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* Consulting: Amgen, Genmab, Xencor, BMS, Regeneron

« Contracted Research: Xencor, Astellas, Kite Pharma, Vedanta, Merck,
Boehringer Ingelheim

* | will be discussing non-FDA approved indications during my presentation.
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e Skin cancer is the most
common type of cancer

* Three most common types of
skin cancers:
e Basal cell carcinoma Epidermis —
* Squamous cell carcinoma
e Melanoma

Epidermis

1— Squamous cells

Dermis —
* Melanoma was one of the T R
tumor types for which
immunotherapy was tested Subcutis —
and provided proof of concept
AAEM ===xcee -
#LearnACl 9?*;‘%;;;::“;:; A e @ HO PA (S'tQ

© 2020-2021 Society for Immunotherapy of Cancer



(/S]tc) Soclety for Immunc

ADVANCES N @ Outline

IMMUNOTHERAPY™

* Melanoma
* Front-line treatment
e Second-line or later
* Adjuvant and neoadjuvant settings

* Merkel cell carcinoma
e Sqguamous cell and basal cell carcinoma
e Future areas of research

#LearnACI
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Sharma, Hu-Lieskovan, Wargo, Ribas. Cell, 2017
Hu-Lieskovan and Ribas. Cancer Journal. 2017
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Immunotherapy Transformed Cancer Treatment

All cancer patients have the potential to respond to immunotherapy

—+— Nivolumab plus Ipilimumab —&— Nivolumab —#— Ipilimumab

A A Overall Survival
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Nivolumab plus ipilimumab 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 O
Years Yea rs Nivolumab 316 292 266 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 135 130 78 14 O
Ipilimumab 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 73 36 12 0O

Siwen Hu-Lieskovan, MD, PhD

Larkin et al. N Engl J Med 2019; 381:1535-1546
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Immunotherapy treatment options
for metastatic melanoma

7 e S A

Ipilimumab

Pembrolizumab

Nivolumab

Nivolumab + ipilimumab

Atezolizumab + cobimetinib + vemurafenib

Talimogene laherparepvec (T-Vec)

© 2020-2021 Society for Inmunotherapy of Cancer

Unresectable/Metastatic melanoma: newly
diagnosed or after progression, all patients >
12 yr

Unresectable/metastatic melanoma

Unresectable/metastatic melanoma

Unresectable/metastatic melanoma

BRAF V600 mutation-positive
unresectable/metastatic melanoma

Local treatment of unresectable cutaneous,
subcutaneous, and nodal lesions in recurrent
melanoma after surgery

#tLearnAC|

3 mg/kg Q3W for 4 doses

200 mg Q3W or 400 mg Q6W
240 mg Q2W or 480 mg Q4W

1 mg/kg nivo followed by 3 mg/kg ipi Q3W,
Maintenance: nivolumab 240 mg Q2W or 480 mg
Q4w

28-day cycle of cobi/vem, then atezolizumab 840
mg every 2 weeks with cobimetinib 60 mg orally
once daily (21 days on/7 days off) and
vemurafenib 720 mg orally twice daily

Intralesional injection: <4 mL at 10® PFU/mL
starting; 108 PFU/mL subsequent

QAAEN —ixcce &HHOPA Csitc>
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Patient selection Median OS Median PFS
Trial Treatment arms
criteria (months) (months)

Ipilimumab +
gpl100

NCT00094653
Ipilimumab

Gp100

Pembrolizumab
KEYNOTE-006

Ipilimumab
Nivolumab
CheckMate 037
Chemotherapy
T-VEC
OPTiM
GM-CSF

Robert, N Engl J Med 2015; Robert, Lancet 2019; Hodi, N Engl J Med 2010;

Larkin, J Clin Oncol 2018.
© 2020-2021 Society for Inmunotherapy of Cancer

137
136
368

181

272

133

295

141

Pretreated
advanced
melanoma

Advanced
melanoma, <1
prior treatment

Melanoma with
progression on
ipilimumab

Unresectable
stage IlIB-IV
melanoma

#tLearnAC|

33.7%, 32.9%

Am AAAAAAAAAAAAAA

10.1
6.4
32.7

15.9

16

14

23.3

18.9

2.86
2.76
8.4

3.4

3.1

3.7

TTF: 8.2

TTF: 2.9
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Trial Treatment arm(s)

