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2019 in GU Cancers

¢ Kidney Cancer
— First-line 10/VEGF combinations
— “Adjuvant” pazopanib after metastasectomy
* Bladder Cancer
— Post-platinum, post-checkpoint options
¢ Prostate Cancer
— The explosion of options for hormone sensitive
metastatic prostate cancer
— MO CRPC

KEYNOTE-426 Study Design

Key Eligibility Ceiteria Pombrotizumab 200 mg IV QIW

+ Newly diagnosed or recurrent stage IV for up to 35 cycles
cloar-cell RCC

+
« No previous systemic treatment for Axitinib 5 mg orally twice daily*
advanced disease

+ Karnofsky performance status 270
+ Measurable disease per RECIST v1.1

+ Provision of a tumor sample for Sunitinib 50 mg orally once daily
biomarker assessment for first 4 wks of each 6-wk cycle®

« Adequate organ function

Statification Factors

» IMDC risk group End Poiats
(tavorable vs intermediate vs poor) * Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT

B e X + Key secondary: ORR (RECIST v1.1, BICR) in ITT
A I VA Dineters Sarove. ¥y RO + Other secondary: DOR (RECIST v1.1), PROs, safety
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- Presented By Brian Rini at 2019 ASCO Annual Meeting -

KEYNOTE-426: OS in the ITT Population
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Pembrolizumab plus Axitinib for mRCC

« Other key findings from KEYNOTE-426"
PFS: HR 0.69 (P < 0.001)
ORR: 59.3% vs 35.7% (P < 0.001)

- Benefit observed across subgroups, i ing the IMDC .
and poor risk groups and in PD-L1-expi ing and

P ing tumors

Manageable safety profile

+ Combination of pembrolizumab and axitinib approved by the FDA for
first-line treatment of advanced RCC
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Presented Bx Brian Rini at 2019A200 Annual Meeling =

IMDC Favorable Risk: OS, PFS, and ORR
0s FS ORR
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IMDC Intermediate/Poor Risk: OS, PFS, and ORR

HR 0.52 (95% CI1 0.37-0.74) HR 0.67 (95% C1 0.53-0.85) 55.8% vs 29.5%
100 H :ﬂ\ﬂll'—' 100 i rate 100
90 0 %0
80, & 80
70 70 gmn
190 ® 60 % e

e
g %0 g © F®
° & L 40
0 kY i g 30
20 20 s, 20
% 126mo

) » 5% 82mo L
|ARALAAMS Aaaaaand Aate aans) + 0

0 4 8 12 16 20 24 0 4 &8 12 16 20 24 Pembro Sunitinib

Months Months *Axi

Bresented By Brian Rini at 2019 ASCO Annual Meeting -




JAVELIN Renal 101: study design
Avelumab 10 mg/kg IV Q2W

W
Axitinib 5 mg PO BID
(6-week cycle)

Primary objective
To demonstrate the superiority of avelumab + axitinib compared sunitinib for either
PFS or OS in patients with PD-L1+ tumc

JAVELIN Renal 101 efficacy summary’

PD-L1+ group (N = 560) Overall population (N = 886)
unit Sunitinib

ORR per IRC,

PFS per investigator assessment
\ ohe
£

ORR per investigator assessment,
95% CI

+ 2019 Genitourinary Cancers Symposium | #GU19 [ o\ vk chooen M0

- Presented By Toni Choueiri at 2019 Genitourinary Cancers Symposium -

So which 1L treatment to pick?

Pembrolizumab + | Avelumab + Ipilimumab +
Axitinib vs Sunitinib | Axitinib vs Sunitinib | Nivolumab vs
Sunitinib
IMDC risk group
Favorable 31.2% 21.4% 23%
Intermediate 56.2% 61.8% 61%
Poor 12.6% 16.2% 17%
PDL1 “positive” 60.5% 63.2% 63.2%
Overall survival
HR for death 0.53 0.78 0.68
Pvalue <0.0001 0.14 <0.001
Median PFS (mo)

Combo therapy 15.1 13.8 12.4
Sunitinib 111 84 123
ORR (%) 59.3% 51.4% 39.0%
CR (%) 5.8% 3.4% %

Median f/u (mo) 12.8 116 25.2




E2810 STUDY SCHEMA

Resected | RANDOMIZATION /1
To NED | Stratification:
= |DFI <or> fyr

No Prior | 10r> 1site resected) \
Systemic

Therapy
Placebo 800 mg qd

1.0
—— Placebo (43 events’ 63 cases)
—— Pazopan®d (40 events/ 66 cases)
(]
b HR (pazopanid vs placebo) [95% C1) =

