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IMMUNOTHERAPY™

« Consulting Fees: Merck, Sanofi, Oncolys
« Contracted Research: BMS

* | will be discussing non-FDA approved indications during my
presentation.
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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 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™

____ Dug | Approved | mdicaton | Do _____

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

Pembrolizumab 2016 chemotherapy aEW
. Recurrent/metastatic HNSCC, progression on/after 240 mg Q2W or
Nivol 201
volumab 016 chemotherapy 480 mg Q4W
Pembrolizumab + p.Iatmum ¥ 2019 Recurrent/metastatic HNSCC 15t line — all patients 200 mg Q3W or 400 mg
fluorouracil Q6W
Pembrolizumab 2019 Recurrent/metastatic HNSCC 1%t line — PD-L1 CPS > 1 200 mg Qé\glv\;)r AV
AAEM ——xcco &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

10.7
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7.7
5.1

8.4
6.9
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citec> 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
604 18.8% 19.7%

10.0%

0S, %

50 N\

gg th:::““WumM

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 gov,  W60-0.87)
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

A\
401
304

104 M—'—H.u.:

0 T T T T T T T T T 1
0 3 10 18 20 25 30 59 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

#tLearnAC|

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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Key Eligibility Criteria pembro
Pembro 200 mg Q3W
SCC of the oropharynx, oral
cavity, hypopharynx, or larynx for up to 35
R/M disease incurable by local cycles
therapies
ECOG PS Oor1
: Pembro
Tissue sample for PD-L1 Pembro 200 mg Q3W Subsequent
By + Chemo B il ai) (o)l Therapy

Known p16 status in the

cycles total ‘ (Investigator’s
oropharynx®

+ (od g To] [o))]
Chemo?

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)

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 o resment
regimen | 0.8*
w 0.7
. . >
* PFS2: Progression-free survival on = ; 0.66*
. = 0.6 0.64 0.63*
second treatment (after progression S .
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_“ne Setting Pembrolizumab monotherapy = Pembrolizumab + chemo
PD-L1 CPS =20 PD-L1CPS>1 ™ Total population
Harrington, ASCO 2020. #LearnACl gr:AﬁE‘:M ALCC éHO PA (.Slts)
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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, l[ymphocytes, macrophages)
CPS = X 100
total number of tumor and immune cells

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

QAAENM ——xcce &HOPA Csitc>
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2o ©)  Impact of PD-L1 in HNSCC

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'le
 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
®),
IMMUNOTHERAPY™ Sta t u S

* Greatest benefits seen in | - on
tumors with highest PD-L1 Pembrolizumab + chemo 0.65 *
expression 06 *

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

monOthera py Pembrolizumab monotherapy 0.74 kK

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

M Total population PD-L1CPS 21 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



e CheckMate 141: Outcomes by PD-L1
©
IMMUNOTHERAPY™ St o t us

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. #LearnACl e, SHESNCY HeciCHe Herplogy/Onccioay
© 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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vaiNcgs@ Toxicities in head and neck cancer
IMMUNOTHERAPY™ p a t | e n t S

90
* Patients typically receive aggressive
radiation treatment, with %70
accompanying side effects % 60
* Radiation in combination with £ %0
chemotherapy, immunotherapy £
and/or surgery can further 5
complicate toxicity profiles s %
10
* While combinations may have i . . .
higher response rates) also have KEYNOTE-012 KEYNOTE-040 Che;l;l\l/late KEYE;);’E;(()?S-KE\;I\elzLE;OjS-
higher toxicity rates monotherapy . chemo

© 2020-2021 Society for Inmunotherapy of Cancer
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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

35

ORR, %

I |

KEYNOTE-012
m HPV+
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EMERGENCY MEDICING

I :

CheckMate 141
HPV-

xeec gHOPA Cite>



(gi!C) Soclety for Immunotherapy of Cancer

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 MEBICE
© 2020-2021 Society tor 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 >
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ADVANCES'N@ In development: Oral cavity cancer

IMMUNOTHERAPY™

A Neoadjuvant setting Patient assessment Clinical stratification Adjuvant setting

* POACRT=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)
AAEM AN P
A oy #LearnACI PaEs =1L © HMOPA ﬂ'«?
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“once' ©)  In development: Oral cavity cancer