Patient selection criteria

Median PFS | Landmark OS | Grade 3+ adverse

KEYNOTE-001 Pembrolizumab

Nivolumab +
ipilimumab

CheckMate 067 Nivolumab

Ipilimumab

Nivolumab

CheckMate 066 .
Dacarbazine

Atezolizumab +
cobimetinib +
IMspire150 vemurafenib

Cobimetinib +
vemurafenib

© 2020-2021 Society for Inmunotherapy of Cancer

655

314

316
315
210

208

256

258

Front-line

ITT

Untreated stage Ill or IV
melanoma

Untreated BRAF WT
advanced melanoma

BRAF V600 mutation-
positive advanced/
metastatic melanoma

#tLearnAC|

52%
41%

58%

45%
19%
42.9%
14.4%

66.3%

65.0%

(months) rate events (%)

16.9 5-year: 41%

17%
8.3 5-year: 34%
11.5 5-year: 52% 59%
6.9 5-year: 44% 23%
2.9 5-year: 26% 28%
5.1 3-year: 51.2% 15%
2.2 3-year: 21.6% 17.6%
15.1 2-year: 60% 79%
10.6 2-year: 53% 73%

QAAEM ——xccc gHOPA Csitc >
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* Consider combination ipilimumab/nivolumab up-front for patients
with:
* Brain metastases
* Mucosal melanoma
* High disease burden

QAAEN ——ixcce &HOPA Csite
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IMMUNOTHERAPY™

* Consider combination ipilimumab/nivolumab up-front for patients

with:
* Brain metastases
 Mucosal melanoma
* High disease burden

Long, Lancet Oncol 2018; Tawbi, N Engl J Med 2018.
© 2020-2021 Society for Inmunotherapy of Cancer

Intracranial complete response rate @

Intracranial response rate

A T T H

0 10 20 30 40 50 60
Percent of patients

HE Nivolumab monotherapy - Long ® Nivolumab + ipilimumab - Long

El Nivolumab + ipilimumab - Tawbi

QAAEN —ixcce &HHOPA Csitc>

#tLearnAC|

Society for Immunomte



(gi tC) Soclety for Immunotherapy of Cancer

“ancer ©)  Choosing appropriate regimens

IMMUNOTHERAPY™

* Consider combination ipilimumab/nivolumab up-front for patients

with:
37.1
23.3
8.3
5.9
- .
B e
ORR

40

w
(O}

* Mucosal melanoma
* High disease burden

w
o

N
(0]

Months (PFS)/Percent (ORR)
= = N
o (6] o

Ul

o

* Brain metastases
mPFS

B Nivolumab + ipilimumab B Nivolumab monotherapy I Ipilimumab monotherapy

AAAAAAAAAAAAAAAA
EMERGENCY MEDICING
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* Consider combination ipilimumab/nivolumab up-front for patients
with:

. 70
* Braln metastases

60
* Mucosal melanoma ’

5 50
) [ (]
* High disease burden &

& 40
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Nivolumab + ipilimumab Nivolumab monotherapy Ipilimumab monotherapy
QAAEM ——ixcec & HOPA Csite>
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fDVA)NCES@ Question: How many combination
IMMUNOTHERAPY™ doses to glve

Best overall
response rate

Overall

35% 48% 57%
Two doses response
Nivolumab (1 mg/kg) + ipilimumab (3 mg/kg) CR 0 59 18%
68% 32% PR 35% 43% 38%
No tumor Tumor burden
burden growth growth > 4% SD 43% 18% 22%
PD 22% 30% 22%
Two additional
Maintenance doses of
nivolumab nivolumab + Adverse events

ipilimumab

* 100% of patients had any-grade
irAEs, regardless of how many
WIS £ ST doses received

_| None of these patients had a .
subsequent RECIST response 57% had grade 3-4 irAEs

A
[ ]

AMERICAN ACADEMY OF
EMERGENCY MEDS
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Question: Does the sequence of targeted
ADVANCES IN
®

therapy and immunotherapy impact
response?

IMMUNOTHERAPY™

50

Retrospective data

40
suggests that patients
who received BRAF
inhibitors prior to
treatment with
pembrolizumab tended
to have poorer outcomes
on pembrolizumab
therapy than those
patients without prior

BRAF inhibitor exposure.

