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« Consulting Fees: Merck, GSK, Pfizer, Biontech, CUE

| will be discussing non-FDA approved indications during my
presentation.
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* Approved immunotherapies in head and neck cancers
* Biomarkers and immunotherapy responsiveness

* Unique considerations for head and neck cancers

* Future directions
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ADVANCEH@H) & HPV(-) tumors have different prognoses

IMMUNOTHERAPY™
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Years since Randomization Ang, et al. NEJM 2010
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Paclitaxel inhibits
microtubule disaggregation

HNSCC
tumour cell

HNSCC tumour cell Pembrolizumab

overexpressing EGFR and nivolumab PD-1
block PD-1 and

>—(Cetuximab PD-L1 interaction \¥

#0—LEGFR PD-L1

Cisplatin inhibits
DNA replication and )
mRNA transcription

————————————

W Cetuximab and EXTREME regimen

Ipilimumab DC

N radiotherapy approved da Vinci robotic (cetuximab, 5-FU Pembrolizumab Data presented
) 2 in LRAHNSCC and as system approved for and cisplatin or and nivolumab showing superiority
monotherapy in transoral resection carboplatin) are approved in of pembrolizumab
platinum-refractory of oropharyngeal approved for first- platinum-refractory | | in first-line R/M
R/M HNSCC cancer line RZ/M HNSCC R/MHNSCC HNSCC

Cramer et al, 2019 Nature reviews clinical oncology
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W does immunotherapy fit into the treatment
of SCCHN?

4 R/M SCHHN N
Locally recurrent not candidates for
salvage radiation or surgery

Or
\_ distant metastases -
Primary metastatic Post platinum failure
chemo-naive —6 Mo post Or- within 6 months of . .
L P . failing PD-1 inhibitors
Definitive therapy platinum
(first line RMD ) In definitive setting
/ KN 048 results \ /(based SR E e e _141'\ / Clinical Trial \
Keynote 040)
CPS>1, Pembro Or
Pembrolizumab
N e porrt Nivolumab Single agent therapy
iomarker unselected Pembro + .
Cetuximab
Chemotherapy Or Clinical trial Methotrexate

Docetaxel / «
\ / \ / " /MA/-\EM NCICC @ HOPA C Sitq/)

© 2020-2021 Society for Immunotherapy of Cancer



Cs |t§) Society for Immunotherapy of Cancer
ADVANCES IN
O

Immunotherapy in head and neck
cancer treatment

IMMUNOTHERAPY™

= 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 immunotherapy 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
e 5 2 after prior platinum-based | NO
% E R/M HNSCC Systemic Therapy Naive Patients a chemotherapy without receipt
a2 5 of immunotherapy?
= @
e >
v Yes
g > Pembrolizumab monotherapy for PD-L1 expressing, or E v : ¢ l
s S Pembrolizumab/Cisplatin/5-FU % g Immune Checkpoint Platinum-based chemotherapy
=S ® o = Inhibitor monotherapy Clinical Trial (e.g. EXTREME regimen, Doublet
> 5 l l -3 (Nivolumab or e IS h h ingl t
20 - ! ® chemotherapy or single agen
8 E a “E’ Pembrolizumab) chemotherapy)
g S Disease Progression Disease Progression & E *
- 9 on or after on or after £ 8
% = Pembrolizumab monotherapy Pembrolizumab/Cisplatin/5-FU © & Yes| Disease Progression on or after
- z Platinum-based chemotherapy?
v v
E‘ P v Y E 2 Clinical trial
‘g & Clinical trial, or Clinical trial, E 3 Non-Platinum based chemotherapy
5 E @ 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
including within 6 months of platinum-based CRT given in the locally advanced setting. Patients that receive but cannot
tolerate platinum-based chemotherapy would also be included in this category.

