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* Relationships with financial sponsors:

* Consulting Fees: AbbVie, Astellas, BMS, Eisai, Ipsen, Janssen, Merck,
Novartis, Pfizer, Roche, TerSera

* Contracted Research: BioCanRx
No other relevant conflicts or bias directly related to this presentation

* | will be discussing non-FDA approved indications during my presentation.
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ADVANCESN Immunotherapy for Metastatic Kidney
Q Cancer (Renal Cell Carcinoma; RCC)
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“once'©)  History of Immunotherapy in mRCC

IMMUNOTHERAPY”

HD IL-2
Ipilimumab +
Nivolumab,
- Vaccines Pembrolizumab
v + axitinib,
,2 Targeted Therapies Avelumab +
% Nivol b axitinib,
= IFN-a anq IL-2 lvoluma Nivolumab +
> based regimens cabozantinib
-]
Bevacizumab
+ IFN-a
<1980s 1992 2000 2009 2013 2015 2018

Resurgence of interest in immunotherapy
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A(WA)NCESr\ FDA-approved Immunotherapies for
©) MRCC

Drug Approved Indication Dose

High dose Interleukin-2 1992 Metastatic RCC 600,000 International Units/kg (0.037 mg/kg) IV g8hr infused
over 15 minutes for a maximum 14 doses, THEN 9 days of rest,
followed by a maximum of 14 more doses (1 course)

IMMUNOTHERAPY”

Interferon-a + 2009 Clear cell RCC IFN 9 MIU s.c. three times a week + bev 10 mg/kg Q2W
bevacizumab
Nivolumab 2015 Clear cell RCC refractory  3mg/kg or 240mg IV Q2W or 480mg IV Q4W
to prior VEGF targeted
therapy
Nivolumab +ipilimumab 2018 Clear cell RCC, treatment  3mg/kg nivo plus 1mg/kg ipi Q3W x 4 doses then nivo
naive maintenance at flat dosing
Pembrolizumab + 2019 Advanced RCC, 200 mg pembro Q3W + 5 mg axitinib twice daily
axitinib Treatment naive
Avelumab + axitinib 2019 Advanced RCC, 800 mg avelumab Q2W + 5 mg axitinib twice daily

Treatment naive
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ADVANCESNM@ High Dose IL-2 in mRCC

IMMUNOTHERAPY”

° 20 year analys|s Of 0.8 — oo e 2 CR:
259 patients et
* ORR=20%
* 9% CR (n = 23)
+ 12% PR (n = 30)

e Median duration of

Proportion Surviving
]
o
|

response = 15.5 e 32 PR
months oy J ~ 206NR
. D-D ] ] T T T T I I- j| T T .ﬁ T T T ] 1
e Median OS =19 o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Survival in Years 2/07
months
Klapper et al. Cancer 2008 géyééﬁ%;m Asocitio }\CCC ¢ !ﬂ‘%opﬁ sﬁth(j%
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IMMUNOTHERAPY”

e CheckMate 025 Phase llI

Second-Line Nivolumab in mRCC

No.of Median Overall No. of
Patients Survival (95% Cl) Deaths
mo

Nivolumab 410 25.0 (21.8—-NE) 183
trial 1.0-4wa Everolimus 411 196 (17.6-23.1) 215
, 2 o Hazard ratio, 0.73 (98.5% Cl, 0.57-0.93)
* Metastatic, clear-cell § 0.3- P—0.002
: N oo07-
disease 5 o5
* One or two previous g 057 Nivolumab
antiangiogenic E 0
treatments g g, Bl
. & o1
* Nivolumab (3 mg/kg IV o
Q2W) vs everolimus (10 0 3 6 9 12 15 18 21 24 27 30 33
mg da||y) Months
Motzer et al. NEJM 2015 gAAEM s ¢HOPA Gt?
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ADUANCES Second-Line Nivolumab in mRCC
©

PD-L1 subgroups

IMMUNOTHERAPY™
PD-L1 > 1% PD-L1< 1%
No. of Median Overall No. of No. of Median Overall No. of
Patients  Survival (95% CI) Deaths Patients Survival (95% Cl) Deaths
mo mo
1.0+ Nivolumab 94 21.8 (16.5-28.1) 48 1.0+ Nivolumab 276 ~ 27.4 (21.4-NE) 118
8.9 Everolimus 87 18.8 (11.9-19.9) 51 o5 Everolimus 299 21.2 (17.7-26.2) 150
T o8 I
E 2
a 074 a 0.74
T 0.6 T 0.6
5 g Nivolumab
O 0.5 Nivolumab O 0.5
s 5
Q 0.4 = Fﬁ;ﬁ%fhm; = .§~ 0.4+ E li
= 03_ verolimus E 0.3 verolimus
3] —_¢ [\
a) i 0
S 0.2 e 0.2
a a
0.14 0.1
0 O [ I I I I I I I I | | 00 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months Months
AAEM e 2 i
Motzer et al. NEIM 2015 gm prowees AJJJ ¢ l_mImO/E gt?
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Patients

= Treatment-naive
advanced or

RCC

= KPS 270%

metastatic clear-cell

* Measurable disease

Randomize 1:1

Stratified by
* IMDOC prognostic score
{0 wa 1-2 vz 3-6)

*Region (US vs
= Tumor tissue Canada/Europe vs
available for PD-L1 Rest of World)
testing
Nivolumab = anti-PD-1 antibody