085 (055, 1.31)

- Medians: 142, 17.3
M

Probabiity of OFS
°
-
1

Months from registration

Probabiity of OS
°
-

Placebo (6 events/ 63 cases)
—— Pazopanid (15 events/ 66 cases)

o 12 24 3% a8 )

Moriths trom registration




EV-201: Single-Arm, Pivotal Phase 2 Trial

s Presented By Daniel Petrylak at 2019 ASCO Annual Meeting

Enfortumab Vedotin: Nectin-4 Targeted Therapy
Proposed Mechanism of Action

Je==

B

Y

58 ) Presented By Daniel Petrylak at 2019 ASCO Annual Meeting -

EV-201: Cohort 1 Change in Tumor Measurements per BICR
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» * 10 patients had mo post-baseline assessment
* & patients had o target lesions identified at baseline
* 1 patient had an uninterpretable post-baseline assessment

o Presented By Daniel Petrylak at 2019 ASCO Annual Meetin:




ENZAMET Treatment

STRATIFICATION

ARM A: Evaluate CRPC therapy at

Testosterone Suppression — every > investigator's

+ standard NSAA 12 weeks discretion at
progression

Volume of metasta
High vs Low
Planned Earty Docetaxel

Follow for time
. to progression

and overall

survival

ARM B: Evaluate
« Testosterone Suppression > every
+ Enzalutamide (160 mg/d) 12 weeks

MN=Z00Z>»®

Pric

Primary endpoint: Overall survival

Enzalutamide
NSAA

Proportion alive at 36 months (95% CI)
NSAA Enzalutamide
0.72(0.68100.76)  0.80 (0.75 to 0.83)

Hazard ratio= 0.67 (95% Cl: 0.52 to 0.86)
Log-rank p=0.002
0.00

6 12 18 24 30 36
Months

lumber at risk
NSAA 562 501 452 311 174
Enzalutamide 563 527 480 340 189

209ASCO

- Presented By Christopher Sweeney at 2019 ASCO Annual Mesting -

Secondary Endpoints: Progression-free survival (PCWG2)

Time to PSA rise, clinical progression or death Time to clinical progression
[ mptom:

3 8

8

Hazaed raho = 039 1033 0471
Log rank p<0oo!

Hazud ewso
Logank p <0

Propartion Evert-Froe

Nomber at risk

NSAA 562
Enzabtamde SE3

2019 ASCO




Abstract 5006

First Results From TITAN: a Phase 3 Double-Blind, Randomized
Study of Apalutamide Versus Placebo in Patients With Metastatic
Castration-Sensitive Prostate Cancer Receiving Androgen
Deprivation Therapy

2.1 Julie S, Larsen,

SCO

Presented By Kim Chi at 2018 ASCO Annual Mesting

TITAN Study Design

“All-comer” patient population

K Elgiblity | Dual primary end points |
" .08
*rPFS
Apalutamide | Secondary end points
0n:Study Reasie 240 mg daily + ADT +Time to cytotoxsc chemotheragy

(n =525)

+ Tine to chronic opickd
Placebo + ADT A
n ]
Exploratory end points
.7

© 10 PSA

Presented By Kim Chi at 2019 ASCO Annual Meeting

TITAN rPFS: Apalutamide Significantly Reduced Risk of Radiographic
Progression or Death by 52%

dent central ima
diographic prog:

view confirmed investigator

lon (concordance, 85%)

* Blinded i

) (nes2n)
NEINENE) 221 (385-329)
1 m

Patients Who Were Alive
Without Progression (%)

048 (0.39.0.60
«0.0008

o 6 12 18 24 30 36
Months

Presented By Kim Chi at 2019 ASCO Annual Meeting




TITAN OS: Apalutamide Significantly Reduced the Risk
of Death by 33%
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Presented By Kim Chi at 2018 ASCO Annual Mesting

What to use in hormone sensitive disease?