HNSCC: head and neck squamous cell carcinoma

?AAEM'

*Locoregional recurrence without salvage surgical or radiation option or declines local therapies
**Refer to Figure 2. Initial Therapy Treatment Recommendations: Immune Checkpoint Inhibitor monotherapy (nivolumab or
pembrolizumab)
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head and neck cancers

IMMUNOTHERAPY™

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

Pembrolizumab 2016 e Q6W
. Recurrent/metastatic HNSCC, progression on/after 240 mg Q2W or
Nivolumab 2016 chemotherapy 480 mg Q4W
i + i +
Pembrolizumab p.Iatmum 2019 Recurrent/metastatic HNSCC 15t line — all patients 200 mg Q3W or 400 mg
fluorouracil Q6w
Pembrolizumab 2019 Recurrent/metastatic HNSCC 1t line— PD-L1 CPS > 1 200 mg Qé\é\/v\;)r 400 mg
AAEM ——xcce &HOPA Csitc
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IMMUNOTHERAPY™

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

KEYNOTE-048 Untreated R/M HNSCC
(total population)

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 Society for Inmunotherapy of Cancer

Pembrolizumab

Pembrolizumab +
chemo

281

Cetuximab + chemo 300

Pembrolizumab

Nivolumab

Investigator’s
choice

Pembrolizumab

Investigator’s
choice

192

240

121

247
248

#tLearnAC|

16.9%

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

QAAEM —icc
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11.5
13.0
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cite> e KEYNOTE-048: Pembrolizumab +/-
Cancer O Chemotherapy in newly diagnosed R/M
IMMUNOTHERAPY™ H N SCC

Key Eligibility Criteria Pembrolizumab

» SCC of the cropharynx, Monotherapy _
oral cavity, hypopharynx, .
or larynx

Pembraolizumab 200 mg Q3W

for up to 35 cycles

* R/IM disease incurable by
local therapies

- ECOGP50or1

* Tissue sample for PD-L1 Pembrolizumab
assessment® X Chemotherapy

« Known p16 status in the

Pembrolizumab 200 mg + .
Carboplatin AUC 5 OR o0 s O
Cisplatin 100 mg/mZ + g

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

oropharynx®

for 6 cycles (each 3 wk)

Stratification Factors

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

Cetuximab 250 mg/m?® Q1W*® +
Carboplatin AUC 5 OR )
« p16 status in oropharynx EXTREME . Cisplatin 100 mg/m2 + Cetuximab
{positive vs negative)
« ECOG performance status
(0ws 1)

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

for 6 cycles (each 3 wk)

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

QAAEM ——xccc gy HOPA Csitc >

Rischin, ASCO 2019. #LearnACl
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KEYNOTE-048: Overall survival in the
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%
804 48.7%
44.4% 24-mo rate

704 27.0% 36-mo rate
60+ 18.8% 19.7%

10.0%

0S, %

50 \

gg th:::““W"mM

10 Mﬁ"—'

Median (95% CI)
11.5 mo (10.3-13.4)
10.7 mo (9.3-11.7)

0O 5 10 15 20 25 30 35 40 45
Months

Rischin, ASCO 2019
© 2020-2021 Society for Inmunotherapy of Cancer

Events HR (95% CI)
100 Pembro + Chemo 76% 0.722
= 90- 12-mo rate EXTREME gay  We0-0.487)
80- 53.0%
43.9% 24-mo rate
701 29.4% 36-mo rate
604 18.8% 22.6%
10.0%

Median (95% CI)
13.0 mo (10.9-14.7)
10.7 mo (9.3-11.7)

0S, %

50
\

40+

30+

104 g,

0 T T T T T T T T T 1
0 S 10 19 20 25 30 35 40 45 50
Months
AAEM fcee & HOPA Csitc
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IMMUNOTHERAPY™ »
PD-L1 CPS 21

100 12 months 24 months — Pembrolizumab alone
G0 - . , — Catuximab
: : with chemotherapy

Dverall survival (%)

Numberatrisk ° 5 1 15 2 25 3 35 40 45 50

(number censored)

Pembrolizumab alone 133 (0) 106 (1) 85(1) 65(2) 47(12) 24(29) 11(40) 2(48) 0(51) O(51) O(51)
Cetwximab 122 (0) 100 (0) 64(1) 42(1) 22(8) 12(17) 5(22) 0(27) ©(27) 07 0(Z7)

with chemotherapy

Burtness, Lancet 2019
© 2020-2021 Society tor Immunotherapy of Cancer
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KEYNOTE-048: Overall survival in the
PD-L1 positive population

