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* Consulting Fees: HMP Global, Bayer, Bristol Myers Squibb, Seattle
Genetics, Exelixis, EMD Serono, Immunomedics, Eisai

* | will be discussing non-FDA approved indications during my
presentation.
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 Renal cell carcinoma
e Approved immunotherapies
e Future directions

e Urothelial carcinoma
* Approved immunotherapies
* Future directions

* Prostate cancer
* Approved immunotherapies
e Future directions
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Stage | Stage Stage Il Stage IV
Vena Local lymph Gerota's | |ocal lymph To distant
Cava nodes fascia nodes organs
(healthy) (cancerous)
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High dose Interleukin-2

Interferon-a +
bevacizumab

Nivolumab

Nivolumab + ipilimumab

Pembrolizumab + axitinib

Avelumab + axitinib

Nivolumab + cabozantinib

© 2020-2021 Society tor Immunotherapy of Cancer

Metastatic RCC

Clear cell RCC

Clear cell RCC refractory to
prior VEGF targeted
therapy

Clear cell RCC, treatment
naive

Advanced RCC,
Treatment naive

Advanced RCC,
Treatment naive

First-line advanced RCC

600,000 International Units/kg (0.037 mg/kg) IV q8hr infused over 15
minutes for a maximum 14 doses, THEN 9 days of rest, followed by a
maximum of 14 more doses (1 course)

IFN 9 MIU s.c. three times a week + bevacizumab 10 mg/kg Q2W

240 mg Q2W or 480 mg Q4W

3 mg/kg nivo plus 1 mg/kg ipi Q3W x 4 doses then nivo maintenance
at flat dosing

200 mg pembro Q3W or 400 mg Q6W + 5 mg axitinib twice daily
800 mg avelumab Q2W + 5 mg axitinib twice daily

240 mg nivolumab Q2W or 480 mg Q4W + cabozantinib 40 mg daily
AAEM scce & HOPA  Csitc >
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Study Treatment arm(s) Patient selection Median PFS Median OS
criteria (months) (months)

CheckMate 214 Nivolumab + Untreated, advanced 550 42% 12.0 47.0
ipilimumab* clear cell RCC
Sunitinib (poor/intermediate 546  26% 8.3 26.6
risk)
KEYNOTE-426 Pembrolizumab + Untreated, advanced 432 60% 15.4 NR CR 9%
axitinb* clear cell RCC 0
Sunitinib 429 40% 11.1 35.7
JAVELIN Renal 101  Avelumab + Untreated, advanced 442 52.5% ITT: 13.3 ITT: NE o
axitinib* clear cell RCC PD-L1+: 13.8 PD-L1+: NE CR 5.6%
Sunitinib 444 27.3% ITT: 8.0 ITT: NE
PD-L1+: 7.0 PD-L1+: 25.6
IMmotion151 Atezolizumab + Untreated, advanced 454 ITT:37% ITT: 11.2 ITT: 33.6
bevacizumab clear cell or PD-L1+: 43% PD-L1+; 11.2 PD-L1+: 34.0
Sunitinib I I 461 ITT: 33% 1T 8.4 ITT: 34.9
PD-L1+: 35% PD-L1+: 7.7 PD-L1+: 32.7
*FDA- d 10 regi
Tannir, ASCO-GU 2020; Pilmack, ASCO 2020; APProvea = Tegimen ?AAEM o e @ HOPA ('E)
Choueiri, Ann Oncol 2020; Rini, Lancet 2019. #learnACl ¥ e CY MeCE P
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* CLEAR: pembrolizumab + lenvatinib (vs sunitinib) motzer asco cu 2021
* ORR 71%, mPFS 23.9 mo, mOS NR
* CR16.1%

* Checkmate-9ER: nivolumab + cabozantinib (vs sunitinib) choueiri esmo 2020
* ORR 55.7%, mPFS 16.6 mo, mOS NR
* CR8%

#LearnACl
© 2020-2021 Society for Immunotherapy of Cancer
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SITC Cancer
Immunotherapy
Guideline for
advanced renal
cell carcinoma

Rini, J Immunother Cancer 2019.