Percent (%

N
o

4-yr PFS 4-yr OS

B Previous BRAFi ® No BRAFi

Puzanov, JAMA Oncol 2020.
© 2020-2021 Society tor Immunotherapy of Cancer
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Stage IlI/IV

melanoma
patients (n=355)

O

Anti-PD-1
monotherapy

Adjuvant or
metastatic setting

progression

Ipilimumab
(n=162)

Recurrence
or
progression
Ipilimumab +
anti-PD-1
(n=193)

Overall response rates:

IPI + PD-1: 32%
IPI: 13%

Grade 3+ adverse events:

IP1 + PD-1: 31%
IPI: 33%

Retrospective study

Pires da Silva, ASCO 2020.
© 2020-2021 Society for |
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Question: what to do after PD-1

. HR (95% CI
IPI + anti-PD- ( . )
1 IPl + anti-PD-1 | p-value
Towe over IPI
0%
S so% Median PFS,
z 2.8(2.6,3.0) 3.1(2.6,4.5 0.67 0.0005
g 7% months (95% Cl) 80 (P28 2
g 60%
T 50%
o
B 40%
S a0% | 25%
g ! — 2%
& 20% ' ——— IPI+anti-PD1
% 1 199 !
s 3 6 9 12 15 18
Follow-up time (months)
Number at risk
Pl 162 60 25 20 13 9 7
IPl+anti-PD1 193 97 63 52 35 27 24
HR (95% Cl)
IPl + anti-PD-1 IPI + anti-PD-1 over
IPI
Median OS 20.4 (12.7 8.8 (6.1
100% " (527, el 0.51(0.38,0.67) <0.0001
90% months (95% Cl) 34.8) 11.3)
80% 74%
© 70%
2 eo% 58%
£ . T 53%
2 50% 58% ! F————— IPI+anti-PD1
S 4% i
S 0% 138%
20% 1 o IPI
i 25%
10% i
1
0% -
3 6 9 12 15 18
Follow-up time (months)
Number at risk
Pl 162 131 79 63 43 33 26
IPl+anti-PD1 193 165 125 98 80 69 56

sonw 2020ASCO  #ascozo
ANNUAL MEETING  pomtmon seauoes fo o

Teosv:  Inés Pires da Silva
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melanoma

Adjuvant treatment options for

Adjuvant BRAF+ melanoma with lymph
node involvement following complete
resection

Dabrafenib + trametinib*

Adjuvant — high risk for systemic

High-dose interferon alfa-2b*
recurrence

Adjuvant therapy in stage Il

Ipilimumab* :
melanoma after complete resection

Adjuvant therapy of melanoma

Pembrolizumab : .
following complete resection — 1 year

Adjuvant treatment of melanoma after

Nivolumab )
complete resection — 1 year

*Not an immunotherapy; for reference
*not commonly used in this setting; historical reference

#LearnACl
© 2020-2021 Society for Inmunotherapy of Cancer

Dabrafenib 150 mg twice daily +
trametinib 2 mg daily

Induction: 20m IU/m?2 IV 5x/wk for 4 wks
Maintenance: 10m IU/m? s.c. 3x/wk for
48 wks

10 mg/kg Q3W for 4 doses, then 10
mg/kg Q12W for 3 years

200 mg Q3W or 400 mg Q6W

240 mg Q2W or 480 mg Q4W

QAAEM'

EMERGENCY MEDICING
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@ Trials of adjuvant immunotherapy

EORTC 18071

EORTC 1325-
MG/KEYNOTE-054

CheckMate 238

E1609

© 2020-2021 Society for Inmunotherapy of Cancer

Ipilimumab
Placebo
Pembrolizumab
Placebo
Nivolumab

Ipilimumab

Ipilimumab 3 mg/kg

Ipilimumab 10 mg/kg

High-dose interferon alfa

Completely resected stage [l 475
melanoma 476
High risk resected stage Il 214
melanoma 505
Resected stage lllb or IV 453
melanoma 453
523

