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Urothelial Bladder Cancer



FDA Approves Pembrolizumab for BCG-Unresponsive,

High-Risk Non-Muscle Invasive Bladder Cancer
Press Release — January 8, 2020



Pembrolizumab (Pembro) for Patients (Pts) with High-Risk
(HR) Non-Muscle Invasive Bladder Cancer (NMIBC)
Unresponsive to Bacillus Calmette-Guérin (BCG): Updated
Follow-Up from KEYNOTE-057

de Wit R et al.
Proc ASCO 2019;Abstract 4530.



KEYNOTE-057: Complete Response Rate to Pembrolizumab



FDA Approval Summary: Atezolizumab or
Pembrolizumab for the Treatment of Patients
with Advanced Urothelial Carcinoma Ineligible
for Cisplatin-Containing Chemotherapy

Suzman DL et al.
Oncologist 2019;24(4):563-9.



FDA Limits the Use of Atezolizumab and Pembrolizumab for Some

Patients with Urothelial Cancer
Press Release — July 5, 2018

The labels of both drugs have been revised to reflect the limitation in the indication:
Pembrolizumab

e Atezolizumab



IMvigor130: A Phase lll Study of Atezolizumab with or
without Platinum-Based Chemotherapy in Previously
Untreated Metastatic Urothelial Carcinoma

Grande E et al.
Proc ESMO 2019;Abstract LBA14.



IMvigor130: Platinum-Based Chemotherapy with and without
Atezolizumab for Previously Untreated Metastatic Urothelial Carcinoma

Arm A Arm C
Atezo + plt/gem Placebo + plt/gem
(n =451) (n =400)

6.3 mo 8.2 mo
(6.2,7.0) (6.5, 8.3)




12.9mo || 13.5mo 17.8mo | NE
(11.3, 15.0) i i (11.1,16.4) (10.0, NE) i (17.7, NE)

Atezo

Placebo +
plt/gem
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Editorial — Dr Quinn (continued)



Ongoing Phase lll Studies of ICls in Untreated, Metastatic Urothelial
Carcinoma

e CheckMate 901
« KEYNOTE-361

- LEAP-011

- DANUBE

 NILE
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FDA Approves Pembrolizumab for BCG-Unresponsive,

High-Risk Non-Muscle Invasive Bladder Cancer
Press Release — January 8, 2020



Pembrolizumab (Pembro) for Patients (Pts) with High-Risk (HR) Non-
Muscle Invasive Bladder Cancer (NMIBC) Unresponsive to Bacillus
Calmette-Guérin (BCG): Updated Follow-Up from KEYNOTE-057"

Health-Related Quality of Life (HRQoL) and Updated Follow-Up from
KEYNOTE-057: Phase 2 Study of Pembrolizumab (pembro) for Patients
(pts) with High-Risk (HR) Non—Muscle Invasive Bladder Cancer (NMIBC)
Unresponsive to Bacillus Calmette-Guérin (BCG)?

Tde Wit R et al.
Proc ASCO 2019;Abstract 4530.

2de Wit R et al.
Proc ESMQO 2019:Abstract 916P.
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JAVELIN Bladder 100 Study of Avelumab for Urothelial Cancer

Meets Primary Endpoint
Press Release — January 6, 2020



FDA Grants Accelerated Approval to Erdafitinib for Metastatic

Urothelial Carcinoma
Press Release — April 12, 2019



Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma

Loriot Y et al; BLC2001 Study Group.
N Engl J Med 2019;381(4):338-48.



BLC2001: Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma



Number of patients (%)

Any grade

Grade 1

Grade 2

Gradez23

Hyperphosphatemia

76 (77

2 (

N
N

Stomatitis

58

10 (10)

Diarrhea

o1

I
=
S

Dry mouth

46

Decreased appetite

38

Dysgeusia

37

—_—
S

Fatigue

N | —
N
N

Dry skin

)
)
)
)
)
)
)
)

Ky

Alopecia

29)

o | O

Constipation

28)

o

Hand-foot syndrome

Anemia

Hematuria

57 (
50 (
45 (
38 (
37 (
32 (32
32 (
29 (
28 (
23 (
20 (
10 (




Editorial — Dr Quinn



FDA Approves New Type of Therapy to Treat Advanced Urothelial

Cancer
Press Release — December 18, 2019



Pivotal Trial of Enfortumab Vedotin in Urothelial
Carcinoma After Platinum and Anti-Programmed
Death 1/Programmed Death Ligand 1 Therapy

Rosenberg JE et al.
J Clin Oncol 2019;[Epub ahead of print].



