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2019 in GU Cancers

* Kidney Cancer

— First-line I0/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
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+ IMDC risk group
(favorable vs intermediate vs poor)

+ Geographic region
(North America vs Western Europe vs ROW)

KEYNOTE-426 Study Design

Key Eligibility Criteria

* Newly diagnosed or recurrent stage IV

clear-cell RCC

* No previous systemic treatment for

advanced disease

» Karnofsky performance status 270
* Measurable disease per RECIST v1.1
* Provision of a tumor sample for

biomarker assessment

+ Adequate organ function

Stratification Factors
End Points

UN(

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
-

Axitinib 5 mg orally twice daily*

Sunitinib 50 mg orally once daily
for first4 wks of each 6-wk cycle®

Presented By Brian Rini at 2019 ASCO Annual Meeting

* Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT
« Key secondary: ORR (RECIST v1.1, BICR) in ITT
* Other secondary: DOR (RECIST v1.1), PROs, safety

*Axitinib dose could be increased to 7 mg, then 10 mg. twice daily if safety criteria were met; dose could be reduced to 3 mg, then 2 mg, twice daily to manage toxicity.
*Sunitinib dose could be decreased to 37.5 mg, then 25 mg, once daily for the first4 wks of each 8-wk cycle to manage toxicity.

BICR, blinded independent central radiologic review: DOR, duration of response: PROs, patient-reported outcomes: ROW, rest of world
KEYNOTE-426 is a randomized, open-label, phase 3 study (ClinicalTrials gov identifier NCT02853331)

KEYNOTE-426: OS in the ITT Population

12-mo rate
89.9% 18-mo rate
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401 P <0.0001
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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, including the IMDC favorable, intermediate,
and poor risk groups and in PD-L1-expressing and non-expressing tumors

- Manageable safety profile

* Combination of pembrolizumab and axitinib approved by the FDA for
first-line treatment of advanced RCC

Rini Bl et al. N Engl J Med 2019:380:1116-27.
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- Presented By Brian Rini at 2019 ASCO Annual Meeting -
IMDC Favorable Risk: OS, PFS, and ORR
os PFS ORR
HR 0.64 (95% CI1 0.24-1.68) HR 0.81 (95% CI 0.53-1.24) 66.7% vs 49.6%
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IMDC Intermediate/Poor Risk: OS, PFS, and ORR

oS PFS ORR
HR 0.52 (95% C1 0.37-0.74) HR 0.67 (95% C1 0.53-0.85) 55.8% vs 29.5%
12-morate 12-morate
100+ 87% 100+ 56% 100
90 N 1% 904 40% Q0
80+ 80+ 80
701 e 70- g 70
o 601 2 60 § 60
& 504 o 50 < 90
(o] w 2
40 o 404 o 40
30- 30- g 30
201 _Events _ Median 204 _Events _ Median 20
104 18% NR J 48% 126 mo 1
g 29% NR 10 55% 8.2mo 10
TTrrT t T T 1 0 T T + T T 1 0 e
0 4 8 12 16 20 24 0 4 8 12 16 20 24 Pembro Sunitinib
+ Axi
No. at R.ﬁ‘k 3 Moln_t‘hs - . R No. at R\Is‘k = N VMOnrﬂ‘IS o g
s 28 221 128 71 11 0 S 208 188 190 53 220 1 0
Data cutof! date: Aug 24, 2018
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JAVELIN Renal 101: study design

Avelumab 10 mg/kg IV Q2W
+

* Treatment-naive aRCC with |—’ Axitinib 5 mg PO BID
N = 886

Key eligibility criteria

a clear cell component

P Stratification (6-week cycle)
2 1 measurable lesion as + ECOGPS (0Ovs1) R
defined by RECIST vi.1 |+ Geographic region 11

(USAvs CanadaWestem
Tumor tissue available for Europe vs ROW) L

PD-L1 staining
ECOGPSOor1

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

BID, twice per day; ECOG PS, Eastern Cooper, ology Group performance status; IV, intravenous; OS, ove al; PFS, progression-free survival; PO, orally; Q2W, every
2 weeks; QD, once per day; ROW, re:

2019 Genitourinary Cancers Symposium | #GU19

Presented by: Toni K. Chouein, MD

- Presented By Toni Choueiri at 2019 Genitourinary Cancers Symposium -




JAVELIN Renal 101 efficacy summary’

PD-L1+ group (N = 560) Overall population (N = 886)
Sunitinib Sunitinib
(N =290) (N = 444)
PFS per IRC
Median, months 13.8 7.2 13.8 8.4
95% ClI 11.1,NE 57,97 1.1, NE 6.9, 11.1
Benefit vs sunitinib (HR; P value) 0.61; P <.0001 - 0.69; P =.0001 -

