) B5(1) 65(2) 47(12) 24(29) 11(40} 2(49) 0O(51) O(51) O(51)
Cetuximab 122 (0) 100 (0) 64(1) 42(1) 22(8) 12{17) 5(22) 027 02 0(27) 02N

with chemotherapy

Burtness, Lancet 2019 #LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer

PD-L1 CPS 21

12 months 24 months

L i1 ' &1 111

. | 19%
I I 1 I I | 1 | I |

20 25 3o 35 40 45 50

=
W
=
=
e
W

257 (0) 196 (2) 152 (2) 110(4) 74(22) 34 (50) 17(b4} 2(78) 0(80) 0(80) 0O(Bo)
255(0) 207 (1) 131(2) B9(2) 47(16) 21(34) 9(41) 1(48) 0(49) 0(49) 0(49)

QAAEM —xcce gHOPA Csite>
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o~y KEYNOTE-048: Outcomes on
D
subsequent therapy

Pembro
200 mg Q3W

Key Eligibility Criteria
+ SCC of the oropharynx, oral —Pembro

cavity, hypopharynx, or larynx for up to 35

» R/IM disease incurable by local cycles

therapies
« ECOGPS Oor1

+ Tissue sample for PD-L1 Pembro
assessment? , + Chemo

Pembro
200 mg Q3W Subsequent
for up to 35 Therapy
cycles total | : (Investigator’s
+ choice)

Chemod

* Known p16 status in the
oropharynx®

Stratification Factors

» PD-L1 expression? (TPS 250% vs
<50%)

Cetuximab
EXTREME 250 mg/m?

Q1We +
Chemod

+ p16 status in oropharynx (positive
vs negative)

« ECOG performance status (0 vs 1)

QAAEM ——coc gHOPA Citc>
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SWA)NCES@ KEYNOTE-048: Outcomes on
subsequent therapy

. 1 * = significant improvement
d After prOgFESSIOn, mOSt Common 0.9 compared with EGFR-based
next treatment was a chemotherapy oy eatment
regimen ' 0.8*
w 0.7
. . >
* PFS2: Progression-free survival on iy . o
. ~ 0.6 0.64 0.63*
second treatment (after progression 5
on KEYNOTE-048 treatment) <,
* Benefits seen for patients who £ 03
received pembrolizumab regimens 02
up-front o1
* Provides support to use of 0
immunothera py in front_line Setting Pembrolizumab monotherapy = Pembrolizumab + chemo
PD-L1 CPS 220 PD-L1CPS>1 m Total population
Harrington, ASCO 2020. #LearnACI gﬁ?ﬁi"m =S T\C(JC é!’_"O"OP’A Sﬁt“(j%
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Slide 10

D1 Where you adding other values here??
Dan, 10/18/2020



fw/fNCESQ Immunotherapy in head and neck
cancer treatment

= Patient evaluated by multidisciplinary team and is eligible for immunotherapy

= Disease status/stage confirmed including histology/cytology and radiographic imaging
= Disease Status: Locoregional recurrence* and/or metastatic disease

= Patient is considered eligible for inmunotherapy by treating physician

= Patient evaluated by multidisciplinary team

= Disease status/stage confirmed including histology/cytology and radiographic imaging
=Disease Status: Locoregional recurrence* and/or metastatic disease