Pivotal Trial of Enfortumab Vedotin in Urothelial Carcinoma After
Platinum and Anti-PD-1/PD-L1 Therapy: Objective Response

Overall 55/125 44 (35.1 to 53.2)
<75 43/91 47 (36.7 to 58)
ECOG performance status
Grade 1 31/85 36 (26.3 to 47.6)
0-1 37172 51 (39.3 to 63.3)
Primary tumor sites
Bladder/other 38/81 47 (35.7 to 58.3)
Yes 19/50 38 (24.7 to 52.8)
No. of prior therapies in metastatic UC setting
= 26/63 41 (29 to 54.4)
Responder 14/25 56 (34.9 to 75.6)
PD-L1 expression

CPS =10 15/42 36 (21.6 to 52)




Variable Patients (N = 125)
125 (100)

117 (94)

68 (54)

24 (19)
Treatment-related adverse events resulting in treatment discontinuation 15 (12)
0 (0)

Any adverse event
Treatment-related adverse events
Grade >3 treatment-related adverse events

Treatment-related serious adverse events

Treatment-related adverse events leading to death

Grade =3
7 (6)

Treatment-related adverse events occurring in >20% (preferred term) Any grade
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EV-103: Initial Results of Enfortumab Vedotin
plus Pembrolizumab for Locally Advanced or
Metastatic Urothelial Carcinoma

Hoimes CJ et al.
Proc ESMO 2019:Abstract 9010.
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Prostate Cancer



A Phase lll, Randomized, Double-Blind, Placebo-
Controlled Study of Enzalutamide in Men with
Nonmetastatic Castration-Resistant Prostate Cancer:
Post-Hoc Analysis of PROSPER by Prior Therapy

De Giorgi U et al.
Genitourinary Cancers Symposium 2019;Abstract 185.



| | Enlutamiden=320) | Placebo(n=142) |
Median (95% Cl), mo 36.6 (33.0-NR) 14.9 (11.1-22.0)

Median (95% Cl), mo 36.0 (32.8-NR) 14.7 (11.1-15.0)
HR (95 % Cl) 0.32 (0.23-0.45)

HR (95 % Cl) 0.28 (0.22-0.35)




Apalutamide and Overall Survival in Non-Metastatic
Castration-Resistant Prostate Cancer

Small EJ et al.
Ann Oncol 2019;30(11):1813-20.



SPARTAN: Second Interim Analysis of Overall Survival
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FDA Approves Darolutamide for Nonmetastatic Castration-

Resistant Prostate Cancer
Press Release — July 30, 2019



Darolutamide in Nonmetastatic, Castration-
Resistant Prostate Cancer

Fizazi K et al; ARAMIS Investigators.
N Engl J Med 2019;380(13):1235-46.



Darolutamide
Estimated enroliment (N = 1,509) 600 mg BID PO

Castration-resistant prostate cancer
Nonmetastatic disease

PSA doubling time of <10 months and
PSA >2 ng/mL
ECOG PS 0-1

Matched placebo



ARAMIS: Darolutamide in Nonmetastatic, Castration-Resistant
Prostate Cancer
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Adverse event, Darolutamide (N = 954) Placebo (N = 554)
n (%) Any Grade Grade 3-4 Any Grade Grade 3-4
Any 794 (83.2) 236 (24.7) 426 (76.9) 108 (19.5)

Serious 237 (24.8) 151 (15.8) 111 (20)

Discontinuation

Adverse events that occurred in 25% of patients in either group

85 (8.9)

32 (3.3)

48 (8.7)

70 (12.6)

24 (4.3)

Fatigue

115 (12.1)

4 (0.4)

48 (8.7

5(0.9

Back pain
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4 (0.4)

50 (9.0

1(0.2
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51 (9.2

2 (0.4

Diarrhea
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0 (0)

)
)
)
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1(0.2

Constipation
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0 (0)

34 (6.1

0 (0)

Pain in extremity
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1(0.2)

Anemia

53 (5.6

8 (0.8)

)
)
)
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)
)
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2 (0.4)
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Urinary tract
infection

47 (4.9)

6 (0.6)

28 (5.1)

3 (0.5)

Urinary retention

33 (3.5)

15 (1.6)

36 (6.5)

11 (2.0)
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FDA Approves Enzalutamide for Metastatic Castration-Sensitive

Prostate Cancer
Press Release — December 16, 2019



ARCHES: A Randomized, Phase Illl Study of
Androgen Deprivation Therapy with
Enzalutamide or Placebo in Men with
Metastatic Hormone-Sensitive Prostate Cancer

Armstrong AJ et al.
J Clin Oncol 2019;[Epub ahead of print].