PD-L1 CPS 21
F
—— Pembrolizumab
: 12 mionths 24 months with chematherapy
i — Cetudmab
_ with chemotherapy
- . 1%
| 1 1 1 1 || || || 1} I
i g 10 15 20 25 30 E LY 40 45 G0

Time since randomisation (months)

126 (0) 102(0) 77(0) 60(1) 50(1) 44(1) 36(B) 21(22) 4(38) 0(42) 0(42)

110(0) 91(0) 60(1) 40(1) 26(1) 19(2) 11(4) 4(8) 1(11) 0(12) 0(12)

? u'pi‘s'&é::c"frfs‘é‘é - @ H OPA (rt;)

Saciety for Immranotheragy of Carcer
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Pembro
Pembro 200 mg Q3W

Key Eligibility Criteria

» SCC of the oropharynx, oral
cavity, hypopharynx, or larynx

for up to 35
cycles

* R/M disease incurable by local
therapies

- ECOGPSOor1

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

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

* Known p16 status in the
oropharynx®

Stratification Factors

» PD-L1 expression? (TPS 250% vs

<50°A)) Cetuximab

EXTREME 250 mg/m?
Q1We +
Chemod

» p16 status in oropharynx (positive
vs negative)

+ ECOG performance status (0 vs 1)

QAAEN —ixcce &HHOPA Csitc>
#LearnACl S ey e e
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;VA{JCES@ KEYNOTE-048: Outcomes on
subsequent therapy

1 * = significant improvemen
» After progression, most common 0 compared aith LGP based
next treatment was a chemotherapy Ny resment
regimen O' 0.8*
w 0.7
. . >
* PFS2: Progression-free survival on = ; 0.66*
. = 0.6 0.64 0.63*
second treatment (after progression 3 .
on KEYNOTE-048 treatment) ™
* Benefits seen for patients who £ 03
received pembrolizumab regimens 02
up-front 01
* Provides support to use of 0
immunOthera py in frOnt'Iine Setting Pembrolizumab monotherapy ~ Pembrolizumab + chemo
PD-L1 CPS > 20 PD-L1CPS>1 mTotal population
Harrington, ASCO 2020. H#LearnACl gr:AﬁE‘:M ALCC éHO PA (.Slts)

© 2020-2021 Society for Immunotherapy of Cancer
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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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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

e 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+2 positive immune cells

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

QAAENM ——xcce &HOPA Csitc>

Sossety for Inmrnomerap
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IMMUNOTHERAPY™

PD-L1 CPS PD-L1 TPS
* KEYNOTE-048 * CheckMate 141
* First-line treatment e After platinum
* Approval of pembrolizumab * Greatest benefit seen for PD-L1-
monotherapy: CPS > 1 positive tumors (TPS > 1%), but
« KEYNOTE-040 benefit regardless
* After platinum * KEYNOTE-QlZ
 Improved outcomes in PD-L1- * Second-line treatment
positive patients (by CPS > 1), no * Higher response rate with PD-L1
significance in total population CPS-positive tumors

* No difference for PD-L1-positive
tumors by TPS
QAAEM NS @ HOPA SItC\

#LearnACl
© 2020-2021 Society for Immunotherapy of Cancer



e KEYNOTE-048: Outcomes by PD-L1
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* Greatest benefits seen in | - on
tumors with highest PD-L1 Pembrolizumab + chemo 0.65 *
expression 06 *

e Approval requires PD-L1
expression (CPS) only for s

monOthera py Pembrolizumab monotherapy 0.74 kK

* For total population, only pE *
pembrolizumab +
chemotherapy should be 0 02 04 06 08

. OS HR vs EXTREME
considered, not monotherapy
B Total population PD-L1CPS>1 PD-L1 CPS =20

*superiority statistically demonstrated at interim or final analysis

QAAEN ——ixcce &HOPA Csite

Rischin, ASCO 2019. #LearnACl
© 2020-2021 Society for Immunotherapy of Cancer
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Figure 3. ORR2 in PD-L1CPS <1, CPS 1-19, and CPS 220 Subgroups

A Pembrolizumab vs EXTREME B Pembrolizumab + Chemotherapy vs EXTREME
100 100
90 80 -
B0 B0
O o
# e *# e e 43%

[ of 50—
g 4 & -
30 30
20+ 20
10 10 -
o- 0 -

Pomtrolzuman  EXTHEME Pembmiimemas  EXTREME Fombmlzumes - EXTREME Fambmiizuman - EXTRENE Fomibrolamas - EXTREME

=124 (N =133 (N = 133] = 122 G BT agy N = 43 N = 125] [ R =110

M =115]

PO-L1 CPS 1-19

W =125]
PO-L1CPS =20

PD-L1CPS <1 PD-L1CPS 1-19 PD-L1 CPS =20

PD-L1 CPS <1
dpseeased per RECIST vi1.1 by blinded independent central review.