IMDC =

Escudier et al. ESMO 2017
© 2019-2020 Society for Inmunotherapy of Cancer

Treatment

Arm A
3 mag/kg nivolumab IV +
1 mg/kg ipthmumab IV Q3W
for four doses, then
3 mg/kg nivolumab IV Q2W

Arm B

50 mg sunitinib orally once
daily for 4 weeks
(6-week cycles)

First-line Nivolumab + Ipilimumab in
MRCC

Treatment until

progression or

unacceptable
toxicity

Ipilimumab = anti-CTLA-4 antibody

AAAAAAAAAAAAAAA

International Metastatic RCC Database Consortium
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IMMUNOTHERAPY™

CheckMate 214

Follow-up
= 30 months

First-line Nivolumab + Ipilimumab in

MRCC by IMDC Risk: overall survival

Intermediate/poor risk

Median OS, months (95% ClI)

NIVO+IPI NR (35.6-NE)

SUN 26.6 (22.1-33.4)
HR (95% CI), 0.66 (0.54-0.80)
P <0.0001

1.0

0.9
0.8
0.7 1
0.6 4
0.5
0.44
0.3 1
0.21
0.14

Overall survival (probability)

NIVO+IPI

0.0

S P RO A |

T T T T T T

T T T T T 1
0o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at risk
NIVO+IPI 4
SUN 4

Tannir et al. ASCO GU 2019

Months

25 399 372 348 332 317 306 287 270 253 233 183 90 34 2 0
22 388 353 318 290 257 236 220 207 194 179 144 75 29 3 0

© 2019-2020 Society for Inmunotherapy of Cancer

Favorable risk

Median OS, months (95% CI)
NIVO+IPI NR (NE)

SUN NR (NE)
HR (95% Cl), 1.22 (0.73-2.04)
P =0.4426

NIVO+IPI

Overall survival (probability)
(=]
o
L

|

|

|

|

|

|

0.4 1 N

- |

0.3 i

0.2 1 1

1

0.1 1 1

1
O'O- T T T T T T 'I T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at risk Monhz
NIVO+IPI 125 124 120 116 111 108 104 102 101 98 94 88 71 24 2 0
SUN 124 119 119 117 114 110 109 105 103 101 96 88 70 26 2 0
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PSS @) Intermediate/poor risk - 48 month follow up

IMMUNOTHERAPY™

Intermediate/poor-risk population
Median PFS, months (95% CI)

Median OS, months (95% CI) NIVO+IPI (N = 425)| SUN (N = 422)
NIVO+IPI (N = 425)] SUN (N = 422) 1.0 1 11.2 (8.4-16.1) | 8.3 (7.0-10.8)
1.0 A DR ) | 26048 20) 0.9 # HR (95% Cl), 0.74 (0.62-0.88)
HR (95% Cl), 0.65 (0.54-0.78) "
0.9- _
z . 2
% 0.8 g
_f.; 0.7 : ‘é."
E oe £
- o NIVO+IPI £
g 05 e S8
£ 0.4 T 25
5 . “ ]
o Sy, SUN 5
E 0.3_ L Saa E
o o
8 0.2
0.1
0.0 ; ] | ; : | : ; i 0.0 i T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60
Months Months
No. at risk No. at risk
NIVO+IPI 425 372 332 306 270 241 220 208 193 86 3 O NIVO+IPI 425 232 163 130 101 94 80 70 50 13 O
SUN 422 353 291 237 206 184 169 151 133 66 3 O SUN 422 189 107 75 47 30 22 16 9 3 0O

QAREN —iXccc HOPA Csitc>
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First-line Pembrolizumab + Axitinib:

IMMUNOTHERAPY™
0S
100 20%
90 - i 74%
80 1
70 - :
1
g o0 ! I <
o 5071 ! : Py
O 40 A Median 0S, Mos (95% Cl) o
301 =—Pembro+axi NR(NR-NR)
201 — Sunitinib 35.7 (33.3-NR)
101 HR:0.68 (95% Cl: 0.55-0.85; P* <'.001)
0 L] : L] : | ] | 1
0 6 12 18 24 30 36 42
Pts at Risk, n Mos
432 408 385 346 305 168 23 0
429 379 336 306 268 134 16 0

Rini, ASCO 2019; Plimack, ASCO 2020
© 2019-2020 Society for Inmunotherapy of Cancer

30 month follow up

PFS
Median PFS, Mos (95% Cl)

100 1 — Pembro +axi 15.4 (12.7-18.9)

90 - — Sunitinib 11.1(9.1-12.5)

80 - 60%

20 * 48%

60 - |

50 o [

40 :

30 - !

20 1 : !

101 HR:0.71 (95% Cl: 0.60-0.84; P* < .0001)

0 0 6 12 18 24 30 36 42

Pts at Risk, n Mos
432 300 234 180 109 37 2 0
429 248 159 112 61 19 0 0
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ADVANCESN&S First-line Avelumab + Axitinib in
MRCC: progression-free survival

IMMUNOTHERAPY™

* Primary Endpoint: PFS

and OS in PD-L1+ JAVELIN 101 : PFS in the PD-L1+ Population

e Median PFS—13.8 mo vs o
7.2 mo (HR 0.61; 95% Cl, =
0.47-0.79) £ 6
8 5o Avelumab+axitinib
* ORR: 61.9% vs 29.7 "’ 5
 OS data: immature m o —

Months

Motzer, NEJM 2019. i e ey
© 2019-2020 Society for Inmunotherapy of Cancer
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s ©) CheckMate 9ER: Study design