ARCHES: A Randomized, Phase Ill Study of Androgen Deprivation
Therapy with Enzalutamide or Placebo in Men with Metastatic
Hormone-Sensitive Prostate Cancer




Enzalutamide with Standard First-Line Therapy in
Metastatic Prostate Cancer

Davis ID et al.
N Engl J Med 2019;381(2):121-31.



ENZAMET Primary Endpoint: Overall Survival

—=



FDA Approves Apalutamide for Metastatic Castration-Sensitive

Prostate Cancer
Press Release — September 17, 2019



Apalutamide for Metastatic, Castration-Sensitive
Prostate Cancer

Chi KN et al.
N Engl J Med 2019;381(1):13-24.



TITAN: Apalutamide for Metastatic, Castration-Sensitive
Prostate Cancer

Apalutamide

Placebo



Health-Related Quality of Life After Apalutamide
Treatment in Patients with Metastatic Castration-
Sensitive Prostate Cancer (TITAN): A Randomised,
Placebo-Controlled, Phase 3 Study

Agarwal N et al.
Lancet Oncol 2019;20(11):1518-30.
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Optimal Sequencing of Enzalutamide and Abiraterone
Acetate plus Prednisone in Metastatic Castration-
Resistant Prostate Cancer: A Multicentre,
Randomised, Open-label, Phase 2, Crossover Trial

Khalaf DJ et al.
Lancet Oncol 2019;20(12):1730-39.



Time From Start of First-Line Therapy to 2" PSA Progression

and Best Confirmed PSA Decline During 2"4-Line Therapy
(Abiraterone Acetate [AA] =2 Enzalutamide vs Enza - AA)

1|
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Prospective Multicenter Validation of Androgen
Receptor Splice Variant 7 and Hormone Therapy
Resistance in High-Risk Castration-Resistant
Prostate Cancer: The PROPHECY Study

Armstrong AJ et al.
J Clin Oncol 2019;37(13):1120-9.



PROPHECY: OS by Johns Hopkins University and the Epic CTC
Nuclear-Specific AR-V7 Protein Assay



Editorial — Dr Oh



Addition of Radium-223 to Abiraterone Acetate
and Prednisone or Prednisolone in Patients with
Castration-Resistant Prostate Cancer and Bone
Metastases (ERA 223): A Randomised, Double-
Blind, Placebo-Controlled, Phase 3 Trial

Smith M et al.
Lancet Oncol 2019;20(3):408-19.



ERA 223: Addition of Radium-223 to Abiraterone Acetate and
Prednisone or Prednisolone in Patients with CRPC and Bone
Metastases




Decreased Fracture Rate by Mandating Bone-
Protecting Agents in the EORTC 1333/PEACE Il
Trial Comparing Enzalutamide and Ra223 versus
Enzalutamide Alone: An Interim Safety Analysis

Tombal BF et al.
Proc ASCO 2019;Abstract 5007.



With exposure to BPA Without exposure to BPA
Cumulative Enza + Rad Enza Enza + Rad Enza
incidence (95% CI) (N = 39)* (N =49) (N =37) (N = 35)

o6 setomn | sa@szio
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Cabazitaxel versus Abiraterone or Enzalutamide in
Metastatic Prostate Cancer

de Wit R et al; CARD Investigators.
N Engl J Med 2019;381(26):2506-18.



CARD: Survival Analyses
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PROfound: Phase lll Study of Olaparib versus
Enzalutamide or Abiraterone for Metastatic
Castration-Resistant Prostate Cancer with
Homologous Recombination Repair Gene Alterations

Hussain M et al.
Proc ESMO 2019;Abstract LBA12.



PROfound: Radiographic Progression-Free Survival by BICR



Olaparib in Patients with Metastatic Castration-

Resistant Prostate Cancer with DNA Repair Gene
Aberrations (TOPARP-B): A Multicentre, Open-Label,
Randomised, Phase 2 Trial

Mateo J et al.
Lancet Oncol 2020;21(1):162-74.



Total (n = 92) Ll

300 mg (n = 46) 400 mg (n = 46)

| Respin | % | Resph | % %

Composite response 43192 | 46.7% 18/46 39.1% 25/46 54.3%
(confirmed)

RECIST response 14/70 20.0% 6/37 16.2% 8/33 24.2%
PSA response >50% 30/89 33.7% 13/43 30.2% 17/46 37.0%
28/55 | 50.9% 13/27 48.1% 15/28 53.6%

RECIST or PSA50 response 32/92 34.8% 13/46 28.3% 19/46 41.3%




Preliminary Results from TRITON2: A Phase 2
Study of Rucaparib in Patients with Metastatic
Castration-Resistant Prostate Cancer (IMCRPC)
Associated with Homologous Recombination
Repair (HRR) Gene Alterations

Abida W et al.
Proc ESMO 2018:Abstract 793PD.