Resected stage llIb-M1b
melanoma 511
636

#tLearnAC|

RFS HR: 0.76
OS HR: 0.72

RFS HR: 0.56

RFS HR: 0.66

RFS HR: 0.85
OS HR: 0.78

RFS HR: 0.84
OS HR: 0.88

Xcco QHOPA Csite>
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e Goals of adjuvant treatment are

different than goals of primary
treatment

* Toxicity and quality of life are
important considerations

© 2020-2021 Society for Inmunotherapy of Cancer

©) Adjuvant treatment considerations

Treatment-related adverse events

Nivolumab

Pembrolizumab

HD IFN-a

Ipilimumab 10 mg/kg

Ipilimumab 3 mg/kg

II[IF

0 10 20 30 40 50 60 70 80 90

M Led to discontinuation M Grade 3+

.
P | )
(e & H OPA Cisitc
AMERICAN ACADEMY OF J‘\ 4 (/ (J I
EMERGENCY MEDICING Hemstology/Oncaloa ot
............ Fhemmacy Assnclstion Society for Immunomerapy of Cancer
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it fj In development: Neoadjuvant
@ immunotherapy in advanced melanoma

IMMUNOTHERAPY™

Trial Regimen pCR | Median RFS | Median follow-up
: (%) (months) (months)

Amaria Lancet Oncol 2018 Dabrafenib +
(reference non-10 trial) trametinib
Long Lancet Oncol 2019 Dabrafenib +
(reference non-10 trial) trametinib 35 49 23.0 27.0
Blank Nat Med 2018 Ipilimumab + 10 33 NR 32
nivolumab
Nivolumab 12 25 NR
Amaria Nat Med 2018 s 20
Ipl!lmumab+ 11 A5 NR
nivolumab
Huang Nat Med 2019 Pembrolizumab 30 19 NR 18
Rozeman Lancet Oncol 2019 [SIIELs- 86 57 NR 8.3

nivolumab

QAAEM —ixcce &HOPA (n';)
Menzies ASCO Annual Meeting 2019. #LearnACI B R b At M Sy o Immumomerapy of
© 2020-2021 Society for Inmunotherapy of Cancer
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100

©
L

In development: Neoadjuvant
immunotherapy in advanced melanoma

I1IB

(03]
O
R

80
701
60
50
40
304
201 Log-rank p=0.016

10

Recurrence-free survival (%)

Immunotherapy

Ul
N

Targeted Therapy

Numbers at risk

=81 66 48 35
- 19 18 17 14

Menzies ASCO Annual Meeting 2019.

12 15 18 21
Post-surgery follow-up (months)

29 21 13 12
12 11 9 7

© 2020-2021 Society for Inmunotherapy of Cancer
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101 1 1
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=32 27 22 22 20 13 11 6 5 4 3 2
QAAEM ——ixcec & HOPA Csite>
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Outline

Cancer
IMMUNOTHERAPY™

* Melanoma
* Front-line treatment
e Second-line or later
* Adjuvant and neoadjuvant settings

* Merkel cell carcinoma
e Sqguamous cell and basal cell carcinoma

e Future areas of research

#LearnACI
© 2020-2021 Society for Immunotherapy of Cancer
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ADVANCESIN@ Merkel cell carcinoma

IMMUNOTHERAPY™

* Associated with Merkel cell 201
polyomavirus infection -

* Higher incidence with weakened ”
immune system (HIV, g |
immunosuppressives) and increased
age ) 3

* Distinct genomic profiles for UV- and —er e s
virus-driven carcinomas

* Median PFS with chemo: ~90 days

?AAEM' CC éHOPA (SitQ

Knepper, Clin Cancer Res 2019. #LearnACl T e e
© 2020-2021 Society for Immunotherapy of Cancer
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’ Merkel cell carcinoma

IMMUNOTHERAPY™

Patients >12 yr with metastatic 800 mg Q2W + premedication

%k
Avelumab Merkel cell carcinoma (first 4 cycles)
Adult/pediatric with recurrent Adults: 200 mg Q3W or 400
[ : mg Q6W
Pembrolizumab advanced/metastatic Merkel o
cell carcinoma Pediatric: 2 mg/kg (up to 200
mg) Q3W

*Requires premedication with an antihistamine and acetaminophen prior to first four infusions

QAAEM ——xcoc g HOPA Cite >

EMERGENCY MEDICING

#tLearnAC|
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Avelumab in Merkel cell carcinoma

m-_m Median PFS | Median O

First line 62.1%
Second+ line 88 33.0%

First line

>
A\ A ]

Complete response
Partial response
Progressive disease
Ongoing response
End of treatment
Death