=Patient is considered eligible for inmunotherapy by treating physician

Diagnostic
Workup

Diagnostic
Workup

=
-% **Disease progression on or
= § 2 after prior platinum-based No
-% E R/M HNSCC Systemic Therapy Naive Patients « chemotherapy without receipt
a2 é @ of immunotherapy?
& =
2 Yes
g’ @ Pembrolizumab monotherapy for PD-L1 expressing, or E 4 L l
g é o Pembrolizumab/Cisplatin/5-FU % Immune Checkpoint Platinum-based chemotherapy
s & O : Inhibitor monotherapy Clinical Trial (e.g. EXTREME regimen, Doublet
28 l l g (Nivolumab or ® chemotherapy or single agent
o E = Pembrolizumab) chemotherapy)
2 8 Disease Progression Disease Progression 5
% & on or after on or after E v
2 Pembrolizumab monotherapy Pembrolizumab/Cisplatin/5-FU T Yes| Disease Progression on or after
= E Platinum-based chemotherapy?
v v
g‘ @ Y v § ‘2 Clinical trial
g 5 Clinical trial, or Clinical trial, o 2 Non-Platinum based chemotherapy
‘S 6_"6 @ Platinum based chemotherapy **Immune Checkpoint Inhibitor monotherapy, or E & Palliative care
o Non-platinum based chemotherapy

*Locoregional recurrence without salvage surgical or radiation option or declines local therapies
**Disease Progression on or after Platinum-Based Therapy: Disease progression on or after platinum-based therapy

‘I;ocoreglon'al recurrence without salvage surgical or radlatlor\ option or declines Ioc:al thelja!:)les ) including within 6 months of platinum-based CRT given in the locally advanced setting. Patients that receive but cannot
Refer to Figure 2. Initial Therapy Treatment Recommendations: Immune Checkpoint Inhibitor monotherapy (nivolumab or tolerate platinum-based chemotherapy would also be included in this category.
pembrolizumab) HNSCC: head and neck squamous cell carcinoma
S X b | H
QAAEM ——ixcce & HOPA Csitc>
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ADVANCES IN @ Outline

IMMUNOTHERAPY™

* Approved immunotherapies in head and neck cancers
* Biomarkers and immunotherapy responsiveness

e Unique considerations for head and neck cancers

* Future directions
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ADVANCES In @ PD-L1: TPS vs CPS

IMMUNOTHERAPY™

_ #of PD—L1 positive tumor cells

TPS = X 100

number of viable tumor cells

# of PD—L1 positive cells (tumor cells, lymphocytes, macrophages)
CPS = , x 100
total number of tumor and immune cells

PD-L1-positive immune cell 6 positive tumor cells
. PD-L1-negative immune cell TPS = 14 total tumor cells X 100 =43

. PD-L1-positive tumor cell
6 positive tumor cells positive immune cells

CPS = X 100 =36
PD-L1-negative tumor cell 22 total cells

Association of Commur

2
e HOPA Gltc
ity Comeor Comers NI Hematol logy/Oncology
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2e©)  Impact of PD-L1 in HNSCC

IMMUNOTHERAPY™

PD-L1 CPS

* KEYNOTE-048
* First-line treatment
e Approval of pembrolizumab

monotherapy: CPS > 1

* KEYNOTE-040

 After platinum

* Improved outcomes in PD-L1-
positive patients (by CPS > 1)

© 2020-2021 Sociely for Immunotherapy of Cancer

PD-L1 TPS

e CheckMate 141

e After platinum

* Greatest benefit seen for PD-L1-
positive tumors (TPS > 1%), but
benefit regardless

* KEYNOTE-012
* Second-line treatment
* Higher response rate with PD-L1
CPS-positive tumors
* No difference for PD-L1-positive
tumors by TPS

AAEM

AAAAAAAAAAAAAAA
EEEEEEEEEEEEEEEEE

#tiLearnACI s e e
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e =~ KEYNOTE-048: Outcomes by PD-L1
©
IMMUNOTHERAPY™ St a t us

* Greatest benefits seen in | X 23
tumOI’S W|th h|ghe5t PD_Ll Pembrolizumab + chemo 0.65 3k
expression .