ORR per IRC, % 55.2 25.5 514 25.7

95% CI 49.0,61.2 20.6,30.9 46.6, 56.1 21.7,30.0

PFS per investigator assessment
Median, months 13.3 8.2 125 84
95% ClI 9.8, NE 6.9,85 11.1,15.2 8.2,9.7
Benefit vs sunitinib (HR; P value) 0.51; P <.0001 - 0.64; P <.0001 -

ORR per investigator assessment, % 61.9 29.7 55.9 30.2
55.8, 67.7 245,353 51.1,60.6 259,347

2019 Genitourinary Cancers Symposium | #GU19

author. Pon 50

Presented by: Toni K. Chouein, MD

- 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
P value <0.0001 0.14 <0.001
Median PFS (mo)

Combo therapy 15.1 13.8 12.4
Sunitinib 11.1 8.4 12.3
ORR (%) 59.3% 51.4% 39.0%
CR (%) 5.8% 3.4% %
Median f/u (mo) 12.8 11.6 25.2
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E2810 STUDY SCHEMA

Resected RANDOMIZATION Endpoints
To NED Stratification:
we | DF| < OF > 1yr

No Prior 1 or > 1 site resected \

Systemic
Therapy

Placebo 800 mg qd Lab Correl.

DFI: disease-free interval
DFS: disease-free survival
PRO: patient reported outcome

m UNC m NI
1.0 4
- Placebo (43 events/ 63 cases)
—— Pazopanib (40 events/ 66 cases)
0.8
%) HR (pazopanib vs placebo) [95% Cl] =
5 0.85[0.55, 1.31)
S 0.6
% =i Medians: 142, 17.3
‘§ 0.4
a
0.2 1 I
0.0
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1.0 4 %T\_\_\
0.8
S 0.6
0.4
0.2
—— Placebo (6 events/ 63 cases)
- Pazopanib (15 events/ 66 cases)
0.0
] 1 |l T ] T
0 12 24 36 48 60
Months from registration
M NG L ING

EV-201: Single-Arm, Pivotal Phase 2 Trial
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* 3 patients did not receive enfortumab vedotintreatment: 00! fresponse; O
one each due to iorati i ision, and low overalisurvival;

2019 ASCO Daniel P. Petrylak
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Enfortumab Vedotin: Nectin-4 Targeted Therapy
Proposed Mechanism of Action
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EV-201: Cohort 1 Change in Tumor Measurements per BICR
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n=110 patients with target lesions and adequate post-baseline assessment
80 * 10 patients had no post-baseline assessment
* 4 patients had no target lesions identified at baseline
100 + 1 patient had an uninterpretable post-baseline assessment
2019 A_SCO Daniel P. Petrylak
M UNC m | UNC
- Presented By Daniel Petrylak at 2019 ASCO Annual Meeting -




ENZAMET Treatment

STRATIFICATION
ARM A: Evaluate CRPC therapy at
| Testosterone Suppression —> every — investigator’s

+ standard NSAA 12 weeks discretion at
progression

Volume of metastases*
-High vs Low

Planned Early Docetaxel
Yes vs No

ECOG PS

-0-1vs2
Anti-resorptive therapy
-Yes vs No
Comorbidities
ACE-27**: 0-1 vs 2-3
Study Site

Follow for time
__, to progression

and overall

survival

p \_ | ARM B: Evaluate
N Testosterone Suppression —>| every
+ Enzalutamide (160 mg/d) 12 weeks

R
A
N
D
0o
M
I
Z
E

Prior to randomization testosterone suppression up to 12

weeks and 2 cycles of docetaxel was allowed.

Intermittent ADT and cyproterone were not allowed

NSAA: bicalutamide; nilutamide; flutamide

*High volume: visceral metastases and/or 4 or more bone

metastases (at least 1 beyond pelvis and vertebral column)
+  *Adult Co-morbidity Evaluation-27

o 2019 A”SCQ

UNC( m UNC
Presented By Christopher Sweeney at 2019 ASCO Annual Meeting -
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Primary endpoint: Overall survival

Enzalutamide
NSAA

—

Proportion alive at 36 months (95% Cl) '
NSAA Enzalutamide :

0.72 (0.68 to 0.76) 0.80 (0.75 to 0.83) :
1
Hazard ratio= 0.67 (95% Cl: 0.52 to 0.86)

Log-rank p=0.002

Proportion Alive

I
T T T T T T

6 12 18 24 30 36
Months
Number at risk
NSAA 562 551 531 501 452 311 174
Enzalutamide 563 558 541 527 480 340 189