Start of subsequent
anticancer treatment

Individual Patients

\ A /

(ool A N Jive

T T 1

6 9 12
Time Since Treatment Initiation, mo

w-&"

D’Angelo, JAMA Oncol 2018.
D’Angelo, J Immunother Cancer 2020. H#LearnACl

© 2020-2021 Society for Immunotherapy of Cancer

Patients

9.1 months
12.6 months

Second+ line

A u o
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L] ) . :
[ e ——— A Partial response
E—=——— ¢ Progressive disease
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gVANCESQ Pembrolizumab in 1%t-line advanced
Merkel cell carcinoma

IMMUNOTHERAPY™

KEYNOTE-017 56% 16.8 months
A B
100 A Median PFS, 16.8 months (95% Cl, 4.6 months to 100 4 Median OS, not reached (95% Cl, 26.0
90 - not estimable) 90 - months to not estimable)
80
70 A
x 2 60
. 50
w (72}
a S 40
30
20 A
10 4
T T T T T T T ' T T N 1 T T T
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time Since Treatment Initiation (months) Time Since Treatment Initiation (months)
No. at risk No. at risk
50 30 19 15 10 6 0 0 50 43 31 21 16 1 0 0

Also an ongoing trial of adjuvant pembrolizumab for Merkel cell carcinoma (NCT03712605).
QAAEN cce G HOPA  Csite >

EMERGENCY MEDICINE

Nghiem, J Clin Oncol 2019. #lLearnACI O Soter for Immuncmarapy of Cascer
© 2020-2021 Society for Inmunotherapy of Cancer
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ADVANCES IN 423

IMMUNOTHERAPY™

Outline

* Melanoma
* Front-line treatment
e Second-line or later
* Adjuvant and neoadjuvant settings

* Merkel cell carcinoma
e Sqguamous cell and basal cell carcinoma
e Future areas of research

#lLearnACl
© 2020-2021 Society for Immunotherapy of Cancer
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“oncer@©)  Cutaneous squamous cell carcinoma

IMMUNOTHERAPY™

* Second-most common skin cancer
e Associated with high TMB and immunotherapy responsiveness

45

40 100

35
o 30
= 25
5 20
= 15

10

, W - [ 0

Squamous Non-squamous  Cutaneous  Non-cutaneous
tumors tumors squamous cell squamous cell
carcinoma carcinoma

~4— Cutaneous SCC (N = 15)
~+= Other SCC (N = 60)

P=0.0593

TS W W | S—— )

0 10 20 30 40
Time (months)

QAAEN —ixcce &HHOPA Csitc>

EMERGENCY MEDICING

Goodman, Cancer Immunol Res 2019. #tLearnAC|
© 2020-2021 Society for Inmunotherapy of Cancer



gms@ Approved checkpoint inhibitors for
cutaneous squamous cell carcinoma

IMMUNOTHERAPY™

Metastatic cutaneous squamous cell
Cemiplimab-rwlc carcinoma, not candidate for curative 350 mg Q3W
therapies

Metastatic cutaneous squamous cell

Pembrolizumab . 200 mg Q3W or 400 mg Q6W
carcinoma
AAEM ——xcce gHOPA Csitc
#LearnACl ?-‘-"ff?-‘."ﬂ G = @ ek Ww:u,)
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ADVANCES IN .

IMMUNOTHERAPY™

KEYNOTE-629 Pembrolizumab 34.3% 6.9 months
NCT02760498 Cemiplimab 59 47% NR NR

Trials for R/M cutaneous SCC

Pembrolizumab

100 S

Cemiplimab

A Best Tumor Response for 45 Patients in the Phase 2 Study

100+ M Complete or partial response
80-] I Could not be evaluated
60 W Progressive disease
404 M Stable disease

20 20% increase
0

20

A
T

60
~80-
—-100

30% decrease

|n the Diameter of Target Lesions

Best Percentage Change from Baseline

ge From Baseline in Target Lesions (%)

Patients

Chan

Grob, J Clin Oncol 2020. g AL (( @ HOPA (E)

Migden, N EnglJ Med 2018. #LearnACl ‘ S Sodey o Immumorarapy of Carcer
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fDVA)NCES@ Approved checkpoint inhibitor for
basal cell carcinoma