CHAARTED LATITUDE ENZAMET TITAN
(docetaxel) (abiraterone/P) (enzalutamide) (apalutamide)
%

High volume 66% 100%
disease, %

rPFS, HR 0.62(05-0.8)  0.47(0.4-0.6)
(95%C1)

0s, low vol 1.04(0.7-1.6) N/A
disease, HR

(95%Cl)

05, HR (95%Cl) 072 (0.60.9)  0.66(0.6-0.8)

Discontinuatio 12%
n rate for AE
Grade >=3% 29.6% 63% vs 48%
AE
QoL scores Worse at Better than
3mos, better placebo
at 12 mos

ARAMIS: Darolutamide in non-metastatic
castration-resistant prostate cancer

* Androgen receptor inhibitor

e Structurally distinct from enza/apalutamide
— less CNS toxicity since doesn’t cross BBB
and fewer drug interactions (not a CYP-
inhibitor)

* Taken with food

s Presented By Karim Fizazi at 2019 Genitourinary Cancers Symposium




Probabiity of Survival

whout Metastais

Ouoletamide 3.4 (M 18R]
Pacebo 114

Presented Bx Karim Fizazi at 2019 Gemmunnam Cancers Sxmeoswum Fizazi et al, NEJM 2019. =

A Overst Survival

bty of Suvival

R EEEEEEEEE

WM 1M 18 % MM

Median pre-trial
PSA DT, mos
Metastasis free
survival, mos
Time to PSA
progression, mo:
Overall survival

Discontinuation
rate for AE

Grade >=3% AE

What to use in MO CRPC?

SPARTAN PROSPER ARAMIS
(apalutamide) (enzalutamide) (darolutamide)
44 38 4.4
40.5 36.6 40.4
HR 0.28 (0.23-0.35) HR 0.29 (0.24-0.35) HR 0.41 (0.34-0.50)
NR 37.2 332

s HR0.06 (0.05-0.08) HR 0.07 (0.05-0.08) HR 0.13 (0.11-0.16)
HR 0.70 (0.47-1.04) HR 0.80 (0.58-1.09) HR 0.71 (0.50-0.99)

11% 9% 9%

45% vs 34% 31%vs 23% 25% vs 20%
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LUNG CANCER INITIATIVE

of North Carolina

A NETWORK OF HOPE AND ACTION

Jared Weiss

Associate Professor of Medicine, UNC

Section Chief of Thoracic and Head/Neck Onco
Board Member, LCI

VP, Cancergrace

KEYNOTE-042 Study Design: Pembrolizumab
vs. chemotherapy

N Pembrolizumab

Key Evgiilty Ceiteria

+ Untreated kocally advanced or metastatic ki S0
NSCLC of any histology N=637 for up to 35 cycles

+ PO-L1 tumor proportion score (TPS) 215
* No sensitizing EGFR or ALK alterations
+ECOGPSOor 1

Statification Factors
» Region (east Asia vs rest of the workd)
+ PO-LTTPS (250% w5 1-49%)

Median (95% CI)

Data cutoff date- Fed 16, 2018

Prasantod By Gilharin | 2018 ASCO LMot




Overall Survival: TPS 250%

Lvents MR (93% CI)

Overall Survival: TPS 21-49% (exploratory Analysis®)

Lyents MR (93% CI)

Madian (95% CI)

Key Eligibdity Criteria
Intreated stage IV NSCLC
with squamous histology
+ECOGPSOor 1
« Provision of a sample for
PD-L1 assessment
* No symptomatic brain
metastases

+ No pneumonitis requiring
0ids

* PDL1 expression
(TPS* <1% vs 21%)
+ Choice of taxane
1 vs nab-paciitaxel)

Pembrolizumab 200 mg Q3W +
Carboplatin AUC § Q3W + Pembrolizumab

Paclitaxel 200 mg/m? Q3W OR 200 mg Q3W

nab-Paclitaxel 100 mgim’ QIW

for 4 cycles (each 3 wk)

for up to 31 cycles

Placebo (normal saline) Q3W +

Carbopatin AUC 6 Q' Placebo
Paclitaxel 200 mgim’ Q3W OR (normal saline) G3W
nab-Paciitaxel 100 mgim® QIW foc e 1031 cycles
for 4 cycles (each 3 wk)

End points
+ Primary: PFS (RECIST v1.1, BICR) and OS

+ Secondary: ORR and DOR (RECIST vi.1,
BICR), safety

DPDLI NG
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TPS<1% TPS 1-49% TPS 250%
Bveets  HR(9S%CH Bveets _ HR. Events.