2019ASCO

UNC( m UNC
Presented By Christopher Sweeney at 2019 ASCO Annual Meeting -
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Secondary Endpoints: Progression-free survival (P )

e to PSA rise, clinical progression or death Time to clinical progression
(imaging, symptoms, signs, change of therapy or death)

e E Nzl Utamide Enzalutamide
NSAA NSAA

g
g

e

~

o
e
-
o

0.25 Hazard ratio = 0.40 (033 to 0.49)
Log-rank p <0.001

Hazard ratio = 0.39 (033 to 0.47)
Log-rank p<0.001

=) =)
* 8
Proportion Event-Free
o
g

Proportion Event-Free

o
8

6 12 18 24 30 18 24 30
Months Months
umber at risk Number at risk
NSAA 562 486 395 322 249 161 NSAA 562 512 418 346 272 182
Enzalutamide 563 543 500 455 411 269 Enzalutamide 563 547 507 468 424 284

J
=
74

UNC
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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

Kim N. Chi,* Neeraj Agarwal,? Anders Bjartell,’ Byung Ha Chung,® Andrea Juliana Pereira de Santana Gomes,*

Robert W. Given,® Alvaro Judrez Soto,” Axel S. Merseburger,® Mustafa Ozgiiroglu,® Hirotsugu Uemura,*®

Dingwei Ye,** Kris Deprince,*? Vahid Naini,** Jinhui Li,** Shinta Cheng,** Margaret K. Yu,** Ke Zhang,** Julie S. Larsen,**
Sharon A. McCarthy,** Simon Chowdhury*¢ on behalf of the TITAN investigators

BC Cancer and Vancouver Prostate Cantre, Vancouver, BC, Canads; “Huntsman Cancer Institute, University of Utsh,

of Medicine and Gangnam Sever.

“Yonsei University
School, Norfolk, VA; *H
Corrahpaza Schoo
Devalopment, Bearse, Belgum,
“Guy's, King's, ndSt. Thomas' Hospit:

209ASCO

Presented By Kim Chi at 2019 ASCO Annual Meeting




TITAN Study Design

“All-comer” patient population

Key Eligibility Criteria N = 1052
O alion sonn Dec 2015 -
Distant metastatic di Jul 2017
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Prior axel (yes vs no)

s all other

2019 ASCO

Apalutamide
240 mg daily + ADT

(n =525)

Placebo + ADT

(n=527)

NA, North America; PSA, prostate specific an

Presented By Kim Chi at 2019 ASCO Annual Meeting
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Dual primary end points
+0S
*rPFS

Secondary end points

* Time to cytotoxic chemotherapy
* Time to pain progression

* Time to chronic opioid use

* Time to skeletal-related event

Exploratory end points

* Time to PSA progression

* Second progression-free survival
(PFS2)

* Time to symptomatic progression

FCOG PS, Eastern Ce

< ative Oecology Geoup performance status,

P55, tadiogr aph

gression free survival

TITAN rPFS: Apalutamide Significantly Reduced Risk of Radiographic

Progression or Death by 52%

Blinded independent central imaging review confirmed investigator

100
- assessment of radiographic progression (concordance, 85%)
B
@ 5 Apalutamide + ADT
5@ 1 H
=8 St ey
o¥ SHNt+—-——————-—-—— —— — == S ————————
20 e -
2& wl] :
-1 Apalutamide Placebo H '
s 2 (n=525) (n=527) H - -
SE 25+ i -
53 Madian, mo (95% C1) NE (NE-NE)  22.1(18.5-32.9) H 1 Placebo + ADT
a Events 134 231 H S
HR (95% CI) 0.48 (0.39-0.60) H
Pvalue <0.0001 i
0 T T T t T T
0 6 12 18 24 30 36
No. at risk Months
Apalutamide 525 469 389 315 89 2 0
Placebo 5 437 325 229 57 3 0

Presented By Kim Chi at 2019 ASCO Annual Meeting
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TITAN OS: Apalutamide Significantly Reduced the Risk
of Death by 33%

100 =
ST 82%
£ Gl P, r'd Apalutamide + ADT
g 75— DL
Z o i T
% Placebo + ADT
E3 G0 —f— = = = — —— — — ——— — — o —— — — —— ———
2
; Apalutamide Placebo
4] (n = 525) (n=527)
H 25 —| Median, mo (95% CI)  NE (NE-NE) NE (NE-NE)
= Events 83 17
a HR (95% CI) 0.67 (0.51-0.89)
0 P value 0.0053
0 6 12 18 24 30 36
No. at risk Months
Apalutamide 525 513 490 410 165 14 0
Placebo 527 509 473 387 142 16 0
2019ASCO
Presented By Kim Chi at 2019 ASCO Annual Meeting
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(0.5-0.8)  0.47 (0.4-0.6)
(95%Cl)
0OS, low vol 1.04 (0.7-1.6) N/A
disease, HR
(95%Cl)

0S, HR (95%Cl) 0.72(0.6-0.9)  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
UNC im  UNC