Locally advanced BCC previously treated with
hedgehog pathway inhibitor or for whom HHI is not

o appropriate
Cemiplimab . . 350 mg Q3W
Metastatic BCC previously treated with hedgehog

pathway inhibitor or for whom HHI is not
appropriate*

IMMUNOTHERAPY™

*Accelerated approval
Locally advanced disease Metastatic disease
ORR: 29% ORR: 21%
CR:5/84 PR: 6/28
PR: 19/84
US FDA Announcement #LearnACl ?ég‘AmE:m ACCC @ HOPA hﬁ'gﬁ%,

© 2020-2021 Society for Inmunotherapy of Cancer
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* Melanoma
* Front-line treatment
e Second-line or later
* Adjuvant and neoadjuvant settings

e Merkel cell carcinoma
e Sguamous cell carcinoma
e Future areas of research

#LearnACI
© 2020-2021 Society for Immunotherapy of Cancer

AMERICAN ACAUEMY OF

—eee

S @HOPA  Gsite>

Herma:
an Society for Immunoterapy of Carc



(§itC:) Soclety for Immunotherapy of Cancer

ADVANCES IN
©

IMMUNOTHERAPY™

KEYNOTE-022 Part 3 Study Design
(NCT02130466)

Pembrolizumab 2 mg/kg Q3W +
Dabrafenib 150 mg BID +

Patients Trametinib 2 mg QD

Histologically confirmed
unresectable or metastatic stage IV
BRAFVS0°EK.mutant melanoma

No prior therapy

Measurable disease

ECOG PS 0/1
Placebo Q3W +

Dabrafenib 150 mg BID +
Trametinib 2 mg QD
Stratification factors?
* ECOG PS (0 vs 1)

- LDH level (>1.1 x ULN vs <1.1 x ULN) Primary end point: PFS

Secondary end points: ORR, duration of
response, and OS
Data cutoff: Feb 15, 2018

a0wing to the small number of patients enrolled in the ECOG PS 1 and LDH <1.1 x ULN strata, these strata were combined.

Change From Baseline, %

Pembro+ D+ T

Change From Baseline, %

In development: Combination 10
with BRAF targeted therapy

Placebo+D + T

ORR
CR
> 60% red

63%
18%
63%

72%
13%
51%

Multiple other triplet regimens are being tested.

Ascierto et al, Nature Med 2019.
© 2020-2021 Society for Inmunotherapy of Cancer
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fDVA)NCES© In development: Combination 10

with oncolytic virus

N =21 Stage IlIB (N = 1)

1001 e Stage IIC (N = 6)

e 751 mmmm Stage IVM1a (N = 2)
10000 g i mm Stage IVM1b (N = 4)
s CR (N = 6) % 50 mmmm Stage IVM1c (N = 8)
E @ 25-
< 8000- '2 0
] 6
8_ = _o5-
£ 6000 2
£ S 50
[ =
b G _754
2 4000
SE? -100
= i H (o)
g Confirmed RR of 63%
PD CR CR CR CR CR PR PD PD PR PR PR PD PR PR PR PD CR Injected Non-Injected
10t 10
. \
E
rout [ N - 2
[}
o
z
g
a Responder
§ 10¢ 107 r-""—{_r. Non Responder
. 1 oo Cancer-cell depleted sample
Phase I: Pembrolizumab + TVEC . . : . : :
Wi Wk Wk30 Wi Wk WK30

Ribas et al Cell 2017
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jDVAﬁCES(\ In development: Combination 10
) with pegylated IL-2 (NKTR-214)

IMMUNOTHERAPY™

Stage IV 10-Naive 1L Melanoma Cohort at RP2D Best Overall
Efficacy (response rate) Response by Independent Radiology

data from non- t o =R

seli

Overall Response

1L Melanoma (n=38 Efficacy Evaluable)

randomized cohorts of Sk | | | T PR s Sl e

. CR 9 (24%)
urothelial bladder cancer, o1 S Bl
. PD-L1 positive (n=13) 13 (68%)

renal cell carcinoma, and 25 (SR S . o

-50 ™

melanoma looks
promising

High level of concordance in ORR between
independent central radiology (53%) and
investigator-assessed 19/38 (50%).