IMMUNOTHERAPY™ Stratification factors:
*IMDC risk score
*Tumor PD-L1 expression?
N = 651

*Geographic region

Key inclusion criteria'-2
ey inclusion criteria NIVO 240 mg IV Q2W

« Previously untreated advanced or + CABO 40 mg PO QD

. Treat until RECIST v1.1-
metastatic RCC

defined progression or

¢ 0 . b
* Clear cell component SUN 50 mg PO QD, unacceptable toxicity

cycle of 4 weeks on/

* Any IMDC risk group 2 weeks off

Median study follow-up, 18.1 months (range, 10.6-30.6 months) Primary endpoint: PFS (BICR)
Secondary endpoints: OS, ORR, and safety

aDefined as the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells per validated Dako PD-L1 immunohistochemistry 28-8 pharmDx assay.

PNIVO dosing may not exceed a total of 2 years (from cycle 1); CABO and SUN treatment may continue beyond 2 years in the absence of progression or unacceptable toxicity.

Patients may be treated beyond progression.

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; IV, intravenously; ORR, objective response rate; PD-L1, programmed death ligand 1; PFS, progression-free survival; PO, orally; Q2W, every 2 weeks; QD, once daily; RECIST,
Response Evaluation Criteria in Solid Tumors.

1. Clinicaltrials.gov/ct2/show/NCT03141177. Accessed June 8, 2020; 2. Choueiri TK et al. Poster presented at the American Society of Clinical Oncology Annual Meeting 2018. TPS4598.

Choueiri TK, ESMO 2020 QAAEM ——ixccc &HHOPA Csitc>

EMERGENCY MEDICINE Hematology/Oncology
............................... Pharmacy Ass jon Bt e B S
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ADVANCES IN @ Overall survival

IMMUNOTHERAPY™
1.0 TA—A A
— 0.9 = - = LOAAN 1
3 O = W
= 0.8-4
0
3 0.74
o
a 0.6+ Median OS, months (95% Cl)
3 0.51 NIVO+CABO NR (NE)
S 0.4-
3 . SUN NR (22.6—-NE)
= 0.3
S 07 HR, 0.60 (98.89% Cl, 0.40-0.89)
> .
o) P=0.0010
0.1 4
0.0
T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO+CABO 323 308 295 283 259 184 106 55 11 3 0
SUN 328 296 273 253 223 154 83 36 10 3 0
Minimum study follow-up, 10.6 months. .
Choueiri TK, ESMO 2020 NE, not estimable; NR, not reached. gﬁﬁAuEmm AQ(;Q @ !—JQ/OPA th

aaaaaaaaaaaaaaaaaaa Society for Immunotherapy of Cancer
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1.04s
0.9+
0.8
0.7 1
0.6
0.54
0.4 1
0.3
0.2

0.1
0.0

Progression-free survival (probability)

CheckMate 9ER

Progression-free survival per BICR

Median PFS, months (95% Cl)

NIVO+CABO

16.6 (12.5-24.9)

SUN 8.3 (7.0-9.7)

2O

HR, 0.51 (95% Cl, 0.41-0.64)

P < 0.0001

AAAAAAA

No. at risk
NIVO+CABO 323 279
SUN 328 228

Choueiri TK, ESMO 2020

© 2019-2020 Society for Inmunotherapy of Cancer

234
159

I I I

9 12 15
Months

196 144 77

122 79 31

Minimum study follow-up, 10.6 months.

18 21 24 27
35 11 4 0
10 4 1 0

QaaRN —ic
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fwﬁcgs@ First-line atezolizumab + bevacizumab
: in PD-L1+ mRCC

IMMUNOTHERAPY"
Immotion151
100 Median progression-free survival in the PD-L1 positive
90 - population, months (95% Cl)
=% 80 — Atezolizumab plus bevacizumab group ~ 11.2 (8-9-15-0)
g 70 - —— Sunitinib group 7-7 (6-8-9-7)
2 60 HR 074 (95% CI 0-57-0-96); p=0-0217
é 710 Ry NSNS .~ -SRI, : 12-month progression-free survival
S 40 : 49% (95% Cl 41-56)
£ 301 |
o] 1
a 20+ i
10 i 12-month progression-free survival
| 38% (95% Cl31-45)
0 | T T f T | | | |
0 2 6 9 12 15 18 21 24 a7

QAAEM ——ixccc &HOPA Csitc>

Rini, The Lancet 2019. oo EMERSENCY MEDICINE oo f CommontyCarce oty Aesocaon s
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IMAUNOTHERAPY™ evacizumab: mo
Angiogungsis Angiogenesistow
1= == Sunitinib (n = 151) 1
i - B Atezo + bev (n = 177) -
0.8 ! 0.8
0.7 !,.\ 0.7
o 06 “~ N v 06
W o5 Sy W 45
a - % £y “ o -

04 - 04
03 - e m—-ﬂﬁﬂ-* 03

i ‘\h_*_
17 595 8.94 al
0 T T T T T T T T T T T T 0

0 2 4 6 8 10 12 14 16 18 20 22 24
Months
| mmune S
1 T~ .. 2 s Sunitinib (n =234) 1
09 - \t ----- Atezo + bev (n = 243) 09
0.8 - 0.8
0.7 _i-l; 0.7
-
» 06 1& wn 06
W 5 i W 5
o - T o -
0.4 ! 0.4
: gy N
0.3 i % —— 0.3
0.2 Vs 02
b= 841 972 0t
1] T T T T 7 T T T T T T T 0
0 2 4 6 8 10 12 14 16 18 20 22 24
Months