IMMUNOTHERAPY™

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

] Baseline At surgery

* 1-year relapse rate: 16.7% &

60-

40+ 61.1%

204

0 T T

Low/int risk  High risk
pTR-0 "= pTR-1 pTR-2
AAEM A (P i
Uppaluri, Clin Cancer Res 2020 #LearnACl 9?:."?'5?.;.5':?{5?:? ACCC é HOPA ;ﬁltac‘.)fc«

© 2020-2021 Society for Inmunotherapy of Cancer



(sitg) Soclety for Immu

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 |l
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

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

Leidner, AACR 2019. #LearnACl
© 2020-2021 Sw::itzry' for mmuu(:»”|c3:t:;)':/ of Cancer
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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
© 2020-2021 Society for Immunotherapy of Cancer



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 2 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

AAEM —=xccc £ HOPA Csitc >
#LearnACl A ey i NI 8O

© 2020-2021 Society for Inmunotherapy of Cancer



(/S|tc/) Soclety for Immuno

AD\/ANCESIN@ 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.

QAAEM ——xcce &HOPA Csitc >
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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®

QAAENM ——ixcec &HOPA Csitc>
#LearnACl W iy Moo bormocy s S o Iimincdny o Cinow
© 2020-2021 Society for Immunotherapy of Cancer
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IMMUNOTHERAPY™

Case Studies

AAEM ——ixccc & HOPA Csitc >
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Society for Immunotherapy of Cancer
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IMMUNOTHERAPY™

Case Study 1a

Pseudoprogressnon (Tumor Flare) — KEYNOTE 012

aseline
HNSCC with 7
extensive skin .
infiltration
and lung
metastases

6 months:

© 2020-2021 Society for Inmunotherapy of Cancer

1 month:

M Marked local
symptoms, edema,
| hospital admission

3 months:

Lung metastases [

Disappeared,
symptomatic
improvement

.,”‘;.:
el 1
N

f - Rt
b4
d

' %

e

~

 Both KEYNOTE-012 and CheckMate
141 trials showed an exceedingly rare
rate of pseudoprogression with
pembrolizumab and nivolumab,
respectively.

Ferris RL, et al. N Engl J Med. 2016
Seiwert TY, et al. Lancet Oncol. 2016

QAAEM ——ixccc g HOPA (ug)
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ADVANCES IN @ Case StUdy 1b

IMMUNOTHERAPY™

How to treat?

* 45 yo male, oral SCCa
e Surgery +adj CRT in 2016

* Local recurrence
- M

CAN ACADEMY O
ERGENCY MEDICING

QAAENM ——ixcec &HOPA Csitc>
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ADVANCES IN @ Case Study 1b

IMMUNOTHERAPY™

E < 6 weeksPD-1 - W

How to treat next?

* 45 vyo male, oral SCCa
e Surgery +adj CRT in 2016
* Local recurrence

- PD-1 = hyperprogression
-7
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ADVANCES IN @ Case Study 1b
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E < 6 weeksPD-1 - W Eé 4 weeks PD-1/Chemo 9}
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< PD-1 Hyperprogressor - Rest of the story . . .

* 45 yo male, oral SCCa
e Surgery +adj CRT in 2016
* Local recurrence
- PD-1 = hyperprogression
- PD-1/Chemo* x6 cycles = CR
18 months off-treatment, disease
free, good Qol, 2017-19
- Local recurrence, again
- Carotid blowout on salvage chemo

*Carbo/5FU/Cetux (Extreme)
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ADVANCES IN @ Case StUdy 1b
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< Genomics =2 Rest of the story . ..

* 45 yo male, oral SCCa
e Surgery +adj CRT in 2016

Germline
- CHEK2 1157T * Local recurrence
- PD-1 = hyperprogression
Somatic, TMB-low - PD-1/Chemo* x6 cycles = CR
- EGFR Q432R, ERBB3 E57G, GNAQ Q303fs, * 18 months off-treatment, disease
TP53 c.782+1G>T. free, good Qol, 2017-19

- Local recurrence, again
- Carotid blowout on salvage chemo

*Carbo/5FU/Cetux (Extreme)
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E & 3weeks - 1 How to treat?

* 54 vyo male, oral SCCa, M1; 2019

* Explosive progression of lung mets
while screening for clinical trial
- Trach + Lingual art. embolization ICU

- PD-L1 status not available
-
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ADVANCES I @ Case StUdy 2
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Eé 3 weeks 9} E < 6 months =2 }

Rest of the story . ..