Burtness et al, AACR 2020

AAEM ——xccc MHOPA Csite
19 q : @ Hamatologyfoncel f)
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E n Society for Immunomeragy of Cancer
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e CheckMate 141: Outcomes by PD-L1
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CheckMate 141: 2 year update

100 - PD-L1 TPS > 1% 100-- PD-L1 TPS< 1%
90 ~ Median OS 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)
- 60 - 60
& &
o 207 o 207
O 401 © 40-
30+ 301 26.2% i
20 18.5% 13.79% . 20 - .IE'{I.? Yo u
10- I : Nivo 10- . ' ’IH 2% Nivo
U T T T T T i T T i |C T T 1 {] T T T T T T _LI_II_‘E IC 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
Months Months
MNo. at risk No. at risk
Nivo 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivo 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 0 0 IC 40 30 19 14 10 7 5 4 4 1 0 0 o 0

. QAAENM ——Xxccc & HOPA
Ferris, Oral Oncol 2018. H#LearnACI W tMERGENCY MEDICING Hemstolagyanzcloay
© 2020-2021 Sociely tor Immunotherapy of Cancer
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IMMUNOTHERAPY™

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

* Unique considerations for head and neck cancers

* Future directions

QAAEM ——xcce &HOPA Csite>
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© 2020-2021 Society tor Immunotherapy of Cancer



cow -~ Toxicities in head and neck cancer

® :
IN\MUNOTHERAPY"’@ p a t I e n t S

* Patients typically receive aggressive

radiation treatment, with :>7o
accompanying side effects % 60
* Radiation in combination with £ %0
chemotherapy, immunotherapy £
and/or surgery can further 5 ¥
complicate toxicity profiles 2
* While combinations may have .

higher response rates, also have
higher toxicity rates

#LearnACl
© 2020-2021 Society for Inmunotherapy of Cancer

KEYNOTE-012 KEYNOTE-040 CheckMate KEYNOTE-048 - KEYNOTE-048 -

141 pembro pembro +
monotherapy chemo
QAAEN —ixcce &HHOPA Csitc>
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ADVANCESIN@ Viral infections in HNSCC

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 Society for Immunotherapy of Cancer
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KEYNOTE-012
m HPV+
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Ve M 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

QAAEM | “C g HOPA  Cite>

Ferris, Ann Oncol 2020 #LearnACl EMERGENCY MEDICINE
© 2020-2021 Society tor Immunotherapy of Cancer
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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
Avelumab + cisplatin (100 mg/m2) 3 cycles Avelumab Endpoints
10 mg/kg + IMRT 70 Gy/35 fractions/7 weeks WOLLIACZ S o

N=350 (1 fraction/day, 5 fractions/week) N=291 . "Fr)rll:asrﬁs:eszg:jnb'y

Patients with N=345 investigator per
laghosed, nigh-risk, . Tumor stage (<T4 vs T4) Treatment until PD, unacceptable toxicity, or :
previously untreated : Nodal stage (NON1/N2a/N2b vs N2G/N3) i $ Secondary endpoints

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, progresm@é@g&& pE@gressmn fr@e\sﬁwgai QZV@W'Q_'NQJD A (lt)

R, randomized; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
©?@BQSQQQ$@KI‘P(WQ)C#WWWOHMW ldrﬁklfmﬂiypopharynx) HPV-negative disease stage Ill, IVa, IVb; nonoropharyngeal HPV-positive disease stage Ill, [Va, IVb; HPV-positive oropharyngeal disease T4 or N2c or N3 (TNM staging per AJCC, 7th edltlon)



