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* Consulting Fees: Merck, Astellas
e Contracted Research: Merck, Astellas, Genentech, Exelixis

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

e Urothelial carcinoma
* Approved immunotherapies
e Future directions

* Prostate cancer
e Approved immunotherapies
e Future directions

#LearnACl
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IMMUNOTHERAPY™

Stage | Stage I Stage Il Stage IV

Vena LOC:LLyeTph G;r:::ti:s Local lymph To distant
Cava nodes
organs
(healthy) (cancerous)
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SWA)NCES@ FDA-approved immunotherapies for

IMMUNOTHERAPY™

MRCC

High dose Interleukin-2

Interferon-o +
bevacizumab

Nivolumab

Nivolumab + ipilimumab

Pembrolizumab + axitinib

Avelumab + axitinib

© 2020-2021 Sociely for 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

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

QAAEM ——ixccc &HOPA Csitc>
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©

CheckMate 214

KEYNOTE-426

JAVELIN Renal 101

IMmotion151

Front-line immunotherapy
treatments for RCC

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

Nivolumab +
ipilimumab*

Sunitinib
Pembrolizumab +
axitinb*

Sunitinib
Avelumab +
axitinib*

Sunitinib

Atezolizumab +
bevacizumab

Sunitinib

Untreated, advanced
clear cell RCC
(poor/intermediate
risk)

Untreated, advanced
clear cell RCC

Untreated, advanced
clear cell RCC

Untreated, advanced
clear cell or
sarcomatoid RCC

*FDA-approved 10 regimen

Tannir, ASCO-GU 2020; Pilmack, ASCO 2020;
Choueiri, Ann Oncol 2020; Rini, Lancet 2019.

© 2020-2021 Sociely for Immunotherapy of Cancer

550 42%
546 26%
432 60%
429 40%
442  52.5%
444 27.3%

454  ITT:37%
PD-L1+:43%

461 ITT:33%
PD-L1+:35%

#LearnACl

12.0

8.3

15.4

111

ITT: 13.3
PD-L1+:13.8

ITT: 8.0
PD-L1+: 7.0

ITT: 11.2
PD-L1+:11.2

ITT: 8.4
PD-L1+:7.7
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47.0

26.6

NR

35.7

ITT: NE
PD-L1+: NE

ITT: NE
PD-L1+: 25.6

ITT: 33.6
PD-L1+:34.0

ITT: 34.9

EE3| PD-L1+: 32.7
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EE3 IMmotion151: https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(19)30723-8/fulltext
Emily Ehlerding, 7/28/2020
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IMMUNOTHERAPY™

SITC Cancer
Immunotherapy
Guideline for
advanced renal
cell carcinoma

Rini, J Immunother Cancer 2019.

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

!

Diagnostic
Workup

Need for systemic therapy? No | Observationand/or Local
Therapy
Yes
Y
Candidate for No
©) immunotherapy? VEGFR TKI
s
'E l Yes
3 : !
Fel
8 Clear Cell Pathology Non-Clear Cell Pathology
s |
v v I y
IMDC Risk: IMDC Risk: Sarcomatoid
Favorable Intermediate/Poor component
v
. v v A4 Recommended:
S - Recommended: Recommended: Recommended: Anti-PD-1
% s Axitinib/Pembrolizumab Ipilimumab/Nivolumab Ipilimumab/Nivolumab monotherapy
E E Other Options: Axitinib/Pembrolizumab Axitinib/Pembrolizumab _
265 Ipilimumab/Nivolumab Other Options:
o E HD-IL2 Other Options: Other Options: Anti-VEGF TKI
= E ; Anti-PD-1 monotherapy Anti-PD-1 monotherapy || Ipilimumab/
= o Anti-VEGF TKI .
5 2 . nivolumab
B Anti-PD-1 monotherapy |
£

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

Refractory
Patients

*Baselineimaging recommendationsdiscussed in figure legend.
Notes: 1) Clinical Trials are always an option for any patient, in any category. 2) This recommendation may change as data matures.