75 ™

12/38 (32%) 100% Reduction Target Lesions
9/38 (24%) Complete Responses

Change in Tumor Size (% )From Ba

-100

Diab et al, ASCO 2018. 9 AAEM o o @ HOPA (SitQ
Diab et al, SITC 2018. H#LearnACl .. IMERGENCY MEDICHE A i N 50
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gVA{,CES@ In development: Combination 10
and TKI in mucosal melanoma

Toripalimab +
axitinib

IMMUNOTHERAPY™

33 48.5% 7.5 months 20.7 months

Subjects Events Censored Median-PFS Subjects Events Censored Median-OS
29 26 3 229 days (7.5 months) 17 12 629 days (20.7 months)

1 Censored 1 Censored

mPl:S 7.5 months . mOS 20.7 months
95% Cl 3.9-14.8 (95%C| 10,2-NE)

Overall Survival (probability)

z
E
=
=
S
H
El
o
=
£
@
@
1
=
=
2
Z
2
o
b
)
&

1-year PFSrate 41.4% 1-year OS rate 65.5%
2-year PFSrate 13.8% 2-year OS rate 44.8%

0 2 400 600 0 400 600 800 1000 1200
Time (days) Time (days)

No. at risk 29 11 7 o No. at risk 29 2 19 16 12 i 0

QAAEM ——iccc &HOPA Csite>

Guo, ASCO 2020. #LearnACl
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Turn on Engine

Neoantigen Quantity
Radiation
Epigenetic Modulation

Neoantigen Quality
TAA Vaccine
Neoantigen Vaccine
Engineered specificity

Antigen Presentation/ T
Cell Priming and Homing

DC vaccine
Oncolytic virus
TLR/STING agonists
Cytokines
Anti-CD40
Anti-CTLA4

Chemo

Targeted Therapy

Fuel the Tank
Anti-GITR

Anti-41BB/CD137 .
Anti-0X40 () Block the Stop Sign

AN-ICOS Ant!-PD-1IL1 _
| vz Anti-TIM3, anti-LAG3
o4 Anti-TIGIT

SRl Take Away Barrier
2 IDO Inhibitor
' | CSF1R inhibitor
'Il, Adenosine R inhibitor
TGF inhibitor
VEGF inhibitor
PI3Kg inhibitor

T Cells Siwen Hu-Lieskovan, MD, PhD



Incorporation of Biomarkers in Immunotherapy Clinical Trials

Enrichment Combination
CPl-naive EavonTe )\ ., SignofNo | Strategies Based on
—_— Baseline y o o > :
Imaging Imaging esponse Potential Resistance
and biopsy Anti-PD1 and biopsy /- Mechanism —
————» monotherapy T Corr?blnatlon
Biopsy at acquired Strategies Based on
/\ Sign of - resistance Potential Resistance
b | Response ——» | Continue Treatment °D > Mechanism

Stratification Pri TMB"Inflm'® Specific | : Strategy in all
Anti-PD1 (Primary  —yfeinfime |1 oot | subgroups

CPl-naive —»| monotherapy | | resistance)

Ba.seline Biopsy at acquired \™ T T T T T T 7
biopsy resistance Potential
PD S

|
|
markers at
— > CR/PR/SD— > : N
|
|

IMATCH s -
I —> PD TMB®inflmh | | without | Combination
|
|
L

Combination
Strategy

. acquired
(Acquwed resistance

/\ resistance) fmmm e
D

-
| TMBInflmP' | | with or —
ey : without Upfront Combination
[
[
L

[
[
- - L5 ‘ | Strategy in all
) TMBInflmie Specific ——»
Siwen Hu-Lieskovan, MD, PhD S T : subgroups
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* Melanoma was one of the foundational disease states for testing
immunotherapies

* Avelumab and pembrolizumab are now approved for Merkel cell
carcinoma, and cemiplimab and pembrolizumab are approved for
cutaneous squamous cell carcinoma

 Combination immunotherapies may lead to higher response rates and
more durable responses

YAAEM —iscoc geHOPA Csitc)

#tLearnAClI
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Cancer Immunotherapy