‘ congress
VIRTUAL
| o , 100 A

90 -
80 -
70 4
60 -
g 50 e —— I =
e Avelumab + Placebo +
o 40 - CRT (n=350) CRT (n=347)
30 -
Median PFS (95% CI), months Natg;?,flg‘)’d N?Zt;%"_‘;g‘;d
20 - ' '
10 - Stratified HR (95% CI) 1.21(0.93-1.57)
Stratified p value (1-sided) 0.92
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

0 2 4 6 8 10 12 14 16 18 20 2 24 26 2 30 3
At risk Months

Avelumab+ CRT 350 303 289 239 222 176 143 107 69 63 41 33 22 18 4 2 0
Placebo+ CRT 347 303 201 257 241 200 172 121 75 5 31

& ; 1 P~ .3 é O <0
AAEM —Rccci @ HOPA Csite >
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‘ congress
VIRTUAL
r 100 —

90 —
80 —

70 -

60 —

50 — Avelumab + Placebo +
CRT (n=350) CRT (n=347)

0S (%)

40
Median OS (95% Cl), months Not reached Not reached
30 4 (NE-NE) (NE-NE)

20 4 Stratified HR (95% ClI) 1.31(0.93-1.85)
Stratified p value (1-sided) 0.94

10 -

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
At risk Months

Avelumab+CRT 350 33 319 303 284 273 244 190 148 118 82 59 47 29 18 6 2 0
Placebo+CRT 347 334 315 298 200 282 252 193 160 115 86 SogY AEM 2698 @y HOPA 0Csitc >

© 2020-2021 Society for Immunotherapy of Cancer
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gﬁﬁ?é?@ Outline

IMMUNOTHERAPY™

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

* Unigue considerations for head and neck cancers

* Future directions

QAAEN ——xXccc & HOPA Csitc >
#lLearnAC| ronone R e oy Amcaton ol Conemaiy Cavies Covtr e ek 7
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ADVANCES'N@ In development: Oral cavity cancer

IMMUNOTHERAPY™

A Neoadjuvant setting Patient assessment Clinical stratification Adjuvant setting

. POACBT-'Adjuvant
Pembrolizumab, Weekly adverse High-risk pathology %%:gh;#?’a: 4(;1 =12)
& ‘ } Single dose (200 mg), event and clinical Surgical resection (+ margin/ECE, - POART (n=1)
2-3 weeks prior to surgery monitoring (n=36) n=18) . fiEl
(n=36) (n=36) Observation (n=1)

Stage IV, * Baseline sampling (blocd, * CT scans for RECIST = Pathologic assessment

" clinically high-risk, ) fumor biopsy) (n=19) + PTR quantification
surgically resectable * Surgical mﬂim
HNSCC (blood, surgical
(excluding HPV+ OPSCC) specimen)
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“once' ©)  In development: Oral cavity cancer

IMMUNOTHERAPY™

* No serious AEs or unexpected surgical complications/delays
* pTR-2:22%
* pTR-1:22%

] Baseline At surgery

* 1-year relapse rate: 16.7% &

60-

40+ 61.1%
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Low/int risk  High risk
pTR-0 "= pTR-1 pTR-2
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A(D;;NCESW Trials in Progress using ICl in PULA for Cisplatin
IN

@ eligible patients
IMMUNOTHERAPY™

KN 412 Cisplat-RT + pembro versus + placebo

Avelumab + cetuximab RT instead of cisplatin RT
REACH (GORTEC) closed ; > 430 pts

Adjuvant atezolizumab after Chemo-RT
IMVOKe 10

Adjuvant Nivolumab after Chemo-RT,;

EA3161 (Intermediate Risk HPV related)

Concurrent Nivolumab with RT

- : QAAEM —ixcce &HOPA Csitc >
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ADVANCES]N”';:’” In development: Checkpoint inhibitors +
@ radiotherapy as primary therapy

IMMUNOTHERAPY™

* NCT03247712: neoadjuvant nivolumab + SBRT

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

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

* JAVELIN Head and Neck 100: avelumab + chemoradiation
* Phase lll trial terminated in early 2020, due to likelihood of limited efficacy

e REACH: avelumab + cetuximab + radiotherapy
* Phase |l
» Safety confirmed, estimated completion 2027

Leidner, AACR 2019.
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s = (\ In development: cetuximab + pembrolizumab
@ for recurrent metastatic disease

IMMUNOTHERAPY™

e 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

Sacco, H&N Cancers Symposium 2020. #LearnACl
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<o e gtudy of concurrent cetuximab and nivolumab in rec/met HNSCC
ADVANCES IN /(\
@),

LN
"\‘l\.""«l“'-‘,"'ﬁ \_,‘ N ‘C)TH E R A. P\ ( ™ =t

All patients will have baseline MRI or CT scans.
Archival tumor tissue (or fresh biopsy if archived tumor is not available) will be required at baseline.
Blood samples (20 ml) will be obtained before treatment.