A;VANQ‘;;’:“E“S In o!evelopment: A2AR antagonist +
anti-PD-L1 &

IMMUNOTHERAPY™
% = Ciforadenant
3 08  Madlian PFS = 4.1 mo,
6_9 ' Ciforadenant + Atezolizumaby
o * Median FFS = 5.8 mo.
£ 064
@
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disease control Progression-Free  Survival Time (Months)
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Ciforadenant + 35 11% Naive: 50% &
. B 06
atezolizumab Prior ICI: 35% g
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Deleuze, Int J Mol Sci 2020
© 2020-2021 Sociely for Immunotherapy of Cancer

In development: additional
immunotherapy approaches
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Co-stimulatory
signals

Co-inhibitory
signals

T-cell

g AMERICAN ACADEMY OF
EMERGENCY MEDICINE
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IMMUNOTHERAPY™

 Renal cell carcinoma
* Approved immunotherapies
e Future directions

e Urothelial carcinoma
* Approved immunotherapies
e Future directions

* Prostate cancer
* Approved immunotherapies
e Future directions

#LearnACl
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cehcer@©)  Urothelial carcinoma (UC)

IMMUNOTHERAPY™

:l— Non-muscle invasive
/ :|— Muscle invasive
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IMMUNOTHERAPY™

Approved checkpoint inhibitor for
non-muscle invasive bladder cancer

Pembrolizumab

BCG-unresponsive, high-risk NMIBC, with
or without papillary tumors and ineligible

200 mg Q3W or
400 mg Q6W

for cystectomy

Response, n (%)

KEYNOTE-057 cohort A (n=97)

FDA Advisory Committee Briefing Document, 2019.
© 2020-2021 Sociely for Immunotherapy of Cancer

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)

#LearnACl
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e Approved checkpoint inhibitors for
©

IMMUNOTHERAPY™

mUC — cisplatin refractory

Atezolizumab

Avelumab

Durvalumab

Nivolumab

Pembrolizumab

© 2020-2021 Sociely for Immunotherapy of Cancer

Advanced/metastatic UC
Advanced/metastatic UC

Advanced/metastatic UC

Advanced/metastatic UC

Advanced/metastatic UC

#LearnACI

1200 mg Q3W
10 mg/kg Q2W

10 mg/kg Q2W
240 mg Q2W or 480 mg
Q4w

200 mg Q3W or 400 mg
Q6w

: -
S b . |
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SWA)NCES@ Approved checkpoint inhibitors for
mUC — cisplatin ineligible

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

Advanced/metastatic UC 200 mg Q3W or
(PD-L1 CPS 210) 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

#LearnACl A HomsioloayOncslesy
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foNCB@ Approved checkpoint inhibitor for
maintenance treatment

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

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)
e - 70%
x 0] Stratified HR 0.69 (95% Cl, 0.56, 0.86) s« 70 “H'_‘M Stratified HR 0.56 (95% Cl, 0.40, 0.79)
T 604 P<0.001 T B
£ S E 60 o P<0.001
2 s0- i 3 50
§ o L ERre 48%‘“——-}_._.—1_
8 8
30 30
20 20
10 104
’ 0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 ¢ ' b = i L b M ah i Sar g o bR o oy
] 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
= Meonths
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 AVE|Um3':J+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 BEC. 1ED: 165 157 o032 11 80 6 BF SA 4% 37 0 9% BT 2 & & ® L b

QAAEM ——ccc G HOPA Cite>
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A(vaNCES Approved antibody-drug conjugate
sl for mUC
| Dbrug | Indicaion | 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

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

300 4 .
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

QAAEM —icce gyHOPA Cite>

Petrylak, ASCO 2019. #lLearnACl e e CEDICE) A PR ca o Tty o i
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H-Score of Nectin-4 Expression at Baseline
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N
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-80 1

|

0

* Five patients did not have adequate tissue for Nectin-4 testing
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In development: Ipilimumab + Nivolumab
CheckMate 032