* 54 vyo male, oral SCCa, M1; 2019

* Explosive progression of lung mets
while screening for clinical trial
- Trach + Lingual art. embolization ICU
- PD-L1 status not available
- KFC* x6 cycles = CR
- Keytruda to June 2021

*KFC = Keytruda/5FU/Cisplatin (KN-048)
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ADVANCES IN @ Case StUdy 2

IMMUNOTHERAPY™

&< Genomics =2

Germline
- APC 11307K

Somatic, TMB-low

- CHEK2 N196S, BCL6 P151S, PIK3CA T1025S,
PIK3R E116L, HRAS G13R, TERT promoter
146C>T, CDKN2A splice site G>A c.151-1
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Rest of the story . ..

54 yo male, oral SCCa, M1; 2019

* Explosive progression of lung mets
while screening for clinical trial
- Trach + Lingual art. embolization ICU
- PD-L1 status not available
- KFC* x6 cycles = CR
- Keytruda to June 2021

*KFC = Keytruda/5FU/Cisplatin (KN-048)
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Case Study 3

How to treat?

* 66 yo male, HPV+ R neck; 2017

e Bx+ subcarinal node (M1, oligo)

-  PD-L1 not tested
-
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ADVANCES IN @ Case StUdy 3

IMMUNOTHERAPY™

Rest of the story . . .

* 66 yo male, HPV+ R neck; 2017

e Bx+ subcarinal node (M1, oligo)
- PD-L1 not tested

- Sandwich Nivo-240 + SBRT to GTV (M-F)
8Gy x5 R neck, 6Gy x5 subcarinal node
completed Sep 2017 (tennis week post)

- Adjuvant Nivo x3 months
completed Jan 2018

- Durable CR, no further treatment

- Now age 70

*NIRT trial = in press JITC; Leidner et al. Abs #CT182, AACR 2019
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ADVANCES IN @ Case StUdy 4
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How to treat?

* 47 yo male, HPV+ R tonsil (T2 N2b); 2015
- Surgery + adjuvant RT
* Lung mets 2017

- Sandwich Nivo/SBRT + adjuvant Nivo = PD

- EXTREME x4 cycles = PD; ECOG PS 1
-
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< 3 years off-treatment -2

Case Study 4
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Rest of the story . ..

* 47 yo male, HPV+ R tonsil (T2 N2b); 2015
- Surgery + adjuvant RT

* Lung mets 2017
- Sandwich Nivo/SBRT + adjuvant Nivo = PD
-  EXTREME x4 cycles = PD; ECOG PS 1
- TIL therapy (LN-145 trial)
- Durable CR, no further treatment
- Now age 52

*Leidner et al. Abs #P221, SITC 2017 & Abs #227879, ASCO 2018
NCT03083873
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TCR-Transduced (TCR-T)

< Adoptive Cell Th ACT
OpHvE e erapy (ACT) = autologous T cell transfer

Before Treatment 3 Months

Patient 1
Patient 2
Patient 3
Patient 4
Patient 5
Patient 6
Patient 7
Patient 8
Patient 9
Patient 10
Patient 12

100+ B Partial response 1001

B Stable disease

B Progressive disease

50+

Sbeniiidse

Change from baseline (%)
o
L

Change from baseline (%)

-50 4

'100|||||||||| .
9 2 4 10 3 7 1 8 6 5 12 0 3 6 9

Patient Time {months)

*Norberg & Hinrichs et al. ASH 2018 presentation, Blood 132, p.492
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TCR-Transduced (TCR-T)

< Adoptive Cell Th ACT
OpHvE e erapy (ACT) = autologous T cell transfer

Nagsareth et al. Nat Med, 08 Feb 2021 A . | ® . o raien2
- HPV-16 E7, adoptive TCR-T cell therapy E gt:[)ldpd T patems
- 50% overall response rate (6/12) - 5 e - - Eijlz:i?
- 50% PD-1 refractory response (4/8 total; 2/4 H&N) g i E fenf%,
- NCT02858310 (also NCT04015336 neoadjuvant) ; 0 E T P2
*SPEARHEAD 2 (MAGE-A4, adoptive TCR-T cell therapy) E -~
- NCT04408898
-100 T T T r r T T T T T oy * 1
9 2 4 10 3 7 1 8 6 5 12 0 3 6 ]
Patient Time {months)

*Norberg & Hinrichs et al. ASH 2018 presentation, Blood 132, p.492
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Thank you

Rom Leidner, MD

Earle A. Chiles Research Institute
Providence Cancer Institute

Franz Cancer Center, Portland, OR
tel: 503 215-5696
rom.leidner@providence.org
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