Pembro+Chemo  30.5%  0.61(0.38-0.59) 301%  0.57(0.36-0.90) SN 0.84(0.37-1.10)
Placebo +Chemo  444% a aan
109, 160 100
0. %0 @
80 80 L
7 7 w
s - © i
; L U .
0 Ly . { 2
o Median 95% C1) 204 Median(95% C1) 204 Median 35% c1)
15.9mo (13.1:NE) 140mo(12BNE) | NR (11.3 mo-NE}
199 10.2mo (8.6-13.5) 0] Msmoesr2) | 104 NR(7.4 mo-NE)
D 3 6 5 1215 18 M 0 3 & 5 12 i 18 A HHER R IEE
TPS <1% TPS 1-49% TPS 250%
Events _ WR(95% C1) Evests _ HR{DS%CH Eveots _ WR(95% 1)
Pembro+Chemo  57.0%  0.68(0.470.98) S24%  0.36(0.390.90) VAN 0.I710.24058)
Placebos Chemo  677% 0% %
100 100- 100
%0 % %
£ &0 80
e Meatan (955 C1) 0. Median (95 €1 »: Median (955 C1)
x HUEE s Hoind w e Ty
s v g
T o t o £ a
b N: 0.
t b b M
Table 3. Adverse Events of Interest in the As-Treated Population.*
Pembrolizumab Combination Placebo Combination
Event N=218) (N=280)
Any Grade Grade3 4, or§ Any Grade Grade 3,4, or §
number of patients (percent)
Any event 80 (28.8) 30(108) P2y L) 9(.2)
Hypothyroidism 209 1(0.4) Sy 0
Hyperthyroidism 20(.2) 1(0.4) 2000 0
Preumonitis 18(6.5) T3t 6@21) It
Infusion reaction 5(29) 4(14) 6@1) 1{04)
Colitis 7(25) 6(22) i) 3Ly
Hepatitis S(18) S(LY) 0 0
Severe skin reaction S(L8) 3Ly 1(0.4) 1(04)
Hypophysitis 3(L)) 2(07) 0 0
Thyroiditis 3(L)) 1(04) 0 0
Nephritis 2(07) 2(07) 2(09) 207)

LUNG CANCER INITIATIVE
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mbrolizumab @ 5y
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Hope, Summarized:

+ 5y 0S 15.5% in
previously treated

* 5y 0S23.2% in
1i

Top: Garon, ASCO
2019

Bottom: Garon,
Personal Comm.
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immune microenvironment and a major driver of primary resistance
to PD-1 axis blockade in non-squamous NSCLC

Gl

Lack of benefit from addition of pembrolizumab to CP chemotherapy
in STK11 and/or KEAP1-mutant non-squamous NSCLC

MUT andfor KEAP1
C . ¥ . 1
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BLU-667 Demonstrates Substantial Antitumor Activity

in RET Fusion+ Advanced NSCLC
BLU-667 Starting Dose 400 mg QD

|

U7 [ BestResponse  All(Ne48)  Prior Platinum (N=35)
BLU-667: High kinome 58%(::»721 soss(:z#a)
selectivity for RET®

Gainor,
ASCO

2019
+ 20-40kd more sesective for RET 2019
than JAK1 b B ired |

* KRAS is a GTP-binding protein that links receptor
tyrosine kinase activation to intracellular signaling *

Mutation of KRAS Imn lhn GTP-bound active state
15

(differentiation, DlD‘I’l"aUDﬂ survival)'

+ KRASY mutation has been identified as an
oncogenic driver of tumorigenesis

* KRAS®HC mytation is found in a‘?ﬂlmlmi(h‘f 13% of
lung cancer’, 3% of colorectal (CRC)® and appendix
cancer, and 1-3% of other solid tumo

* Currently there s 1o appeoved therapy targeting this

AMG 510 is a novel, first in class, mlaﬂ molt(ul(- that
specifically and irreversibly inhibi
locking it in an inactive GDP: bound Yote

oo & Nodn apoded. B

LUNG CANCER INITIATIVE

North Caroling
A NETWORK OF HOPE AND ACTION
Patient Incidence of Treatment Related TEAE
Adverse Event G:‘I 5;2 Adverse Event G:‘ ""‘1 Grade 3 Adverse Event n
Anernia® 1
Diarrhea 3 Proteinuria 1
Decreased sppetite 2 Dry mouth 1 Diarrhea® 1
Nausea 2 Flatulence 1 R R .
atient grade 2 anemia at baseline
Elevated creatine Wasting 2 &
chosphokinase 2 Vomiting 1 asting 2 days
Elevated or change in
AST 1 10 [Fesne 1 None of the 35 patients reported:
::mm orchamgelall 8 e * DLTs
* Grade 4 related AEs
Elevated alkaline . Seri lated AE
11 Pyes 1 rious related AEs
phosphatase
Cheditis 1 Arthralgia 1
Hyperkalemia Preserttéd ByMarwan Fakif at 2019 ASCO Annual Meeting