* Approval requires PD-L1
expression (CPS) only for S os

monOthe a py Pembrolizumab monotherapy 0.74 Xk

* For total population, only 058 *
pembrolizumab +
chemotherapy should be 0 02 04 06 08
considered, not monotherapy OS HR vs EXTREME

W Total population PD-L1CPS>1 PD-L1 CPS 2 20

*superiority statistically demonstrated at interim or final analysis

HOPA Csitc >

A
Rischin, ASCO 2019. #fLearnACl| Qﬂéﬂééﬁc‘ﬁf;ﬁaﬁ; Associatior T\T/‘/‘/ # ;‘f'::i::‘;gog;cfg: Sy
© 2020-2021 Sociely for Immunotherapy of Cancer
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ADVANCES IN

IMMUNOTHERAPY™ C\'.)

CheckMate 141: Outcomes by PD-L1

status

PD-L1 TPS 2 1%

CheckMate 141: 2 year update

HR

(95% C1)

055
(0.39-0.78)

24 27 30 33 36 39

100
90 Median OS
30 PD-L1 expressors 7(95% Cl), mo
i Nivolumab (n = 96) 8.2 (6.7-9.5)
70 - IC (n = 63) 47 (3.8-62)
w607
*
& 50 4
O 40-
30 4
20
ol |
0 T T T T T T T : :IIC
0 3 6 9 12 15 18 21
Months
No. at risk
Nivo 96 74 59 42 30 25 22 19 16 11 8
IC 63 45 24 14 10 6 4 3 2 2 0

Ferris, Oral Oncol 2018.

© 2020-2021 Sociely for Immunotherapy of Cancer

PD-L1 TPS < 1%

100 -
90 1 Median OS HR
80 PD-L1 non-expressors | (95% Cl), mo | (95% ClI)
1 Nivolumab (n = 76) 65(44-117)) 073
70 1 IC (n = 40) 55 (3.7-8.5) | (0-49-1.09)
— 601
R
s 50 -
& an-
30 -
20 - i .
10 - ; i Nivo
1 ]
U T T T T T 1 i T Elc T T 1
0 3 6 9 12 15 18 21 24 27 30 33 236 39
Months
No. at risk
Nivo 76 54 39 32 29 20 19 17 15 11 5 4 3 0
IC 40 30 19 14 10 7 5 4 4 1 0 0 0 0
YAAENM ——xccc & HOPA
#LearnACl . EHERGENCY MeDICINE - i Bt

Csite >
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ADVANCES IN @ Outline

IMMUNOTHERAPY™

* Approved immunotherapies in head and neck cancers
* Biomarkers and immunotherapy responsiveness

* Unique considerations for head and neck cancers

* Future directions
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no)

e e Toxicities in head and neck cancer
O o
: patients k=«

IMMUNOTHERAPY”

[0)
o

 Patients typically receive aggressive
radiation treatment, with
accompanying side effects

~
o

D
o

[Sa)
o

* Radiation in combination with
chemotherapy, immunotherapy
and/or surgery can further
complicate toxicity profiles

w
o

N
o

* While combinations may have

Percent of patients with grade 3+ treatment-related toxicity
N
S

10
higher response rates, also have o I I I I
H [ KEYNOTE-012 KEYNOTE-040 CheckMate 141 KEYNOTE-048 - KEYNOTE-048 -
hlgher tOXICIty rateS pembro pembro +
monotherapy chemo
QAAEM ——jcce gHOPA Csitc>
#LearnACl ool EMERGENCY MEDICINE oo o Community Cancer Gt e s NG ot R
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Slide 18

D2 For 012, 040, 141 you are using treatment related AEs G3-5. For 048 that is all AEs G3-5. Change 048 to be
consistent with Treatment related AEs for pembro monotherapy being 16.7% and for P + C it was 71%

Dan, 10/19/2020

EE14 Thanks for catching this - edit made!
Emily Ehlerding, 10/21/2020
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“one'©)  Viralinfections in HNSCC

I 14 I :