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

* Androgen receptor inhibitor

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

* Taken with food

- Presented By Karim Fizazi at 2019 Genitourinary Cancers Symposium -

Patients
* Men with nmCRPC
+ PSADT =10 months

Stratification

+ PSADT (<6 months
vs >6 months)

+ Osteoclast-targeted
therapy (yes vs no)

Randomization
21

A Kaplan-Meier Analysis of Metastasis-free Survival
1.0 Median
0.9 Metastasis-free
Survival (95% Cl)
0.8 0

0.74
0.6+
0.5+
0.4
0.3
0.2 1.
01 :
0

m
Darolutamide  40.4 (34.3-NR)
Placebo 18.4 (15.5-22.3)

Hazard ratio, 0.41 (95% ClI, 0.34-0.50)
P<0.001

Probability of Survival
without Metastasis

Placebo

T g ok g —
0 4 8 12 16 20 24 28 32 36 40 44 43
Months

No. at Risk
Darolutamide 955 817 675 506 377 262 189 116 68 37 18 2 0
Placebo $54 368 275 180 117 75 S0 29 12 4 0 0 0

m | UNC
- Presented By Karim Fizazi at 2019 Genitourinary Cancers Symposium; Fizazi et al, NEJM 2019. “=




A Overall Survival
1.0 Median
004 Survival
& Darolutamide (95% CI)
3 0.8 e
°
£ % Placebo Darolutamide ~ NR (44.5-NR)
@ 06 Placebo  NR (NR-NR)
E 0.5 Hazard ratio, 0.71 (95% Cl, 0.50-0.99)
% o4 P=0.045
£ 03
0.2+
0.1
00 PR PR e P e e s e e e
4 8 12 16 20 24 28 32 36 40 44 43
Months
No. at Risk
Darolutamide 955 932 880 737 586 428 302 218 123 64 35 8 0
Placebo 554 529 467 394 307 214 154 110 56 34 14 2 0
B Survival without PSA
104 Median
094 Survival without
PSA Progression
08 (95% C1)
0.74 mo

Darolutamide 332 (25.5-NR)
Placebo 73(39-74)
Hazard ratio, 0.13 (95% C1, 0.11-0.16)

0.4+ H
P<0.001
034

Darclutamide

Probability of Survival without
PSA Progression
o o
s

02 L‘l
014 E
o ! Placebo
L —TT T T T T T T T
403 12 16 20 2 28 2 3% 40 44 43
Months
No. at Risk
Darolutamide 955 802 586 406 281 186 127 72 44 23 12 2 0
Placebo $54 249 98 44 13 10 6 4 2 o L o
: . = A AT
M UNC i WINC

What to use in MO CRPC?

SPARTAN PROSPER ARAMIS
(apalutamide) (enzalutamide) (darolutamide)
Median pre-trial 4.4 3.8 4.4
PSA DT, mos
Metastasis free 40.5 36.6 40.4
survival, mos HR 0.28 (0.23-0.35) HR 0.29 (0.24-0.35) HR 0.41 (0.34-0.50)
Time to PSA NR 37.2 33.2
progression, mos HR 0.06 (0.05-0.08) HR 0.07 (0.05-0.08) HR 0.13 (0.11-0.16)
Overall survival HR 0.70 (0.47-1.04) HR 0.80 (0.58-1.09) HR 0.71 (0.50-0.99)
Discontinuation 11% 9% 9%
rate for AE
Grade >=3% AE 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 Oné"

Board Member, LCI
VP, Cancergrace

KEYNOTE-042 Study Design: Pembrolizumab
vs. chemotherapy

T Pembrolizumab

ey Eligibility Criteria

» Untreated locally advanced or metastatic UM
NSCLC of any histology N=637  forup to 35 cycles

+ PD-L1 tumor proportion score (TPS) 21%*

» No sensitizing EGFR or ALK alterations

*ECOGPS O or 1

Carboplatin AUC5 or6/Q3W 1+
Paclitaxel 200 mg/m=Q3W>
R
Carboplatin AUC 5/0r:6/Q3W:+
Pemetrexed 500 mg/m* Q3W>!
Stratification Factors ; S N
 Region (east Asia vs rest of the world) [oruipEoBiCyEies
» PD-L1 TPS (250% vs 1-49%)

PRESINTED 8 L2ENa

NO CROSSOVER
ALLOWED!
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/z

Events HR (95% CI) P

1009\ Pembro 371(58.2%)  0.81 0.0018

90 (0.71-0.93)

80

70

60 Median (95% Cl)

40 . i 12.1mo (11.3-13.3)
30 '

20

10

0
0 18 24

Months

No. at Risk

Data cutoff date: Feb 26, 2018.
e
T, Presented By Gilberto Lopes at 2018 ASCO Annual Meeting

Overall Survival: TPS 250%

Events HR (95% CI)

100 Pembro 1 5%)  0.69 0.000!
90 (0.56-0.85)

80
70

Median (95% Cl)

12.2mo (10.4-14.2)

Months

Overall Survival: TPS 21-49% (Exploratory Analysis?)