Diagnostic

Patient Selection

Initial Therapy Treatment

Refractory

Workup

Recommendations

Patients

= Patient and tumor reviewed by multidisciplinary team
() = Staging confirmed including pathology and imaging*

v

Clear Cell Pathology

Y
Need for systemic therapy? No . Observation and/or Local
Therapy
Yes
Y
Candidate for No
(3) immunotherapy? 1 VEGFR TKI
v Yes
v

Non-Clear Cell Pathology

v

v

' v

A 4

IMDC Risk: IMDC Risk: Sarcomatoid
Favorable Intermediate/Poor component
Y Y A J
Recommended: Recommended: Recommended:

Axitinib/Pembrolizumab

Other Options:
Ipilimumab/Nivolumab
HD-IL2

Anti-VEGF TKI
Anti-PD-1 monotherapy

Ipilimumab/Nivolumab
Axitinib/Pembrolizumab

Other Options:
Anti-PD-1 monotherapy

Ipilimumab/Nivolumab
Axitinib/Pembrolizumab

Other Options:
Anti-PD-1 monotherapy

Recommended:

Anti-PD-1
monotherapy

Other Options:
Anti-VEGF TKI
Ipilimumab/
nivolumab

Recommendations post-treatment with:
« ipilimumab/nivolumab:TKI (cabozantinib, axitinib, lenvatinib/everolimus), HD-IL2

@ « axitinib/pembrolizumab: cabozantinib, lenvatinib/everolimus, HD-1L2

*Baselineimaging recommendationsdiscussed infigure legend.

Notes: 1) Clinical Trials are always an option for any patient, in any category. 2) This recommendation may change as data matures.
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Deleuze, Int J Mol Sci 2020

© 2020-2021 Society tor Immunotherapy of Cancer

In development: additional
immunotherapy approaches
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Co-stimulatory
signals

Co-inhibitory
signals

T-cell
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* Which second line therapy to use, depending on which first line
combination was given?

* If patients have toxicity, how to differentiate IO from VEGF TKI toxicity
and to address which treatment to use next?

* For oligometastatic cases, how do we utilize information on CR rates
and role of possible subsequent surgery? Is there still a role for
cytoreductive nephrectomy as well?

#LearnACl e SR et ST o o eyl Gl
© 2020-2021 Society for Immunotherapy of Cancer
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 Renal cell carcinoma

* Approved immunotherapies
* Future directions

e Urothelial carcinoma
* Approved immunotherapies
* Future directions

* Prostate cancer
* Approved immunotherapies
 Future directions

#lLearnACl
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:I— Non-muscle invasive
} Muscle invasive

Metastatic

7‘
:l_
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) non-muscle invasive bladder cancer
BCG-unresponsive, high-risk NMIBC, with
. : . . 200 mg Q3W or
Pembrolizumab or without papillary tumors and ineligible 400 mg Q6W
for cystectomy
P ———y—
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. #LearnACI qg"‘c‘A""E:I:ﬂ’ ALCC & HO PA ;flti)ﬂ«
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) mUC progressing after cisplatin
Avelumab Advanced/metastatic UC 10 mg/kg Q2W
Nivolumab Advanced/metastatic UC 240 mg Qé\zll\lv\(/)r e
Pembrolizumab Advanced/metastatic UC 200 mg Qé\é\/v\clnr e
Atezolizumab Advanced/metastatic UC 840 mg g2w or 1200
g3w or 1680 g4w
AAEM Yeoo i
LearmAC g"‘« ALl @ HOPA ﬁi)
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A(DVA)NCES@ Approved checkpoint inhibitors f@
mUC — cisplatin ineligible

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

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

IMMUNOTHERAPY™

Atezolizumab 1200 mg Q3W
Pembrolizumab

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 with
detectable PD-L1 expression in tumor (CPS > 10, pembro; IC > 5% tumor area, atezo)
e Patients ineligible for any platinum-containing chemotherapy regardless of PD-L1 status

QAAENM ——ixcec &HOPA Csitc>

#LearnACl
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A(DVANCES© Approved checkpoint inhibitor fc@
maintenance treatment

Maintenance of locally
Avelumab advanced/metastatic UC without 800 mg Q2W
progression on first-line Pt chemotherapy