IMMUNOTHERAPY™

* Virally-associated cancers are
biologically and clinically distinct

* Human papillomavirus associated
with oropharynx cancer

* Epstein Barr virus associated with
nasopharyngeal cancer

* Evidence that HPV+ tumors may
perform better, but there is
benefit with immunotherapy
regardless of HPV status

Cohen, J Immunother Cancer 2019. #LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer

35

KEYNOTE-012

® HPV+ = HPV-

AAAAAAAAAAAAAAA
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CheckMate 141

HOPA Csitc
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ADVANCES IN (_ )
IMMUNOTHERAPY™

CheckMate: Outcomes by HPV
status

CheckMate 141: 2 year update

A 4004 HPV positive B 100 HPV negative
90 - Median OS HR 90 - Median OS ‘
™ HPV positive (95% CI), mo | (95% CI) 80 HPV negative (95% CI), mo | (95 Cll'
Nivolumab (n=64) |9.1(6.5-11.8) 0.60 Nivolumab (n=56) |7.7 (4.8-13.0) 0.59
701 IC (n = 29) 4.4 (3.0-9.8) |(0.37-0.97) 704 IC (n = 37) 6.5(3.9-8.7) | (0.38-0.92)
— B0 1 __ 604
= 2
g 50 4 g 50 4
40 - 40 -
30 1 30 1
201 . i Nivo
10 Nivo 101
0 i 0
0 9 12 15 18 21 24 27 30 33 36 39 0 12 15 18 21 24 27 30 33 36 39
Months Months
No. at risk No. at risk
Nivo 64 50 40 31 23 17 16 13 12 11 7 3 0 Nivo 56 38 34 24 22 19 16 15 13 8 4 2 0 0
Ic 29 20 13 @ 8 4 2 1 1 1 1 1 0 0 IC a7 28 5 4 4 3 2 1 0 0 0 0
AAEM Ao (e i
Ferris, Oral Oncol 2018. gmﬁ?&kﬁ?‘%ﬁz oo \ T—— @ !h_mlni('?gi/"é th
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ADVANCES IN 7
‘©)

»sj " ‘ V%
IMIV\UNOTHERAPY

Outline

* Approved immunotherapies in head and neck cancers
* Biomarkers and immunotherapy responsiveness

* Unique considerations for head and neck cancers

* Future directions

QAAEM ——iccc gy HOPA Csito>
#LearnACl O EMERSENCYMEDICNE oo Communn corcrcarer N Hematolooy/Oncology N .
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Py Combination immune checkpoint inhibition
Q in HNSCC — limited success to date

IMMUNOTHERAPY™

Trial Patient population Treatment arms Median OS | Landmark OS
(months)

EAGLE R/M HNSCC after Durvalumab 17.9% 24-months: 18.4%
platinum Durvalumab + tremelimumab 18.2% 6.5 24-months: 13.3%
SoC 17.3% 8.3 24-months: 10.3%
Patient population Expected study completion
KESTREL Untreated HNSCC Durvalumab February 2021
Durvalumab + tremelimumab
SoC
CheckMate 714  Platinum-refractory HNSCC Nivolumab + ipilimumab January 2024
Nivolumab
CheckMate 651  Untreated HNSCC Nivolumab + ipiliumumab February 2026

EXTREME regimen

AAEM WA ;
Ferris, Ann Oncol 2020 9 AAAAAAAAAAAAAAAA ANCCC @ |'m| OPA th

I_ r I EMERGENCT MEDICINE Association of Communily Cancer Centers :: alolch/Oncolcgy
#lLearnAC W M R arooacy hssbciation
© 2020-2021 Sociely for Immunotherapy of Cancer
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e Q In development: cetuximab + pembrolizumab

for recurrent metastatic disease

IMMUNOTHERAPY™

* Cetuximab and pembrolizumab are both approved as monotherapies

for HNSCC

* Phase Il trial testing cetuximab + pembrolizumab:
* Platinum refractory or ineligible disease
* ORR: 45%
* Median OS: 18.4 months
 Safety profile consistent with individual drugs