Events HR (95% CI)

Pembro 214 (63.3%) 0.92
(0.77-1.11)

Median (95% Cl)

2.1mo (11.0-14.0)




KEYNOTE-407 Study Design (ncrozrrsass)

Pembrolizumab 200 mg Q3W +
Key Eligibility Criteria Carboplatin AUC 6 Q3W + Pembrolizumab :
» Untreated stage IV NSCLC  Paclitaxel 200 mg/m? Q3W OR A 200 mg Q3W "

with squamous histology nab-Paclitaxel 100 mg/m’ QW

for up to 31 cycles
+ ECOGPS Oor1 for 4 cycles (each 3 wk)

* Provision of a sample for
PD-L1 assessment

+ No symptomatic brain Placebo (normal saline) Q3W +
metastases Carboplatin AUC 6 Q3W + Placebo

Paclitaxel 200 mg/m? Q3W OR (normal saline) Q3W - P

* No pneumonitis requiring nab-Paclitaxel 100 mg/m? Q1W
systemic steroids

for up to 31 cycles
for 4 cycles (each 3 wk)

Stratification Factors

+ PD-L1 i ¥ .
(TPS? <e1X52r5:sz]?;n) Eod p.omts Optional Grossover” )
) + Primary: PFS (RECIST v1.1, BICR) and OS =
» Choice of taxane Pembrolizimab o
(paclitaxel vs nab-paclitaxel) + Secondary: ORR and DOR (RECIST v1.1, 200/mg QW g

» Geographic region BICR), safety

(east Asia vs rest of world) forupito35cycles

BICR, blindedi central radiologi f tumor cells with b PD-L1 staining ing the PD-L1 IHC 22C3 pharmDx assay.
“Patients could crossover during combination lhmpyw mono(hmpy Tobe eligible for crossover, PD must have been verified by BICR and all safety criteriahad to be met.

A Progression-free Survival
100 Hazard ratio for disease progression or death, 0.56 (95% C1, 0.45-0.70)
P P<0.001
2
55 ¥
13
3
i
?% 50
:E 9
g 304 Pembrolizumab combination
& 4
g i , Placebo combination
104
0 T T
0 3 6 9 12 15 13 2
Months
No. at Risk
Pembrolizumab combination 278 223 142 57 23 5 0 0
Placebo combination 21 190 % 26 12 4 0 0
A Ovenall Survival
100
9.
g %0
! 704
T 60 Pembrolizumab combination
a
50
§ 404
.g d Placebo combination
204
Hazard ratio for death, 0.64 (95% C1, 0.49-0.85)
104 p<0.001
0 T T T T T T 1
3 6 9 12 15 18 2
Months
No. at Risk
Pembrolizumab combination 278 25 188 124 62 17 2 0
Placebo combination 281 246 175 9 45 16 4 0

02013 Lung Cancer hitiative of North Caroling. Allvights reseréed. &+ 2 2 0 0 0 00010 Paz-Ares .|_ et al:N Med 2018:879:2040-2051 -+ - -