'

LEAD-IN PERIOD: Cetuximab 500 mg/m2 IV x 1 (Day -14)

Cetuximab 500 mg/m? IV Q 2 weeks, Nivolumab 240 mg IV Q 2 weeks (Each Cycle = 4 weeks)

'

Treat until disease progression, intolerable toxicity, withdrawal of consent, or up to 24 cycles

w
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ADVANCES IN

IMMUNOTHERAPY™
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A(DVANCES© In development: Selected ongoing

combination trials

Trial Patient population Treatment arms Targets Expected study
completion

LEAP-010 Untreated recurrent/  Pembrolizumab + PD-1 + multikinase April 2024
metastatic PD-L1+ lenvatinib inhibitor
HNSCC (CPS > 1) Pembrolizumab PD-1

INDUCE-3 Untreated recurrent/  Pembrolizumab + PD-1 + ICOS July 2023
metastatic PD-L1+ GSK609
HNSCC (CPS > 1) Pembrolizumab PD-1

NCT02643550 HNSCC after 1-2 Monalizumab + NKG2A + EGFR Phase 1/2: 2021
therapies, including cetuximab Phase 3: planned

progression on Pt
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AD\/ANCESN@ ConCIUSiOnS

MMUNOTHERAPY™

e 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.

* 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.
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ADVANCES IN @ Re S O u rce S Cancer Immunotherapy

IMMUNOTHERAPY™ GUIDELINES
Cohen et al. Journal for ImmunoTherapy of Cancer (2019) 7:184

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)

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
O

IMMUNOTHERAPY™

Case Studies
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ZDV:NCES() Knowledge base assessment
guestion

IMMUNOTHERAPY™

* A patient with known HPV related OPSCC presents with evidence of lung
metastases 9 months after completion of concurrent therapy for a T4N3 (AJCC8)
disease; his disease is PD-L1 negative (CPS <1) what would be your systemic
therapy of choice (based on currently approved recommendations)?

1- Pembrolizumab

2- Nivolumab
3- EXTREME regimen

4- Pembro with Taxol and Carboplatin

40
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ZDV:NCESQ Knowledge base assessment
guestion

IMMUNOTHERAPY™

A patient with known HPV unrelated LC presents with T4aN1 disease; his disease
is PD-L1 positive (CPS =20); He is deemed to have a functioning larynx and you
are planning a larynx preservation approach; what would your best choice of
treatment be;

1- Cisplatin with radiotherapy

2- Avelumab + Cisplatin + radiotherapy based on the Javelin results

3- Concurrent therapy followed by maintenance immunotherapy

4-Refer for a clinical trial of chemo-immunotherapy

4 ; \ S PN > D
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ADVANCES N @ Instructions - Case Study 1

IMMUNOTHERAPY™

Please use the format below to present a case study with which you are familiar. Case studies that are written, should follow this
format so that the case studies can be used as inquiry-based practice for clinicians both at the live ACI programs, as well as in the
ACI online interactive courses.

Case Study Format

1. A brief summary of the patient, age, gender, cancer and stage, prior treatment, what is happening now — why she is in your office at this point.
2. Question 1 about the case (What would you do?)
A. Option 1 (include written feedback about this option- correct/incorrect and why)
B. Option 2 (“)
C. Option3(“)
D. Option4(“)
3. Summary of the results of that decision.
4. Question 2 about the case (What is the next step?)
A. Option 1 (include written feedback about this option- correct/incorrect and why)
B. Option2(“)
C. Option 3 (“)
D. Option4(“)
5. Summary of the results of that decision and the final outcome for that patient.

*If there are more treatment decisions that were made in the case, please just add subsequent steps to account for them, using the same format.
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