AAAAAAAAAAAAAAA

Sacco, H&N Cancers Symposium 2020. #LearnACl I A S —

© 2020-2021 Sociely for Immunotherapy of Cancer
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ASVANQE’;:“E; In Development: Monalizumab plus
Cetuximab (1O Failure)

IMMUNOTHERAPY™

Best change of tumor size from baseline

o
2 s Complete Response
B? ® Partial Response
Cohort 2, n=40 b 8 Stable Disease
g g . ® Progressive Disease
PR N (%) 8 (20%) ®
80 n (%) 15 (37.5%) 'g
D —t
PDn (%) 15 (37.5%) -E
=]
NE n (%) 2* (5%) & 8
e — S B 9 7 Ant-PD{L)1 in last previous line
ORR %, [95% C1] 20% [10.5-34.8] 7 & Prior Cetuximab '
i)
Time to Response median, [95% CI] 1.6 mo[1.65.3] - g
s
Duration of Response median, [95% Cl] 5.2 mo [3.9-NR] v

| MO T | I-llLHlI'-l-

Cohen et al. J Clin Oncol 38: 2020 (suppl; abstr 6516)

AAEM ——xcce &HOPA  Csitc
#LearnACl ?E”E?Sﬂfﬁi’.“ﬂ’,‘ﬁ!ﬁ% \ @ e )

Pharmac; y A 5555555555 Society for Immunotherapy of Cancer
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ADVANCESNQ In development: Neoadjuvant |10

IMMUNOTHERAPY™

A Neoadjuvant setting Patient assessment Clinical stratification Adjuvant setting

Pembrolizumab,
( ) Single dose (200mg),
. 2-3 weeks prior to surgery
(n=386)

Stage IV, 4
clinically high-risk, | f“mer biopsy)
surgically resectable
HNSCC
(excluding HPV+ OPSCC)

Uppaluri, Clin Cancer Res 2020
© 2020-2021 Sociely for Immunotherapy of Cancer

* Baseline sampling (bicod,

* POACRT=Adjuvant
Weekly adverse High-risk : ?PEM? ‘{;1 =12)
event and clinical Surgical resection (+ margin/ECE, - POART (n=1)
monitori n=18 5
=38, (n=36) ) « Observation (1=1)

« CT scans for RECIST -« Pathologic assessment

(n=19) * PTR quantification
* Surgical sampling
(blood. surgical
specimen)

AAEM ——xcec AHOPA Csitc
#LearnACI ?Eﬂﬁt‘?ﬁ'ﬁ&i’?ﬂ’!ﬁ!ﬂf [em—T: \ @ Homalology Choology Smh”mmﬁ .
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ADVANCESN@) In development: Neoadjuvant 10

IMMUNOTHERAPY™

* No serious AEs or unexpected surgical complications/delays
* pTR-2: 22%

e pTR-1: 22%

B 100- C D

Baseline Al surge
e 1-year relapse rate: 16.7% oz 2w s ik
40 61.1%
204
0

Low/int risk High risk
pTR-0 == pTR-1 pTR-2

ooooooooooooooooooo

Uppaluri, Clin Cancer Res 2020 #LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer
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Py In development: Checkpoint inhibitors +
©

IMMUNOTHERAPY™

NCT03247712: neoadjuvant nivolumab + SBRT

* Phase |
* Decreased tumor size prior to surgery; high pathologic CR rate

KEYNOTE-412: pembrolizumab + chemoradiation
* Phase lll
» Safety confirmed, estimated completion 2021

JAVELIN Head and Neck 100: avelumab + chemoradiation
* Phase lll trial terminated in early 2020, Negative trial.