TPS <1% TPS 1-49% TPS 250%
Events  HR(95% Cl) Events  HR(95%Cl) Events  HR(95%Cl)
Pembro + Chemo 30.5% 0.61(0.38-0.98) 30.1% 0.57(0.36-0.90) 31.5% 0.64(0.37-1.10)
Placebo+Chemo  44.4% 43.3% 41.1%
1004 100+ 100+
904 904 904
804 804 804
704 704 704
% 607 o 60 . &
50 s 50 “ - 50
8 40+ “'“'N—L.L‘ 8 404 “‘-L‘L 8 404
30+ i L 304 304
204 Median (95% CI)' == 204 Median(95% Cl) 204 Median (95% Cl)
15.9 mo (13.1-NE) 14.0 mo (12.8-NE) NR (11.3 mo-NE)
104 10.2mo (8.6-13.8) 109 11.6 mo (8.9-17.2) 104 NR (7.4 mo-NE)
0 T 1 T T T 1 1 0 T T T T T 1 0 T T T T T 1
0 6 9 12 15 18 21 0 6 9 12 15 18 21 0 6 9 12 15 18 21
TPS <1% TPS 1-49% TPS 250%
Events _ HR(95% Cl) Events  HR(95% Cl) Events _ HR(95%Cl)
Pembro+Chemo  57.9%  0.68(0.47-0.98) 52.4%  0.56(0.39-0.80) 53.4%  0.37(0.24-0.58)
Placebo+Chemo  67.7% 70.2% 75.3%
100+ 100 1004
904 904 904
804 804 804
704 : Median (95% C1) 704 Median (95% CI) 701 Median (95% CI)
= 604 gg mo (::j g) = 604 Z.;mo(s 0-11.4) ) 604 §0mo (6.110.3)
s 50 .3 mo (4.4-6.2) s 50 5 ‘.‘ mo (4.2-6.2) 5 50 .2mo (2.8-4.6)
& 401 & 404 ‘_‘_L“L_. & 404 L
30- 304 30
204 204 204
104 104 x\—‘-1_l 104 g
0 T T T T T T L} 0 T T T T T T 1 0 T T T L T T L}
Table 3. Adverse Events of Interest in the As-Treated Population.*
Pembrolizumab Combination Placebo Combination
Event (N=278) (N=280)
Any Grade Grade3, 4, or5 Any Grade Grade 3,4, or 5
number of patients (percent)
Any event 80 (28.8) 30 (10.8) 24 (8.6) 9(3.2)
Hypothyroidism 22(1.9) 1(0.4) 5(L3) 0
Hyperthyroidism 20(7.2) 1(0.4) 2(0.7) 0
Pneumonitis 18 (6.5) 7297 6(2.]) 3L}
Infusion reaction 8(29) 4(1.4) 6(2.]) 1(0.4)
Colitis 7(2.5) 6(22) 4(L4) 3(LY)
Hepatitis 5(L8) 5(L8) 0 0
Severe skin reaction 5(L8) 3(LY) 1(0.4) 1(0.4)
Hypophysitis 3 (L) 2(0.7) 0 0
Thyroiditis 3(L]) 1(0.4) 0 0
Nephritis 2(0.7) 2(0.7) 2(0.7) 2(0.7)
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Change From Baseline
QLQ-C30 GHS Score, Mean (SE)

L
o>

® 2 % 27 N B
Time Since Treatment Initiation, Weeks
() 209 209 174 178 176 174
() 224 194 189 168 159

Hope, Summarized:
* 5y0S 15.5%in

previously treated
* 5y0S232%in
1415

Previously mr‘::m
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w? ) 21 A 20365 S 2508 o] A5
RAenEnl (BN TOREEN Weaw ms ssmsden
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immune microenvironment and a major driver of primary resistance
to PD-1 axis blockade in non-squamous NSCLC

v
(STh7HLED? WT)

CD8+/mm*

% with PRICR as BOR
ce3aBRBESLS

nows 2019 ASCQ

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

STK11MVT and/or KEAPIMUT STK11MVT and/or KEAPIMUT

-

- 3888883888

1
Group PFS

PCP (N=131) 45m
PC (N=161) 3.6m

~ Grow | os
PCP (N=131) 10.7m
PC (N=169) 9.9m

HR 0.90 ( 95% C10.70-1.16)
P=0.4, log-rank test

HR 0.99 ( 95% C10.74-1.35)
P=0.97, log-rank test

== PCP chemo-l0
== PC chemo

== PCP chemo-0
=~ PC chemo

Overall survival (%)
33885883888

Progression-free survival (%)

0 6 12 18 24 30 36 42 48 54 60 66 72
Months




BLU-667 Demonstrates Substantial Antitumor Activity

in RET Fusion+ Advanced NSCLC

BLU-667 Starting Dose 400 mg QD
% é 20
l§ § o M. an
5% IIIIIII
=5
= 20
§%
3o
B2 o
g6
£ o
£0 | BestResponse All(N=48) Prior Platinum (N=35)
BLU-667: High kinome 58% (43-72) 6% (42:79)
selectivity for RET? 27 20 = Platinum-naive
’: RET Fusion+ Advanced NSCLC
400 mg QD Starting Dose (N=120)
96% (86-99)  100% - e e
d on two consecutive assessments as (215% overal) S
Al Grade 23 Al Grade 23
30% 2% 17% 2% 7
26% 13% 26% 13%
24% 5% 20% 2%
21% 3% 13% 3%
20% 13% 13% 10%
18% 7% 1% 4%
BLU-667 vs. pharmacologically Diarrhes 18% E % 2
relevant kinases: Pyrexia 18% z 2%
+ ~90-fold more selective for RET %
than VEGFR2 3%
« 20-fold more selective for RET 12% :
than JAK1 4. Alights resénied. © & & o

KRAS is a GTP-binding protein that links receptor
tyrosine kinase activation to intracellular signaling 2

Mutation of KRAS favors the GTP-bound active state
and constitutive activation of downstream effects
(differentiation, proliferation, survival)®

KRAS®*2¢ mutation has been identified as an
oncogenic driver of tumorigenesis

KRAS®12¢ mutation is found in aé) roximately 13% of
lung cancer®, 3% of colorectal (CRC)* and appendix
cancer, and 1-3% of other solid tumors®

Currently there is no approved therapy targeting this
mutation

AMG 510 is a novel, first in class, small molecule that
specifically and irreversibly inhibits KRASS** by
locking it in an inactive GDP-bound state

Price A, et al Cancer Res. 2012.722457.2861
Osoem A et o Nt Rew ey Discov 2010.35 771.785

1
3 Ryan M, et ol Mot R Cin Oncol 201815 709720

L Dlemacha &, et o, Comr Gonet, AT 198 GOP,  GTP.