Rini et al, ESMO 2018
© 2019-2020 Society for Inmunotherapy of Cancer

ecular signatures

AngiogenesisHigh

Sunitinib (n = 265)
Atezo + bev (n =230)
10.12 12.45
2 4 6 B 10 12 14 16 18 20 22 24
Months
T-effectorHigh

Sunitinib (n = 182)
= Atezo + bev (n = 164)

8.34

12.45
2 4 6 8 10 12 14 16 18 20 22 24
Months

V-V -3
AAEM ,
YAAEM ——xcco
EMERGENCY MEDICINE .. . oo = O o

&> HOPA
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In Development: First-line atezolizumab
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(efficacy summary)

Front-line phase 3 trials with immunotherapy

Treatment Follow-up OS Risk groups OS PFS ORR
Nivolumab + Ipilimumab 48 mos Int 61% HR 0.65 HR 0.74 42 vs 27%
(Int/Poor risk) Poor 17% (0.54-0.78) (0.62-0.88) CR: 10 vs 1%
Nivolumab + Cabozantinib 18 mos Good 23% HR 0.60 HR 0.51 56 vs 27%
ITT) Int 58% (0.40-0.89) (0.41-0.64) CR: 8 vs 5%
Poor 19%
Pembrolizumab + Axitinib 30 mos Good 32% HR 0.68 HR0.71 60 vs 40%
(ITT) Int 55% (0.55-0.85) (0.60-0.84) CR: 9 vs 3%
Poor 13%
Avelumab + Axitinib 19 mos Good 21% HR 0.80 HR 0.69 52 vs 27%
(ITT) Int 61% (0.62-1.02) (0.57-0.82) CR: 4 vs 2%
Poor 16%
Atezolizumab + Bevacizumab 24 mos Good 20% HR 0.93 HR 0.83 37 vs 33%
(ITT) Int 69% (0.76-1.14) (0.70-0.97) CR:5vs 2%
Poor 11%
Tannir, ASCO GU 2019. IIT: Intent-to-Treat; PFS: progression-free survival; ORR: overall response rate; OS: overall survival
Rini, NEJM 2019.
hr o s QAAEM —xcco HOPA Csitc>

Choueiri, ESMO 2020
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owCES N Ongoing front-line phase 3 trials with
@ immunotherapy agents for front-line ccRCC

Trial number Trial Name Treatment Arm Comparator Popu.latlon P”ma'.“’
Arm Size End Point

Lenvatinib +
NCT02811861 CLEAR Pembrolizumab or Sunitinib 1050 PFS
Everolimus

NCT03729245 CA045002 NI.<TR_214 * Sunitinib 600 ORR, OS
Nivolumab

Cabozantinib +
NCT03937219 COSMIC-313 Ipilimumab + Sunitinib 676 PFS
Nivolumab

IMMUNOTHERAPY™

PFS: progression-free survival; ORR: overall response rate; OS: overall survival

: -
S b . |
AAEM o (m HOPA Csitc
AAAAAAAAAAAAAAAA IBA A=A ™4
EMERGENCY MEDICINE .. o oo oo o 0 Hematology/Oncology
Pharmacy Association Society for Immunotherapy of Cancer
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YO Immunotherapy for Metastatic Bladder
Q Cancer (Urothelial Carcinoma; UC)

IMMUNOTHERAPY™

Non-Muscle Muscle
Invasive Invasive

Metastatic

" Mucosa
Submucosa

Muscular Layer
(Detrusor)

- Perivesical Fat

Prostate or
other adjacent
organ (uterus,
vagina)

., =
AA E I v I (s H P A i (
L O t
9 Avenican AcaDEny of r\ (== SI
Association of Community Cancer Centers Hematology/Oncology
: Pharmacy Association Society for Immunotherapy of Cancer
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A(WA)NCES@ Approved checkpoint inhibitor for
non-muscle invasive bladder cancer

BCG-unresponsive, high-risk NMIBC, with

IMMUNOTHERAPY™

Pembrolizumab January 2020 or without papillary tumors and ineligible 200 mg Q3W or
for cystectomy 400 mg Q6W

Complete response 40 (41.2)

Non-complete response 56 (57.7)

Persistent 40 (41.2)
Recurrent 6 (6.2)
NMIBC stage progression 9(9.3)

Progression to T2 0
Extravesical disease 1(1.0)
Non-evaluable 1(1.0)
FDA Advisory Committee Briefing Document, 2019. gAAEM proe=s ’\(JQ(J @ HmO/PA kgts,)

© 2019-2020 Society for Inmunotherapy of Cancer



ATNA)NCES@ Checkpoint inhibitors for mUC —
cisplatin refractory

IMMUNOTHERAPY™

Atezolizumab 2016 (2018) Advanced/metastatic UC 1200 mg Q3W

Avelumab 2017 Advanced/metastatic UC 10 mg/kg Q2W

Durvalumab 2017 Advanced/metastatic UC 10 mg/kg Q2W
Nivolumab 2017 Advanced/metastatic UC 240 mg Qé\évv\fr 480 mg
Pembrolizumab** 2017 (2018) Advanced/metastatic UC 200 mg Qé\évv\?r 400 mg

» **phase lll trial demonstrating OS benefit (Keynote-045), Health Canada approved and reimbursed agent

gAAEM

AAAAAAAAAAAAAAAAA
EMERGENCY MEDICINE

.
V-V -3
g HOPA Csitc
e et Hematology/Oncology
Pharmacy Association Society for Immunotherapy of Cancer