% Change in from Basebne
in Longest Dlameter

4 are confirmed
-~ All'S are still on treatment

5 out of 10 patients had PR ‘

Patients Receiving AMG 510

[PasnedDose [ omg B 30mp; [7mg 0 womg

Treatment-Related AEs in Patients Treated With TA

Al Patients Treated at ts Treated at

patients

f all patients Any Grade,

T BT S nfirmed ORK

[Sezznsses

W

TAK-788 Antitumor Activity in Patients With EGFR Exon 20 Insertions




Background

* MET exon 14 skipping mutations (METAex14) are reported in 3-4% of patients with

NSCLCH and associated with both poor prognosis and poor responses to standard
theraples including immunotherapy.>*

* Capmatinib is a highly selective MET inhibitor with in vitro and in vivo activity seen
against preclinical cancer models with MET activation.

+ Capmatinib is the most potent inhibitor against MET compared to other inhibitors. ™

Capmatinib  Savolitinib Tepotinib  Cabozantinib  Crizotinib

. OIﬁmmlrve"chy data from the phase 2, multi-cohort, multicenter GEOMETRY
no-1 study shawed deep responses with capmatinib irrespective of the fine of

lreaunenl s wel a5 activity in the brain lesions in patients with METaex14 mutated .

advanced NSCLC.

St ot o s 044 501 3 o X CorrOav, MASOOIA B Arcrgmstmemen
§.0cah oo ek e 0k v s s
18t

Capmatinib

Tumor shrinkage per BIRC

okt .o Gt B 340, Lo 15 P L

Deep responses observed in a majority of patients across both cohorts

Capmatlmb

Progression-free survival per BIRC
Median PFS was 5.42 months in Cohort 4 (2/3L) and 9.69 months in Cohort 5b (1L)

v

Cobort 4(2/34)

= o
-

Knlan deser madknn [99% OF (et .42 [£.17, 697
vt dvee roke o1 12wt [N G Z50% (13,9, 190

- Lomorg e
-

€l ol .60

Caplan Mt meian (955 o
—— Towettree rate o 12 manthe (¥5% O 49.7% (20,3, 67.5)

1, 7.75) in Cobort 4 ond 11.14




Capmatinib

Safety summary

fety prof

Most comemon adverse events.

treatment related (210%, 38
graces ), n (%)

Safety de(em.w\ed in the largest dataset of MET
dysregulated’ NSCLC patients (N=334).

Median treatment exposure time: 14.9 weeks

All grades | Grade 3/4
Any | 282(824) | 119 35.6)

Capmatinib was well tolerated with few Grade 3/4 events.
Rodehent ecdeond l (8|350 [only 15 patients (4,5%) had Grade 4 events]

o) |12 BO8 L poge adjustment due to treatment related AE: 73 (21.9%)
l L) ) * Discontinuation due to treatment related AE: 37 (11.1%)
Vomiting” 63(189) | 6(18)

© Most frequent (2 1%): peripheral edema (n=6, 1.8%),
Fatigoe | 46(18) | 0E0 pneumonitis (= 5, 1.5%) and fatigue (n+5, 1.5%)

Decreased appetie” | a2126) 309 * Serious treatment related AEs: 43 (12.9%)
Diserhea [ 38{114) 1(03)
* Capmatinds I’ nd 7

atind to inhibit

¥ MET mutated/ampitied "

« ROSE rearrangement is an
‘oncogenk driver in 1-2% of NSCLC

« Crinotesbs is the only approved
targeted therapy for patients with
advanced ROSI+ NSCLC

* G032R is the most commeon ROST

resistance mutation after crizotind
treatment!

+ Repotractinib is & mext-peneeation CO74-ROS1 Ba/F3 Celf Proliferation IC,, (nM)*
poad #0851 Criotind  Corltind  Caborsstielb  Letrectinlb  Lorlatind  Repotrectinlt
resistance mutations, especially wr us a8 os 105 02 @2
Ses iy A0sL B30 Gom w62 1m e} 11 w07 3

Repotrectinib in TKI Naive

Repotrectinib in TKI
ROS1+ NSCLC

ROS1+ NSCLC