5. Neewmann J, et al, Pachol ey Prac, 200920585 861 KRAS, Kirsten rat sarcoma viral onc homolog:

& Doyl etsl, Med Onet. 2016;33:22. KRAST'2, KRAS protein with a G12C mutation at the protein level

2019ASCO
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Patient Incidence of Treatment Related TEAE
Adverse Event Adverse Event U G:‘Z de 3 Adverse Event 4.

Anemia® 1
Diarrhea 3 Proteinuria

f b
Decreased appetite 2 Dry mouth 1 Diarrhea i
Nausea 2 Flatulence 1
e e *Patient had grade 2 anemia at baseline
Svated.creatine 2 Vomiting 1 bLasting 2 days
phosphokinase
Elevated or change in
AST ol I flateye g None of the 35 patients reported:
il;vated orchangein i GO 1 *« DLTs
* Grade 4 related AEs

Elevated alkaline « Serious related AEs
phosphatase x L iEyrexia &
Cheilitis 1  Arthralgia 1
Hyperkalemia Preseritiet Biusarwan Fakifiat 2019 ASCO Annual Meeting

NSCLC: Best Tumor Response* (n=10)

100 5 out of 10 patients had PR
. 801 - 4are confirmed
S5 97 - All5 are still on treatment
if .
| I
y- ; o — . — T
L T e =
5 £ ol R e D R e s PR S PR” B = i F
® PR PR
501
-100

Patients Receiving AMG 510

* Based on local radiographic scans every 6 weeks using RESIST 1.1 criteria
1 patient had clinical progression prior to week 6 and is not on this graph
@ Confirmed response

42 sdditi i postd i [Planned Dose [ 180mg M 360mg [ 720mg [ 960mg |
§Patient had a CR of the target lesions at week 18, post data cutoff

2019 ASCO




EGFR Oncogenic Driver Mutations*>#

V769_D770insASV  (=20%)

D770_N771insSVD  (=19%)

H773_V774insH  (x8%)

Insertions (=6%) A763_Y764insFQEA  (=7%)

E:_(::;O De novo T790M (<5%) H773_v774insPH  (=5%)
= (=1%) H773_V774insNPH  (=4%)
N771_P772insN (23%)

H773_V774insAH  (=3%)

Other (=31%)

:'fff ="
Treatment-Related AEs in Patients Treated With TAK 788 o

All Patients Treated at All Patients Treated at
160 mg qd* Any Dose®

Any grade: >20% of all patients =72) (N=137)
Grade 23: 23% of all patients Any Grade, % Grade 23, % Any Grade, %

Exon 19
=45%

-
3

Decreased appetite
Stomatitis
Increased lipase
Increased amylase

013 I.'ur\'g Cancer litiative Q‘fﬂor}hb}bnni A

Bla s ewero

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

769_ASV M 773_NPH __ Othey Exo; kﬂln g- ix ¢t Variant Unknown
onfirmed OR ,3 ‘%’(n— 5) -
No. of Confirmed Confirmed
Patients | Responders,n ORR
ot
. SO

’“““mwvnpunnmpnl
PR

Best Change in Target Lesions (3

Mutation:

* Median (range) best percent change: -32.5% (-100%, 26.3%)

* Three patients were excluded from the waterfall plot: 1 patient had nonmeasurable baseline target lesions,
and 2 patients had no follow-up scans

10, immuno-oncology therapy; PD, progr

e 09ASCO
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MET Del 14

Background

MET exon 14 skipping mutations (METAex14) are reported in 3-4% of patients with [ w
NSCLC** and associated with both poor prognosis and poor responses to standard w4
therapies 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

Preliminary efficacy data from the phase 2, multi-cohort, multicenter GEOMETRY
mono-1 study showed deep responses with capmatinib irrespective of the line of
tr t as well as activity in the brain lesions in patients with METAex14 mutated
advanced NSCLC.*?

S
(X gt

1. GelsominoF, et al. Concers (Bosel). 2014,6:2100-15; 2. Ma PC. Concer Discov. 2015,5:802-5; 3. Reungwetwattana T, et al. Lung Cancer. 2017,103:27-37; 4. Tong JM, et al. Ciin Concer Res.
. Dimou A, et al. PLoS One. 201 07677, 6. Guo B, et al. PLoS One. 2014,9:¢99399; 7. Sabari X, et al. Ann Oncol. 2018,29:2085-91; 8. Baba K, et al. Thoroc Cancer.
9. Reis H, at al. Clin Lung Concer. 2018, 1-063; 10, Baltschukat, et al. Cfin Cancer Res. 2019; Epub; 11. Fujino 7, et al. WICLC 2018, Poster P1.13-41; 12. Wolf J, et al.

af Norh Cayofin SENteq EY LSRR ) AN B 5.0 . ..