OS in the overall population OS in the PD-L1+ population
100+ Median OS (95% Cl), months 100 Median OS (95% Cl), months
90 Avelumab + BSC 21.4 (18.9, 26.1) 90 Avelumab + BSC NE (20.3, NE)
80 i BSC alone 14.3 (12.9, 17.9) 80 - 79% BSC alone 17.1(13.5, 23.7)
i - 70%
% 70 \\\52% Stratified HR 0.69 (95% Cl, 0.56, 0.86) 2 70 —‘L\'_‘**“q Stratified HR 0.56 (95% Cl, 0.40, 0.79)
T oo P<0.001 T & P<0.001
z 58% 2 60%
2 50 \\\\“\\_‘_‘_‘ 5 a5 h\.,_\
§ 40 44% '\\_‘_‘*‘_“l— g o] 48% i
Sl 8
304 30
20 20
104 i
0 T T T T T T T T T T T T T T T T 1 O T T T T T T T T T T T T T T T T 1
O & ® o 8 d00d2 A4 d6 |48 20 223 24 26 B8 300 52 B 96 86 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
i Months
No. atrisk Novaivisk Months
Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0 Avelumab +BSC 189 185 177 165 146 129 114 95 81 70 49 38 32 26 18 9 8 4 2 0
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0

BSC 169 165 152 132 113 89 76 67 54 45 37 30 23 21 12 8

Csite >

6 2 1 0
QAAENM —/ixcce &HO
#LearnACl o THERGENCY MEDICONE i Sk o Vomyioh Chaci

Powles, ASCO 2020.
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L CON(

o —~  Approved antibody-drug conjugae
o=/ for mUC
____Dug | ndication | Dose

Locally advanced/metatstatic UC 1.25 mg/kg IV on days
Enfortumab vedotin with previous aPD-1/PD-L1 and Pt- 1, 8, and 15 of each
based chemotherapy 28-day cycle

IMMUNOTHERAPY™

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

100 -

80 - 84%

®© 575 | Cohott 1 (n=120)
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Percent Change from Baseline

E

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

H-Score of Nectin-4 Expression at Baselin

&
1

-80 A

0

-100 -
* Five patients did not have adequate tissue for Nectin-4 testing

Petrylak, ASCO 2019. #LearnACl o B o
© 2020-2021 Society for Immunotherapy of Cancer
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* Chemoimmunotherapy and immunotherapy intensification approaches

* IMvigor130: Role of concurrent chemoimmunotherapy (atezolizumab)
* Positive for PFS but immature for OS
* Galsky et al Lancet 2020; 395 (10236):1547

* DANUBE: Role of double immunotherapy (durvalumab tremelimumab)
Powles et al Lancet Sept 21, 2020

* KEYNOTE-361: Role of concurrent chemoimmunotherapy (pembrolizumab)
Alva ESMO 2020

* Other chemoimmunotherapy ongoing trials
* Enfortumab vedotin combinations
* Novel targeted therapy for mutations and fusions

* Novel 10 agents

QAAEM —==xcco @ HOPA Gsitc>
#Lea rnACI B A L AR it AR iz o At Sociey for Inmunomerapy of Cancer
© 2020-2021 Society for Inmunotherapy of Cancer
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R o) In development: Ipilimumab + Nivo(@gn ST
© CheckMate 032

Nivolumab 3 mg/kg Q3W ITT: 25.6% 2.8 months 9.9 months 26.9%
PD-L1+: 26.9%

IMMUNOTHERAPY™

Nivolumab 3 mg/kg + 104 ITT: 26.9% 2.6 months 7.4 months 30.8%
ipilimumab 1 mg/kg PD-L1+: 35.5%
Nivolumab 1 mg/kg + 92 ITT: 38.0% 4.9 months  15.3 months 39.1%
ipilimumab 3 mg/kg PD-L1+: 58.1%
1.0 g, —e— NIVO3 NIVO3 ' NIVO3+1PI1 | NIVO1+IPI3
094 B —A— NIVO3+IPI1 n=78 | (n=104) (n=92)
08 4 % b =9~ NIVO14PI3 Events, No. (%) | 56 (72) 81(78) 46 (50)
Z 071 : (95% O, months [7:31021.1] (561110 | (10.11027.6)
S 06
8 05
S04 .
8 o3
0.2
0.1
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
No. at risk
NIVO3 78 61 54 41 3 32 30 29 28 24 2 22 19 16 9 4 0 0