9.9 months

7.4 months

15.3 months

Nivolumab 3 mg/kg Q3W ITT: 25.6% 2.8 months
PD-L1+: 26.9%
Nivolumab 3 mg/kg + 104 ITT: 26.9% 2.6 months
ipilimumab 1 mg/kg PD-L1+: 35.5%
Nivolumab 1 mg/kg + 92 ITT: 38.0% 4.9 months
ipilimumb 3 mg/kg PD-L1+: 58.1%
1.0 4 —e— NIVO3 0 03+1P 01+IP
0.9 —A— NIVO3+IPI1
g o = INNOIHRI3 Events, No. (%) | 56(72) 81(78) 46 (50)
EOJ_ :\ggs’oiaé:)?:onths (7.319(;921.1) (5.6::;‘;‘11.0) (104111%32746)
'.[EU 0.6
@ 05
S04
o 03
0.2
0.1
0 Cli 6 9 1I2 15 ‘I|8 ZI‘I 2I4 2I7 3IO 3.3 3[6 BIQ 4I2 4I§ 4I8 5I1
Time (months)
No. at risk
NIVO3 78 61 54 M 36 32 30 29 28 24 22 22 19 16 9 4 1] 1]
NIVO3+IPI1 104 86 81 48 39 32 31 30 28 26 26 22 19 15 B 0 0 0
NIVO1+IPI3 92 73 60 48 33 23 13 12 12 11 8 2 2 2 2 1 1 0

Sharma, J Clin Oncol 2019.
© 2020-2021 Sociely for Immunotherapy of Cancer
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30.8%

39.1%
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A(vaNCEs@ In development: NKTR-214 +

IMMUNOTHERAPY™ n iVO I u m a b

| Treatment | n | _ORR___ 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

- Naguiten (PD-L1 1% & Traaiment Ongosng
40 = Pomtsen [POD-L 1) B Liver hints
et P11 Linknown

- 3

5 &

Changa in Tumor Size
¥a) trom Baseline

&0 ¥ Bl Crov Rl i0a oA iE PT)
+, Best overnl rosponss i PR wilh «300% roducbon of trget lesions
=B §: Bersl cvernll fesponss is unconfiomed PR
= Dawil crviiall s ponEs B conlimmed PR sl unoonbemsed CR
100 ¥ Bl crvarall rmponss is PO by REGIST v PR By rRECISET
Siefker-Raditke, ASCO-GU 2020. Seorac gAUAEM naac @ HOPA @
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IMMUNOTHERAPY™

 Renal cell carcinoma
* Approved immunotherapies
e Future directions

e Urothelial carcinoma
* Approved immunotherapies
e Future directions

* Prostate cancer
e Approved immunotherapies
e Future directions

#LearnACl
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IMMUNOTHERAPY”

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 AN S HOPA Csitc
#LearnAC 9“ @ Eey km#
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’&DLAH%Z?@ Immunology of prostate cancer

IMMUNOTHERAPY™

Chronic type 1 IFN
Dysfunctional pathway activation

CD8+ T cells .

Increased M2

tumor-associated
macrophages

Low mutational
" burde

o
Loss of MHC |
expression

DNA

| damage repair

. Increased
. regulatory T cells

Decreased inflammatory .
immune cell chemotaxis

Vitkin, Front Immunol 2019. #LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer

Few tumor-
associated antigens
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A(WA)NCESQ Immunotherapy landscape in

IMMUNOTHERAPY™

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 Sociely for Immunotherapy 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

~ .
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YAAEM Xcce & HO! sitc
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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

© 2020-2021 Sociely for Immunotherapy of Cancer

Probability of Survival (%)

#LearnACl

80+

40

20+

Sipuleucel-T in mCRPC

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

Sipuleucel-T

Placebo
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12 24 36
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ADVANCES IN
Cancer C

IMMUNOTHERAPY™

PSA, PSMA, PAP,
EpCAM CART cells

Future directions for prostate cancer
immunotherapy

Anti-PD-1 + anti-
- androgen therapy
Immune checkpoint inhibitor

+
Targeted therapies

Adoptive cellular therapies

#LearnACl . R bl Ui d
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3 In development: nivolumab +

AD\/ANCES IN (\:)
ipilimumab in mCRPC

CheckMate 650 Nivolumab + Progression on hormonal  25%
ipilimumab, therapy, no chemotherapy
then nivolumab  p,oression on 10%

maintenance chemotherapy

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

AAAAAAAAAAAAAAA

Sharma, GU Cancer Symp 2019. #learnaAct ¥ GENGY MEDICNE

© 2020-2021 Sociely for Immunotherapy of Cancer
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AD\/ANCESN@ ConclUSionS

IMMUNOTHERAPY™

* The role of immunotherapy in GU malignancies is increasing
* In RCC, many front-line checkpoint inhibitor options are approved