BRCA1/2 ATM CDK12 Other
Response, n (%) (n = 25) (n=3) (n=38) (n=38)
11 (44.0%) 0 0 2 (25.0%)
0
SR B CF [24.4-65.1] [0.0-52.2] [0.0-36.9] [3.2-65.1]

Completeresponse | 0 | o | o | 0o

hariatrosponse | ti@oe |0 | o | zesow
ron
200 125
e |0 | imewn | o




FDA Grants Breakthrough Therapy Designation to Niraparib for

MCRPC with BRCA1/2 Mutation
Press Release — October 3, 2019



All biallelic DRD (n = 81)
Response, n (%) BRCA (n = 46) Non-BRCAZ? (n = 35)

Objective response rate 12/29 (41%) 2/22 (9%)
230 (50%) 35 5%

1538 47%)
29146 6%
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Pembrolizumab for Treatment-Refractory Metastatic
Castration-Resistant Prostate Cancer: Multicohort,
Open-Label Phase | KEYNOTE-199 Study

Antonarakis ES et al.
J Clin Oncol 2019;[Epub ahead of print].



Cohort 1 Cohort 2 Cohort 3
(PD-L1 positive) (PD-L1 negative) (Bone predominant)
Reponse per RECIST v1.1 by central radiology review

No. of patients e 59

ORR, n (%) 7 (5%) 2 (3%) e
DCR, n (%) 13 (10%) 13 (22%)

PSA response in patients with baseline PSA measurement

No. of patients o e0 | s

PSA response (250%) 8 (6%) 5 (8%) (NVAY

Median rPFS
Median OS
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Renal Cell Carcinoma



Nivolumab plus Ipilimumab versus Sunitinib in First-
Line Treatment for Advanced Renal Cell Carcinoma:
Extended Follow-Up of Efficacy and Safety Results
from a Randomised, Controlled, Phase 3 Trial

Motzer RJ et al; CheckMate 214 Investigators.
Lancet Oncol 2019;20(10):1370-85.



IMDC Intermediate-
or Poor-risk Intention-to-Treat IMDC Favorable-risk
Nivo/lpi Sunitinib Nivo/lpi Sunitinib Nivo/lpi Sunitinib
(n = 425) (n = 422) (n = 550) (n = 546) (n =125) (n =124)

o | am | mw | am | wm | e | s

P =0.0001 P=0.015 P=0.14

30-month OS

HR: 0.66, P < 0.0001 HR: 0.71, P = 0.0003 HR: 1.22, P = 0.44
30-month PFS
| HR:0.77,P=0.0014 HR: 0.85, P = 0.027 HR: 1.23, P = 0.19




Safety and Efficacy of Nivolumab plus
Ipilimumab (NIVO+IPI) in Patients with
Advanced Renal Cell Carcinoma (aRCC) with
Brain Metastases: Interim Analysis of
CheckMate 920

Emamekhoo H et al.
Proc ASCO 2019:Abstract 4517.



T
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FDA Approves Pembrolizumab with Axitinib for Advanced Renal

Cell Carcinoma
Press Release — April 19, 2019



Pembrolizumab plus Axitinib versus Sunitinib
for Advanced Renal Cell Carcinoma

Rini Bl et al; KEYNOTE-426 Investigators.
N Engl J Med 2019;380(12):1116-27.



KEYNOTE-426: Pembrolizumab with Axitinib versus Sunitinib for
Advanced Renal Cell Carcinoma — Overall Survival



FDA Approves Avelumab with Axitinib for Renal Cell Carcinoma
Press Release — May 14, 2019



Avelumab plus Axitinib versus Sunitinib for
Advanced Renal Cell Carcinoma

Motzer RJ et al.
N Engl J Med 2019;380(12):1103-15.



JAVELIN Renal 101: Avelumab/Axitinib versus Sunitinib for
Advanced Renal Cell Carcinoma
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Atezolizumab plus Bevacizumab versus
Sunitinib in Patients with Previously Untreated
Metastatic Renal Cell Carcinoma (IMmotion151):
A Multicentre, Open-Label, Phase 3,
Randomised Controlled Trial

Rini Bl et al; IMmotion151 Study Group.
Lancet 2019;393(10189):2404-15.



IMmotion151: Atezolizumab/Bevacizumab versus Sunitinib for
Previously Untreated Metastatic Renal Cell Carcinoma
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CLEAR (NCT02811861): A Multicenter, Open-Label, Randomized,
Phase 3 Trial to Compare the Efficacy and Safety of Lenvatinib in
Combination with Everolimus or Pembrolizumab versus Sunitinib
Alone in First-Line Treatment of Subjects with Advanced Renal Cell
Carcinoma
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