NIVO3+IPI1 104 86 61 46 39 32 31 30 28 26 26 22 19 15 5 0 0 0
NIVO1+IPI3 92 73 60 48 33 23 13 12 12 " 8 2 2 2 2 1 1 0

QLAEN ——xccc & HOPA (n';)

Society for Inmunomerapy of Carcer

Sharma, J Clin Oncol 2019. H#LearnACl
© 2020-2021 Society for Inmunotherapy of Cancer
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nm After treatment, 70% of patients with

NKTR-214 + nivolumab 27 48% PD-L1-negative tumors converted to PD-
L1-positive.

Figure 2. Best Percentage Change from Baseline in Target Lesions
- Nogatve (PD-L1 <1%) & Teoatment Ongoing

2. Best overall response is PO
+: Best overall response s PR with -300% reduction of target lesions
§: Best overall response Is unconfirmed PR

*. Best overall response is confirmed PR with unconfirmed CR

». Best overall response is PD by RECIST vi 1. PR by fRECIST

Siefker-Radtke, ASCO-GU 2020. ?AAEM A (== @ H O P A Csitc sitc >

40 - Postive (FO-L1 21%) 8 Liver Mets
we PO-L1 Unknown
é @ % & 0 0 0 0 0 0
> -

2o
.
sE -
§3-4o
gZ

60

-80

EMERGENCY MEDICINE
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* First-line
* Determine cisplatin eligibility (full dose or split dose D1/8)
* Consider first-line cytotoxic chemotherapy, typically GC; then consider avelumab switch maintenance

Consider first-line clinical trials but take into account other recently reported trials and the pros and cons of maintenance avelumab, which may or may not
be allowed in ongoing trials

While on first-line therapy, obtain comprehensive molecular profile from archival tissue to be ready for future decision-making upon progression

* Second-line
*  Role of immunotherapy and patient selection
*  Role of FGFR inhibition and patient selection
* Role of enfortumab vedotin and patient selection

*  Combination clinical trials or novel molecular targets

*  Third-line and beyond
*  Same as second-line options, depending on prior therapy
*  Combination clinical trials, novel molecular targets, or novel agents
*  Cytotoxic chemotherapy (taxanes or other)

QAAEN ——ixcce HHOPA Csite>

#LearnACl A ————
© 2020-2021 Society for Immunotherapy of Cancer
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Outline

 Renal cell carcinoma

* Approved immunotherapies
* Future directions

e Urothelial carcinoma
* Approved immunotherapies
 Future directions

* Prostate cancer
* Approved immunotherapies
e Future directions

#lLearnACl
© 2020-2021 Society for Immunotherapy of Cancer
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©) The Spectrum of Prostate Cance
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Organ Confined, Organ Confined, Metastatic Castration Resistant
Low Risk Risk of Metastases Disease Prostate Cancer (CRPC)

Prostate Cancer

Risk of Cancer Rising PSA, Rising PSA,
No Metastases Minimal Metastases
AAEM ——xcce MHOPA Csite
#LearnACl qﬂ'mm MEDichE > i i @ iz i Mmm«f«%«
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Chronic type 1 IFN
Dysfunctional pathway activation

CD8+ T cells .

Increased M2

tumor-associated
macrophages

Low mutational
B burde

|
Loss of MHC |
expression

DNA
damage repair

. Increased
. regulatory T cells

Decreased inflammatory .
immune cell chemotaxis

Vitkin, Front Immunol 2019. #LearnACl
© 2020-2021 Society tor Immunotherapy of Cancer

Few tumor-
associated antigens

Hematology:

QAAENM ——ixcce &HOPA Csitc >
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Sipuleucel-T in mCRPC
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O,

100+
First anti-cancer therapeutic vaccine
80~ HR 0.78; 95% ClI, 0.61-
3 0.98, p=0.03)