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

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

#LearnACl po s B SCY MEDICINE
© 2020-2021 Sociely for Immunotherapy of Cancer
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GFQ Society for Immunotherapy of Cancer

Cancer Immunotherapy

GUIDELINES

Additional Resources

Rini et al. Journal for InmunoTherapy of Cancer (2019) 7:354 McNee! et al. Journal for immunoTherapy of Cancer (2016)4:92

hps/doiorg/10.1186/540425-019.0813-8 Journal for ImmunoTherapy ey e e Journal for ImmunoTherapy

of Cancer of Cancer
POSITION ARTICLE AND GUIDELINES Open Access POSITION ARTICLE AND GUIDELINES e ——
The Society for Immunotherapy of Cancer = The Society for Immunotherapy of Cancer @) oo

consensus statement on immunotherapy
for the treatment of advanced renal cell
carcinoma (RCQC)

consensus statement on immunotherapy
for the treatment of prostate carcinoma

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 ). Pantuck'?, David . Quinn '3,
Virginia Seery®, Martin H. Vioss'®, Christopher G. Wood’, Laura S. Wood' and Michael B. Atkins'*'®

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. Jo ! for I Thes of Ce 2017) 5:68
e momstab Journal for ImmunoTherapy

of Cancer

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"*,
Prasanth Abraham'® and Jonathan E. Rosenberg'’

QAAEM —cce &HOPA Csitc>
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* Some figures created using biorender.com
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Case Studies
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ADVANICES I O Case Study 1

IMMUNOTHERAPY™

58yo lady had R nephrectomy 4/2017: 5.6cm clear cell RCC grade 2/4. Developed metastasis to lungs and neck/mediastinal lymph nodes. Enrolled on
clinical trial with nivolumab + ipilimumab in 7/2015 = complete response. Remained on maintenance nivolumab with complete response.

Question 1: What would you do with nivolumab therapy
A. Continue until progression
B. Stop nivolumab after 6 months of maintenance therapy
C. Stop nivolumab after 12 months of maintenance therapy
D. Stop nivolumab after 24 months of maintenance therapy

Patient continued on trial with maintenance nivolumab for 3 years. She developed osteomyelitis and spinal abscess and had to go off trial in 12/2018. She
progressed in 4/2019 and enrolled on trial with nivolumab+ipilimumab+entinostat = complete response. Developed pancytopenia (WBC 1.8, Hg 8.2, Pt
5K)

Question 2: What is the etiology of pancytopenia
A. Renal cell carcinoma induced bone marrow myelophthisic process
B. Autoimmune pancytopenia
C. Entinostat induced pancytopenia
D. Acute leukemia

Bone marrow biopsy confirmed bone marrow aplasia due to immune checkpoint inhibition treated with prednisone and tacrolimus with full recovery.

Patient has been off treatment for her metastatic renal cell carcinoma since 6/2019 and remains in complete response as of this month.
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53yo lady diagnosed with metastatic bladder cancer in 5/2019 with large liver and retroperitoneal lymph node metastases. She was treated with first-line
cisplatin+gemcitabine x6 cycles completed 8/2019 and then monitored with surveillance.

Question 1: As of December 2020, what are standard of care options after completing 6 cycles of cisplatin+gemcitabine
A. Observation until progression
B. Maintenance pembrolizumab
C. Maintenance enfortumab vedotin
D. Maintenance avelumab

Patient progressed with increasing liver metastases in 7/2020 and was treated with pembrolizumab. She had thyrotoxicosis with severe hyperthyroidism
(TSH<0.1, T3 8.3, T4 3.9). She was treated with steroids and methimazole. She also had grade 3 elevation in liver function tests (AST, ALT, bilirubin) which
improved after steroids.

Question 2: What is the appropriate next step in treating this patient’s metastatic bladder cancer
A. Resume pembrolizumab
B. Switch to enfortumab vedotin
C. Switch to atezolizumab
D. Revert back to cisplatin-based chemotherapy

Patient was started on treatment with enfortumab vedotin with a partial response and remains on therapy as of today.

AAEM ——xcce HOPA Citc>

EMERGENCY MEDICINE

Society for Immunotherapy of Cancer

© 2019-2020 Society for Inmunotherapy of Cancer