Association of Cor
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SW{NCES@ Approved checkpoint inhibitors for
M mUC — cisplatin ineligible

IMMUNOTHERAPY”

Advanced/metastatic UC
(PD-L1 >5%)

Advanced/metastatic UC 200 mg Q3W or
(PD-L1 CPS >10) 400 mg Q6W

Atezolizumab 2017 (2018) 1200 mg Q3W
Pembrolizumab 2017 (2018)

June 2018

FDA limits the use of Atezolizumab and
Pembrolizumab for some urothelial cancer patients

* Locally advanced or metastatic urothelial carcinoma and ineligible for cisplatin-based chemo and tumor PD-L1
(CPS = 10, pembro; IC > 5% tumor area, atezo)

e Patients ineligible for any platinum-containing chemotherapy regardless of PD-L1 status

* NOTE: Health Canada approved, not reimbursed

EMERGENCY MEDICINE Hematology/Oncology

© 2019-2020 Society for Inmunotherapy of Cancer
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R In development: Ipilimumab + Nivolumab
Q CheckMate 032

IMMUNOTHERAPY™

ORR by Baseline Tumor PD-L1 Expression per Investigator

58.1
80 -
mNIVO3 (N=78) (39.1-75.5)
70 1 ENIVO3+IPI1 (N = 104)
mNIVO1+IPI3 (N = 92) 355

60 - s
5 38.0 269 (19:2-54.6)
% 50 - (28.1-48.8) e (11:6-47.8)
Py o 250 238

25.6 26.9 (13.5-41.2) ; 5

S0 (16.4-36.8) (18.7-36.5) (14.4-38.4) (12.1-39.5)
ES
o 30 -
14
o

20 -

10 -

NIVO3 NIVO3+IPI1 NIVO1+IPI3 NIVO3 NIVO3+IPI1 NIVO1+IPI3 NIVO3 NIVO3+IPI1 NIVO1+IPI3
0 -
n=78 n=104 n=92 n=43 n=56 n=42 n=26 n=231 n=31
Overall PD-L1 <1% PD-L1 21%

PD-L1 Expression

Rosenberg, ESMO 2018
© 2019-2020 Society for Inmunotherapy of Cancer
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IMMUNOTHERAPY™

1.0 —&— NIVO3
NIVO3 NIVO3+IPI1 NIVO1+IPI3
g —&— Nwosen | a5 | W | s
g 08 - Events, n (%) 56 (72) 81(78) 46 (50)
-a K
8 o074 Median OS 9.9 7.4 15.3
<] (95% Cl), months | (7.3-21.1) | (5.6-11.0) (10.1-27.6)
2 06
§ o0s-
c
04 -
2 ©
= 0.3
£~
2 02
(o} 38%
0.1 -
0.0 T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
Number at risk
NIVO3 78 61 54 41 36 32 30 29 28 24 22 22 19 16 9 0 0
NIVO3+IPI1 104 86 61 46 39 32 31 30 28 26 26 22 19 15 5 0 0
NIVO1+IPI3 92 73 60 48 33 23 13 12 12 M1 8 2 2 2 2 1 0

Rosenberg, ESMO 2018
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ADVANCES IN @
Cancer (€ maintenance treatment, first line
JAVELIN Bladder 100 study design (NCT02603432)

All endpoints measured post randomization (after chemotherapy)

Primary endpoint

Avelumab
= CR, PR, or SD with standard 10 me/ke IV Q2W - OS
1st-line chemotherapy + BSC* Primary analysis populations
(4-6 cycles) n=350 = All randomized patients

Treatment-free interval |

— Cisplatin + gemcitabine or L 4-10 weeks ’- R Until PD, unacceptable
\ 1:1 / toxicity, or withdrawal

= PD-L1+ population

Secondary endpoints
= PFS and objective response
BSC alone™ per RECIST 1.1
n=350 « Safety and tolerability
. = PROs

— Carboplatin + gemcitabine N=700

Unresectable locally
advanced or metastatic UC

Stratification
* Best response to 1st-line chemo (CR or PR vs SD)
* Metastatic site (visceral vs non-visceral)

PD-L1+ status was defined as PD-L1 expression in =25% of tumor cells or in =25% or 100% of tumor-associated immune cells if the percentage of immune
cells was >1% or 1%, respectively, using the Ventana SP263 assay; 358 patients (51%) had a PD-L1—positive tumor

BSC, bestsupportive care; CR, complete response; IV, intravenous; PR, partial response; PRO, patient reported outcome; Q2W, every 2 weeks; R, randomization; RECIST 1.1, Response Evaluation Criteriain Solid
Tumorsversion 1.1; SD, stable disease

*BSC (esg, antibiotics, nutritional support, hydration, or pain management)was administered per local practice based on patient needs and clinical judgment; other systemicantitumor therapy was not permitted,
but palliative local radiotherapy for isolated lesions was acceptable

PRESENTED AT: ZOZOASCO - - PRESENTED BY:
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New data: checkpoint inhibitor for
maintenance treatment, first line