Harvested Intravenous E

leukocytes administration s 60 -
A
s

Sipuleucel-T

h Z 40
o
2
Density—gradient £

centrifugation 204 Placebo
Short-term
culture (36—44 hours) .
: o 0
@ Patient with . . J . : L
0 12 24 36 48 60 72
Enriched | PAP GM CSF prostate X Z
monocytes Fusion proteln cancer Months since Randomization
Drake et al. Curr Opin Urol 2010 AAEM
Kantoff et al. NEJM 2010 #LearnACl g ‘‘‘‘‘ ERGENCY MESICNE @ H O PA w{«-;thﬁ«
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o Immunotherapy landscape in @ WEST
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prostate cancer

KEYNOTE-199 Pembrolizumab

KEYNOTE-365 Pembrolizumab +
enzalutamide

Pembrolizumab +
olaparib

IMbassador250 Atezolizumab +
enzalutamide

Enzalutamide

De Bono, ASCO 2018; Yu, AUA 2020; Sweeney, AACR 2020.
© 2020-2021 Society for Inmunotherapy of Cancer

RECIST-measurable PD-L1+ mCRPC ORR: 5%
RECIST-measurable PD-L1- mCRPC ORR: 3%
RECIST nonmeasurable mCRPC DCR: 37%

Progression on previous hormonal and PSA response rate: 21.8%
chemotherapies Median OS: 20.4 months

PSA response rate: 13%
Median OS: 14 months

Progression on previous hormonal and Median OS: 15.2 vs 16.6 months
chemotherapies

QAAEM ——ixccc gHOPA Csitc>

#tLearnAC|

Society for Immunoteragy of Cancer
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* 3.1% incidence in 1033 patients at MSKCC

e 11 patients received checkpoint inhibitor therapy

* 6 patients had greater than 50% PSA decline

4 patients had radiographic responses

5 patients were still on therapy as long as 89 weeks

Abida et al JAMA Oncol 2019 April 1; 5(4):471

q AAEM neee ¢ HOPA C SiItc >
#LearnACl EMERGENCY MECICING i e "”";H o
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,gvmg"g’;’l;”z“j Future directions for prostate ca@
ancer ©) immunotherapy

IMMUNOTHERAPY™

Anti-PD-1 + anti-

L androgen therapy
Immune checkpoint inhibitor

+
Targeted therapies

Adoptive cellular therapies

PSA, PSMA, PAP,
EpCAM CART cells

AAEM- — Y=Y
#LearnACI g:::as:a“m %@; @HOPA (E)

...............................
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fDVA)NCES@ In development: nivolumab + @
ipilimumab in mMCRPC

CheckMate 650 Nivolumab + Progression on hormonal  25% 19 months
ipilimumab, therapy, no chemotherapy
then nivolumab  poression on 10% 15.2 months

maintenance Chemotherapy

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

AMERICAN ACADEMY OF
EMERGENCY MEDICING

QAAEM ——iccc ghHOPA Citc >

Sharma, GU Cancer Symp 2019. #LearnACl
© 2020-2021 Society for Inmunotherapy of Cancer
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 Established role of immunotherapy in RCC and urothelial carcinoma
* In RCC, many front-line checkpoint inhibitor combinations are approved

* Multiple checkpoint inhibitors approved for advanced/metastatic urothelial
carcinoma, as well as other therapeutic spaces in UC

* Low immune engagement in prostate cancer has limited the application of
immunotherapy in this disease however interest remains with multiple
novel immunotherapy agents in development; molecular profile is

commonly obtained and may also assist with MSI high detection
QAAEM —ixcce &HHOPA Csite

#tLearnACI
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® Additional Resources

IMMUNOTHERAPY™
vy oo ok Journal for ImmunoTherapy
of Cancer
POSITION ARTICLE AND GUIDELINES Open Access

The Society for Inmunotherapy of Cancer ~®
consensus statement on immunotherapy —
for the treatment of advanced renal cell
carcinoma (RCC)

Brian I. Rini', Dena Battle?, Robert A. Figlin®, Daniel J. George®, Hans Hammers®, Tom Hutson®, Eric Jonasch’,

Richard W. Joseph®, David F. McDermott®, Robert J. Motzer'®, Sumanta K. Pal'’, Allan J. Pantuck'? David I. Quinn',
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