Cancer ©)  Additional Resources GUIDELINES

IMMUNOTHERAPY™

Sullivan et al. Journal for ImmunoTherapy of Cancer (2018) 6:44 | for | Th
https:/doi.org/10.1186/540425-018-0362-6 Journal for ImmunoTherapy

of Cancer

POSITION ARTICLE AND GUIDELINES Open Access

An update on the Society for ®
Immunotherapy of Cancer consensus

statement on tumor immunotherapy for

the treatment of cutaneous melanoma:

version 2.0

Ryan J. Sullivan', Michael B. Atkins’, John M. Kirkwood?, Sanjiv S. Agarwala”, Joseph 1. Clark®, Marc S. Emstoff®,
Leslie Fecher’, Thomas F. Gajewski®, Brian Gastman®, David H. Lawson'®, Jose Lutzky'', David F. McDermott'’,
Kim A. Margolin'?, Janice M. Mehnert'!, Anna C. Pavlick’®, Jon M. Richards'®, Krista M. Rubin', William Sharfrman'’,
Steven Silverstein'®, Craig L. Slingluff Jr'®, Vernon K. Sondak®®, Ahmad A. Tarhini*', John A. Thompson™,

Walter J. Urba”, Richard L. White™, Eric D. Whitman?, F. Stephen Hodi™® and Howard L. Kaufman"

EMERGENCY MEDICING

#tLearnAC| s

QAAEM —==xcco <> HOPA Csitc >

© 2020-2021 Society for Immunotherapy of Cancer



(S’i tc Soclety for Immunotherapy of Cancer

ADVANCES In
©

IMMUNOTHERAPY™

Case Studies
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23yo F met melanoma of unknown primary to L groin. BRAF

V600E+. PET showed NED elsewhere.

- s/p L groin LND and abd wall lesion excisional biopsy
10/16/2018. 5/20 LN +, abd wall lesion +.

- A neck nodule was biopsied 10/24/2018 and confirmed
melanoma.

- Encorafenib + Binimetinib was started 11/7/2018. Serial
scans showed stable neck nodules.

- Switched to nivolumab 480mg g4wks 9/23/2019.

- Resection of neck nodules 10/2/2019

- PETCT 11/18/2019 showed new R occipital brain met
1.4x1.1cm, R neck nodule 1.8x1cm and increased R
inguinal nodes.

(.:' ?ﬁ; Q_?Q?C' S[}{Zi[.‘i‘}.-' |'[}I I'IH]'..'I'[J”'[.‘IEJ[!'-;’ {31' C[."'I[_'[.‘I

Case Study 1

Question 1: What would you do, in addition to radiation therapy to the brain met?
A. Enco/Bini
B. Enco/Bini + anti-PD1
C. Ipilimumab + nivolumab
D. Hospice

Patient started ipi + nivo 11/21/2019, tolerated 2 doses. SRS to brain lets 12/9/2019.
Treated stopped due to grade 3 hepatitis resolved with high dose steroids. PET CT and
MRI brain 5/6/2020 showed generalized lymphadenopathy.

Question 2: What should be the next step?
A. Enco/Bini
B. Enco/Bini + anti-PD1
C. Ipi+nivo #3
D. LN biopsy

Excisional biopsy of inguinal nodes 5/22/2020: benign nodes with non-caseating
granulomas present. Maintainence nivo was started 6/2/2020. PET CT 8/3/2020
showed complete resolution of the lymphadenopathy. Patient’s last dose nivo was
on 1/19/2021. Last scan on the same day showed no evidence of active disease.

QAAEM e SHOPA  Cite
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60yo man noted one month of L eye dryness. Was found to have a eye lesion with rapid growth, now 1.5cm. Biopsy 8/2020
showed conjunctival melanoma, BRAF wild type. Whole body scan showed no disease elsewhere. Patient is seen by
ophthalmology.

Question 1. What would you do?

A. L orbit exenteration 11/9/2020
B. Resection of the lesion
C. pembrolizumab
D. Nivolumab + ipilimumab
Patient started pembrolizumab 400mg q6wks 9/2/2020, received 2 cycles. Had excision
of the L conjunctival lesion on 9/4/2020 and repeated on 9/30/2020. Restaging CT on 12/19/2020
11/13/2020 showed growth of the lesion to 2.4cm. No disease elsewhere.
Question 2 What is the next step?
A. L orbit exenteration
B. Resection of the lesion
C. pembrolizumab
D. Nivolumab + ipilimumab 1/26/2021

Nivo/lpi was started on 11/19/2020, had three cycles so far and tolerating well. Patient
is scheduled to have L orbital exenteration on 1/4/2021, but was found to have

ignificant ion of the t . ' i
significant regression of the tumor. qAAEM Neoc @HOF’A (Eltg)
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