Maintenance of locally
advanced/metastatic UC without
progression on first-line platinum

chemotherapy

Avelumab 10 mg/kg Q2W

0S in the overall population 0S in the PD-L1+ population
100 - Median OS (95% Cl), months 100 ~ Median 0S (95% Cl), months
90 Avelumab + BSC 21.4(18.9,26.1) 90 Avelumab + BSC NE (20.3, NE)
B0 g BSC alone 14.3 (12.9, 17.9) 80 1% BSC alone 17.1(13.5, 23.7)
: - 70%
x 0] Stratified HR 0.69 (95% Cl, 0.56, 0.86) s« 70 ”HHM Stratified HR 0.56 (95% Cl, 0.40, 0.79)
T 0 P<0.001 3 |
£ S E 60 o P<0.001
2 so- 3 50
§ 40 T 48%
8 g
30 sl
20 20
10 104
’ 0 2 4 6 & 10 12 14 15 18 20 22 24 26 28 30 2 34 36 3 g oy L L G 5 BE Ah s A N b e
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
g Months
No. atrisk No. atrick Months
Avelumab+BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0 SR o e o ETSE 1A H20 A, 1) [EE, §O MY MR A% BE WE W & % 9 0
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0O BSE a0 165 153 A 149 B 75 7 SA A% B7 Mo B9 ME D) 6 6 B T 0

Powles, ASCO 2020.
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fwfm() Approved antibody-drug conjugate
|MMU|L§THERAPYW - fOr m U C
| Dbug | USFDAApproved | Indication | Dose |

Locally advanced/metatstatic UC 1.25 mg/kg IV on days
Enfortumab vedotin (Pengicerl-rl]ebael':hzgziada) with previous PD-1/PD-L1 and 1, 8, and 15 of each
8 Platinum-based chemotherapy 28-day cycle

EV-201: Cohort 1 Nectin-4 Expression EV-201: Cohort 1 Change in Tumor Measurements per BICR

300 100

Cohort 1 (n=120)
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Percent Change from Baseline

-60

&

n=110 patients with target lesions and adequate post-baseline assessment
+ 10 patients had no post-baseline assessment
* 4 patients had no target lesions identified at baseline
* 1 patient had an uninterpretable post-baseline assessment

Petrylak, ASCO 2019. coirion SRROENCY MEDICINE, il ek R o Y
© 2019-2020 Society for Inmunotherapy of Cancer

H-Score of Nectin-4 Expression at Baseline
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* Five patients did not have adequate tissue for Nectin-4 testing
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-

Key Inclusion Criteria:

+ Locally advanced, unresectable or metastatic UC (mixed
histologies allowed)

+ Progression or relapse after PD-1/PD-L1 therapy

must have progressed within 12 months)
+ ECOGPSOort

* Receipt of prior platinum chemotherapy (if perioperative receipt

~

J

11

@ EV 301 Phase 3 Study Design

Enfortumab vedotin 1.25 mg/kg IV on day
1, 8 and 15 of each 28 day cycle, N =225

Docetaxel, Vinflunine, or Paclitaxel IV

Day 1 of a 21-day cycle, N =225

-~

Primary Endpoint;

"

Overall survival

Secondary Endpoints:

PFS, ORR, disease
control rate, duration
of response, safety,
patient-reported
outcomes

~

J

SEPT 2020: Seattle Genetics and Astellas Announce PADCEV® (enfortumab vedotin) Significantly Improved
Overall Survival in Phase 3 Trial in Previously Treated Locally Advanced / Metastatic Urothelial Cancer
(HR OS =0.70, HR PFS = 0.61)

© 2019-2020 Society for Inmunotherapy of Cancer
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caneer @) The Spectrum of Prostate Cancer
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N\

CRPC, castration-resistant prostate cancer; CSPC, castration-sensitive prostate cancer; mCRPC, metastatic castrate-resistant prostate cancer
Figure adapted from Aggarwal RR et al. Oncology (Williston Park) 2017;31(6):467-474; Armstrong AJ et al. J Clin Oncol 2019;37(32):2974-2986; Chi KN et al. N Engl J
Med 2019:381(1):13-24; Davis ID et al. N Engl J Med 2019;381(2):121-131; Smith MR et al. N Engl J Med 2018;378(15):1408-1418; Hussain M et al. N Engl J Med

2018;378(26):2465-2474. gAuu m @ I'"LO,PA @
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First anti-cancer therapeutic vaccine

Intravenous

Harvested _
administration

> leukocytes

Density—gradient
centrifugation

Short-term
culture (3644 hours)

( Ptient ith
Enriched | PAF |GM_CSJF prostate
monocytes Fusion protein cancer

Drake et al. Curr Opin Urol 2010
Kantoff et al. NEJM 2010

© 2019-2020 Society for Inmunotherapy of Cancer

Probability of Survival (%)
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Sipuleucel-T in mCRPC

HR 0.78; 95% Cl, 0.61-
0.98, p=0.03)
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12 24 36

AAAAAAAAAAAAAAAA
ccccccccccccccc



Society for Immunotherapy of Can

AD\/ANCES IN Q
IMMUNOTHERAPY™

* Post-hoc analysis of Phase 3 trial PROCEED

(N = 1902 mCRPC patients)

e African-Americans (AA) = 438; Caucasians

(CAU) = 219

* Median OS = 35.2 (AA) vs 29.9 mo (CAU);
HR 0.81, 95% C1 0.68-0.97; p = 0.03.