Capmatinib

Tumor shrinkage per BIRC

Deep responses observed in a majority of patients across both cohorts

Cohort 5b (

@ 8

13

Best % change from baseline (%)
&

Best % change from baseline (%)
o
&

&
#

-100 -100

*patients still on-treatment




Progression-free survival per BIRC

Median PFS was 5.42 months in Cohort 4 (2/3L) and 9.69 months in Cohort 5b (1L)

Cohort 4 (2/3L)
Probability of

= Censoring times
0N = 5569

Kaplan-Meier median [95% C1) (months): 5.42 [4.17, 6.97)
Event-free rate at 12 months (95% C1): 25.8% (15.9, 36.9)

02+
001
IR EREEEEEREEEEEEEE N E Y EEEEEEEEEEEEE R
"W MG e Ny NMDABWREE6 D 22T 222111131111 110
e = Censoring times
11 —-— /N 17/28
= o | Kaplan-Meier median [95% CI) (months): 9.69 [5.52, 13.86]
= s p § Event-free rate at 12 months (95% C1): 49.7% (29.3, 67.1)
a P
n “
£ -
2 1
o e
o
00
S 17 3 43 67 85 VN UL NG MG NANDNDSDNTNDDN DD N
No.of months)
Milatrk 2 3 ¥ N N N B B ¥ M LN M S S 211 1111060000000 O0S0

was 4.80 hs (95% Cl:4.11, 7.75) in Cohort 4 and 11.14 months (95% CI: 5.52, 15.24) in Cohort 5b 11

s the number of events, N is the number of patients

treatment related (210%, all
grades ), n (%)

Safety summary
Favorable and manageable safety profile

Most common adverse events-

All Patients

N =334 « Safety determined in the largest dataset of MET

dysregulated' NSCLC patients (N=334).
Allgrades | Grade 3/4

Any
; Peripheral edema
Nausea”
i Increased blood creatinine’
Vomiting”
| Fatigue
Decreased appetite”

‘i Diarrhea

282 (84.4) | 119 (35.6)
139 (41.6) | 25(7.5)
111(332) | 6(18)
65 (19.5) 0
63(189) | 6(1.8)

42(126) | 3(09) « Serious treatment related AEs: 43 (12.9%)
38(11.4) 1(0.3)

t MET mutated/amplified

©2013 Lung Cancer bni

* Capmatinib administered in fasting conditions; food restriction removed in new cohorts 6 and 7
' Capmatinib is known to inhibit creatinine transporters

* Median treatment exposure time: 14.9 weeks

* Capmatinib was well tolerated with few Grade 3/4 events
[only 15 patients (4.5%) had Grade 4 events]

* Dose adjustment due to treatment related AE: 73 (21.9%)
* Discontinuation due to treatment related AE: 37 (11.1%)

o Most frequent (2 1%): peripheral edema (n=6, 1.8%),
46(13.8) | 10(3.0) pneumonitis (n=5, 1.5%) and fatigue (n=5, 1.5%)




Targeting ROS1 Fusion Positive Non-Small Cell Lung Cancer

* ROS1 rearrangement is an
oncogenic driver in 1-2% of NSCLC

dq

* Cri

ib is the only app!
targeted therapy for patients with
advanced ROS1+ NSCLC

* G2032R is the most common ROS1
resistance mutation after crizotinib
treatment’

* Repotrectinib is a next-generation
ROS1/TRKA-C/ALK inhibitor,
designed to overcome TKI

dally

solvent front ROS1 GIOS(ZR’

“Gainor IF et al., ICO Precis Oncol 2017
“Orilon A et al, Cances Discov 2018

2019ASCO

- Repotrectinib in TKI Naive

- ROS1+NSCLC

Maximem change in tamor size (%) from baseline

EEEEEEEE RN

Repotrectinib is a Small, Rigid M: ycle Designed to O the ROS1 G2032R
Solvent Front Mutation
Crizotinib l Entrectinib Lorlatinib [Repotrectini
ROS1
ROS1
3
2 s — =
CD74-ROS1 Ba/F3 Cell Proliferation 1C, (nM)*
ROS1 Crizotinib  Ceritinib  Cab inil L inil
wT 146 428 05 105 0.2 <0.2
G2032R 1391 113 1813

266.2

160.7

33

Repotrectinib in TKI

A

ROS1+ NSCLC

LUNG CANCER INITIATIVE

Overall Response
(N=11)
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