REACH: avelumab + cetuximab + radiotherapy
* Phase lll
» Safety confirmed, estimated completion 2027

AAAAAAAAAAAAAAA

Leidner, AACR 2019. #LearnACl o

© 2020-2021 Sociely for Immunotherapy of Cancer

radiotherapy as primary therapy

.
VAV -X
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A(DV{NCESO In development: Selected ongoing
Cancer combination trials

Trial Patient population Treatment arms Targets Expected study
completion

LEAP-010 Untreated recurrent/  Pembrolizumab +
metastatic PD-L1+ lenvatinib

HNSCC (CPS > 1) Pembrolizumab

INDUCE-3 Untreated recurrent/  Pembrolizumab +
metastatic PD-L1+ GSK609
HNSCC (CPS > 1) Pembrolizumab
NCT02643550 HNSCC after 1-2 Monalizumab +
therapies, including cetuximab
progression on Pt

#LearnACl
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PD-1 + multikinase April 2024
inhibitor

PD-1

PD-1 + ICOS July 2023

PD-1

NKG2A + EGFR Phase 1/2: 2021

Phase 3: planned

QaaEH —Acce & HOPA

e = Hematol logy/Oncology
............................... W < Pharmacy Association

Csite >

Society for Immunotherapy of Cancer



(”Si tg) Society for Immuno

AD\/ANCESN@ ConclUSiOnS

IMMUNOTHERAPY™

* Cytotoxic chemotherapy achieves limited survival in HNSCC with
unfavorable side effects.

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

* Pembrolizumab +/- Chemotherapy based on PD-L1 CPS is FDA approved
for frontline recurrent/metastatic HNSCC

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

* Ongoing areas of research include combinations of immunotherapy with
radiation and/or other drugs and development of predictive biomarkers.
AAEM ——ixccc HOPA Csitc>
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ADVANCES IN @ Re S O u rce S Cancer Immunotherapy

IMMUNOTHERAPY™ G U | D E I_l N ES
Cohen et al. Journal for InmunoTherapy of Cancer (2019) 7:184

hitps/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)

Ezra E. W. Cohen', R. Bryan Bell’, Carlo B. Bifulco?, Barbara Burtness®, Maura L. Gillison®, Kevin J. Harrington”,
Quynh-Thu Le®, Nancy Y. Lee’, Rom Leidner?, Rebecca L. Lewis®, Lisa Licitra®, Hisham Mehanna'®, Loren K. Mell',
Adam Raben'', Andrew G. Sikora'?, Ravindra Uppaluri'®, Fernanda Whitworth'*, Dan P. Zandberg® and

Robert L. Ferris®*
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ADVANCES IN Q Case Study 1

IMMUNOTHERAPY™

* Case 1: A 67 yo male with pmh for COPD presents with recurrent oral
cavity SCC. The patient was diagnosed with a T3N2cMO SCC of the
right oral tongue in 2017 s/p resection and adjuvant CRT completed in
1/2018. He now presents with a recurrent oral tongue mass (4cm)
with distant metastasis involving lung, liver, and bone. PD-L1 CPS is
10. Which of the following would you recommend?

* A: Platinum/5FU plus cetuximab

B: Nivolumab monotherapy

C: Pembrolizumab monotherapy

D: Pembrolizumab plus platinum/5FU

Leidner, AACR 2019. #LearnAcl O SR
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ADVANCES IN Q case Study 2

IMMUNOTHERAPY™

e Case 1: A 65 yo male with pmh for COPD presents with recurrent
hypopharyngeal SCC. The patient was diagnosed with a T3N2bMO SCC of
the hypopharynx and underwent treatment with definitive chemoradiation
with high dose Cis X 3 cycles with complete response on 3 months post
PET/CT. Five months after completing CRT the patient developed a
locoregional recurrence. He is determined to be unresectable and does not
have a reirradiation option. Which of the following would you recommend

A: Pembrolizumab monotherapy only if CPS >1

B: Pembrolizumab plus platinum/5FU

C: Nivolumab monotherapy regardless of PD-L1 status
D: Carboplatin plus paclitaxel
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