* AArace was independently associated with
prolonged OS on multivariate analysis (HR
0.60, 95% Cl 0.48-0.74; p < 0.001)

Sartor et al. ASCO 2019
© 2019-2020 Society for Inmunotherapy of Cancer

Sipuleucel-T in mCRPC

PROCEED 2019

Percent Survival

80%0

60%- b

B O, W
40%-

Caucasian
Median OS: 25.8 months

20%-
HR = 0.70
95% Cl (0.57, 0.86)
P < 0.001

0%

——-African Americans (N=219)

%« Median OS: 35.3 months
1

Caucasians (N=438)

African American

0 12 24

Time from Randomization (months)

36 48 60 72
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No FDA-approved Cls for mCRPC

. e et i * Pembrolizumab is approved
KEYNOTE'199 (PembrO“ZlJmab) B Cohort2 (PD-L1-) for a” Mlcrosatelllte

B Cohort 3 (Any PD-L1; Bone Instability_High (IVISI_H) Solid

Change From Baseline Patients®

1% to —100% 19% tumors
100 tmmmmm -50% to —100% 1%
~90% to ~100% 5% . . . .
e MSI-H incidence is low in PC

0% to +24% 1%

AU—— < * Localized PC ~2%

* Autopsy series of mCRPC
~12%

oy | IS testing may offer
aood T I pembrolizumab as an option

S - —50%

Change From Baseline, %

DeBono et al. ASCO 2018 saretSzoOncoo
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SDVA)NCESO In development: nivolumab + ipilimumab
In MCRPC

IMMUNOTHERAPY™

* Checkmate 650

* Nivo 1 mg/kg + Ipi 3 mg/kg Q3W for 4 doses, then Nivo 480 mg Q4W
* Progressed after 2nd-gen hormonal: 26% response @ 11.9 mo, 2 CR
* Progressed after chemo+hormonal: 10% response @ 13.5 mo, 2 CR

* Higher ORR in:
* PD-L1> 1%
 DNA damage repair deficient
* homologous recombination deficiency
* high tumor mutational burden

AAEM Ny
Sharma, GU Cancer Symp 2019. ?E?@?‘??ﬁs’?ﬁ%ﬁ% f\Q(J(J ¢ !""O;/EA (?ItQ
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 Hormonal therapy

e Radiation

e Radium-223
e PARP inhibitors

Future Combinations in mCRPC to
Engage Immune System

f:ho‘tesﬁerolﬁ‘rmmn into cell PARP Inhibitoré 5

DHEA : PARP
T3BHSD1 (3671-) ChO'EStETO' PI3 kinase/mTDR iﬂhlbitol's —] PI3 kinase/mTOR

tewar] Dasatinib — src
Cabozantinib — c-Met

1 I— Dutasteride Docetaxel — AR trafficking

4 AR activation

|— Enzalutamide

Androgen receptor

R
* Chemotherapy PARP inhiitr

* New targets

Stein et al. Asian J Andrology 2014
© 2019-2020 Society for Inmunotherapy of Cancer
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* The role of immunotherapy in GU malignancies is increasing

* In RCC, many front-line checkpoint inhibitor options are approved
 Stay tuned for various adjuvant trials due to read out

* Multiple checkpoint inhibitors FDA approved for advanced/metastatic
urothelial carcinoma
* Maintenance therapy, with stable disease on platinum, will become standard of care
* Combination immunotherapy plus chemotherapy has not proven successful yet

* Low immune engagement in prostate cancer has limited the application of
immunotherapy in this disease at this time

EEEEEEEEEEEEEEEEE
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Additional Resources

Rini et al. fournal for immunoTherapy of Cancer (2016] 4:81
DOl 10.1186/540425-016-0180-7

GFQ Society for Immunotherapy of Cancer

Cancer Immunotherapy

GUIDELINES

Journal for ImmunoTherapy D6 01 1a8 Ao AT A58

McNeel et al. Journal for immunoTherapy of Cancer (2016) 4:92

Journal for ImmunoTherapy

of Cancer
POSITION ARTICLE AND GUIDELINES Onen Abcets
Society for Immunotherapy of Cancer @

consensus statement on immunotherapy
for the treatment of renal cell carcinoma

Brian I. Rini", David F. McDermott?, Hans Hammers®, William Bro* Ronald M. Bukowski®, Bernard Faba® Jo Faba®,
Robert A, Fig\in7. Thomas Hutsona‘ Eric Jonaschg. Richard W. Josephm. Bradley C Leihovich' 1. Thomas Otencki'z.
Allan ). Pantuck™®, David |. Quinn™, Virginia Seery?, Martin H. Voss'®, Christopher G. Wood®, Laura S. Wood'

and Michael 8. Atkins'®"

of Cancer

POSITION ARTICLE AND GUIDELINES Open Access

The Society for Immunotherapy of Cancer @
consensus statement on immunotherapy

for the treatment of prostate carcinoma

Douglas G. McNeel', Neil H. Bander?, Tomasz M. Beer®, Charles G. Drake®, Lawrence Fong®, Stacey Harrelson®,

Philip W, Kantoff’, Ravi A, Madan® William K OR®, David J, Peace'®, Daniel P, Petrylak'’, Hank Porterfield "%,
Oliver Sartor', Neal D. Shore®, Susan F. Slovin’, Mark N, Stein'®, Johannes Vieweq'® and James L. Gulley's”

Kamat et al. Journal for InmunoTherapy of Cancer (2017) 5:68
DOI 10.1186/540425-017-0271-0

Prasanth Abraham'® and Jonathan E. Rosenberg'’

Journal for ImmunoTherapy

POSITION ARTICLE AND GUIDELINES Open Access

Society for Immunotherapy of Cancer
consensus statement on immunotherapy
for the treatment of bladder carcinoma

Ashish M. Kamat"", Joaquim Bellmunt’, Matthew D. Galsky®, Badrinath R. Konety*, Donald L. Lamm?®,
David Langham®, Cheryl T. Lee’, Matthew I. Milowsky®, Michael A. O'Donnell’, Peter H. O'Donnell'®,
Daniel P. Petrylak'', Padmanee Sharma'?, Eila C. Skinner', Guru Sonpavde'®, John A. Taylor lll"*,

of Cancer

© 2019-2020 Society for Inmunotherapy of Cancer
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Case Studies
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A 65-year-old male patient with de novo metastatic RCC presents for his first consultation. He has biopsy-proven clear cell RCC with
sarcomatoid features. CT and bone scan demonstrate an 8x8 cm left renal mass, 2 pulmonary nodules (both <2 cm), one lytic bone
metastasis on the sternum and another on the pelvis. His performance status is good with no functional limitations. Today, his blood work
is notable for hemoglobin at 10 g/dL (lab normal 14-18) and platelet count of 500 (lab normal 150-400).

Which of the following is the most appropriate next step:

A. Consideration for cytoreductive nephrectomy followed by sunitinib, given IMDC=2 (intermediate risk)
B. Consideration for active surveillance
C. Consideration for sunitinib first, given IMDC=3 (poor risk) and limited benefit of combination immunotherapy in patients with sarcomatoid features

D. Consideration for combination immunotherapy upfront, given superiority over sunitinib and would defer cytoreductive nephrectomy given IMDC=3

AAEM ——ccc g HOPA Citc>
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Society for Immunotherapy of Cancer
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IMMUNOTHERAPY™

A 65-year-old male patient with de novo metastatic RCC presents for his first consultation. He has biopsy-proven clear cell RCC with
sarcomatoid features. CT and bone scan demonstrate an 8x8 cm left renal mass, 2 pulmonary nodules (both <2 cm), one lytic bone
metastasis on the sternum and another on the pelvis. His performance status is good with no functional limitations. Today, his blood work
is notable for hemoglobin at 10 g/dL (lab normal 14-18) and platelet count of 500 (lab normal 150-400).

Which of the following is the most appropriate next step:

A. Consideration for cytoreductive nephrectomy followed by sunitinib, given IMDC=2 (intermediate risk)

Incorrect: IMDC=3, surgery would not be preferred over systemic therapy
B. Consideration for active surveillance

Incorrect: This de novo presentation displays visceral and bone involvement and in general should proceed with upfront systemic therapy
C. Consideration for sunitinib first, given IMDC=3 (poor risk) and limited benefit of combination immunotherapy in patients with sarcomatoid features

Incorrect: combination immunotherapy (either ICI/ICI or ICI/TKI) has been shown to be superior to sunitinib and benefits are even greater in
patients with sarcomatoid features

D. Consideration for combination immunotherapy upfront, given superiority over sunitinib and would defer cytoreductive nephrectomy given IMDC=3

Correct: combination 10/10 or I0/TKI would be the most appropriate upfront systemic therapy as there is no medical history precluding
immunotherapy in this scenario. Patient elected for systemic combination therapy instead of cytoreductive nephrectomy and continues on
therapies with improved quality of life from baseline at 12 months.

Csitc >
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A 67-year-old female patient presents with metastatic RCC. She previously had a right nephrectomy 5 years ago for localized clear-cell RCC,
Fuhrman grade 4. Repeat imaging demonstrates recurrence in the nephrectomy bed, multi focal lesions in the opposite kidney,

retroperitoneal and thoracic lymphadenopathy, with multiple pulmonary and 3 liver metastasis. Liver biopsy confirms recurrent clear cell
RCC.

Which of the following statements is true:

A. Atezolizumab plus bevacizumab can be considered as first-line systemic therapy
B. Single agent Nivolumab could be considered as a standard first-line therapy
C. Consideration can be made for IL-2 given the potential liver toxicity from contemporary immunotherapy

D. Nivolumab plus ipilimumab has clearly demonstrated OS, PFS, and ORR benefits in this patient

Csitc >
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A 67-year-old female patient presents with metastatic RCC. She previously had a right nephrectomy 5 years ago for localized clear-cell RCC,
Fuhrman grade 4. Repeat imaging demonstrates recurrence in the nephrectomy bed, multi focal lesions in the opposite kidney,
retroperitoneal and thoracic lymphadenopathy, with multiple pulmonary and 3 liver metastasis. Liver biopsy confirms recurrent clear cell
RCC.

Which of the following statements is true:

A. Atezolizumab plus bevacizumab can be considered as first-line systemic therapy

Incorrect: This combination has not been shown to improve overall survival compared to sunitinib and is not approved by regulatory agencies
B. Single agent Nivolumab could be considered as a standard first-line therapy

Incorrect: Currently, data dose not support the standard use of Nivolumab monotherapy as first-line option, outside of a clinical trial
C. Consideration can be made for IL-2 given the potential liver toxicity from contemporary immunotherapy

Incorrect: combination immunotherapy (either ICI/ICI or ICI/TKI) has been shown to be superior to sunitinib and has supplanted historic cytokines
(IL-2, IFN) as the standard first-line approach for mRCC

D. Nivolumab plus ipilimumab has clearly demonstrated OS, PFS, and ORR benefits in this patient

Correct: The CheckMate-214 study demonstrated superiority of Nivolumab/ipilimumab combination in intermediate/poor risk patients. Patient
elected for this option, and remains progression free at 2 years.
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