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ADVANCES IN PRECISION MEDICINE

* BRAF V600OE

« HER2 (ERBBZ2) amplification

* MSI-high

* KRAS G12C

* NTRK 1/2/3 and other rare fusions



BRAF V600OE MUTATIONS



BRAF MUTATIONS IN METASTATIC CRC

v R + ~7% of CRC
' _:a-  Right sided
* Poor prognosis (median
waw| L OS ~ 12 months)
@  Limited benefit from anti-
K EGFR therapy
ol ation * Limited response to single

Sesl i agent BRAF inhibition



RATIONALE FOR TRIPLE MAPK PATHWAY INHIBITION

MAPK Signaling in Colorectal Cancer® HT-29 BRAFVSCE colorectal xenografts?
& 50
g & ENCO + CETUX
1 | ditaa . I I 1100
1 | 1131191 §
g -25
5 50 L

1T 2 3 4 5 8B 7 8

4y}
[=]

]
1
Each bar reprasents change in lumor volume in one animal al day 21

o ; . The control group showed increases in tumor size for all animas, 2. Data on File. Array
1.Adapted From: Strickler JH. Cancer Treatment Reviews. 2017; 60:109-119 T BioPharma Inc.

ENCO + BINI + CETUX

1 2 3 4 5 6 7 8 9

4%
o

~,
N,
,
-
LY
\.
-
o
e
#
#
L

%)
15

Change in Tumor Volume (%)
o

o
o




BEACON CRC PHASE 3 STUDY DESIGN

Patients with BRAFVS0EmCRC with disease progressionafter1 or 2 prior regimens; ECOG PS of 0 or 1;
and no prior treatment with any RAF inhibitor, MEK inhibitor, or EGFR inhibitor

Primary
Endpoints:
Safety Lead-in

Triplet therapy -
ENCORAFENIB + ENCORAFENIB + BINIMETINIB + CETUXIMAB Triplet vs Control
BINIMETINIB + n =205

Phase 3

CETUXIMAB
N =30 0s
Doublet therapy (All randomized Pts)
Encorafenib 300 mg PO daily ENCORAFENIB + CETUXIMAB
Binimetinib 45 mg PO bid _ n=205 | ORR —
Cetuximab standard weekly : X
dosing Blinded Central
Control arm Review
FOLFIRI + CETUXIMAB, or

(15t331 randomizedPts)

irinotecan + CETUXIMAB
n= 205

Randomization was stratified by ECOG PS (0 vs. 1), prior use of irinotecan (yes vs. no), and cetuximab source (US-licensed vs. EU-approved)

Secondary Endpoints: Doublet vs Control and Triplet vs Doublet - OS & ORR, PFS, Safety

QOL Assessments: EORTC QOL Questionnaire (QLQ C30), Functional Assessment of Cancer Therapy Colon
Cancer, EuroQol 5D5L, and Patient Global Impression ofChange).




BEACON: OVERALL SURVIVAL AND RESPONSE RATE

100 Triplet vs Control (Primary Endpoint) — Doublet vs Control
80 - Triplet Median 0S, Mos (95% Cl) 0 - Doublet Median OS, Mos (95% Cl)
Triplet 9.0 (8.0-11.4) Doublet 8.4 (7.5-11.0)
604 Control 5.4 (4.8-6.6) - Control 5.4 (4.8-6.6)
g g
(74}
° o Control 8 4 Control
20+ 20 =
HR: 0.52 (95% Cl: 0.39-0.70; P < .0001) HR: 0.60 (95% Cl: 0.45-0.79; P = .0003)
0 ] | I 1 I | I ] ] | 1 0 ) L] L T L] L] L] L 1 LI 1
0 2 4 6 8 10 12 14 16 18 20 22 0 2 4 6 8 10 12 14 16 18 20 22
Mos Since Randomization Mos Since Randomization
Triplet 224 186 141 103 69 37 24 14 6 4 2 0 Doublet 220 184 133 87 57 33 21 12 8 3 1 0
Control 221 158 102 60 34 18 15 7 4 2 1 0 Control 221 158 102 60 34 18 15 7 4 2 i 0
Confirmed Response by BICR Triplet Regimen (n = 111) Doublet Regimen (n = 113) Control (n = 107)
ORR, % (95% Cl) 26 (18-35) 20 (13-29) 2(<1-7)
P value (vs control) < .0001 <.0001

KOPETZ ET AL, NEJM 2019
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OVERALL SURVIVAL: TRIPLET VS. DOUBLET

All Randomized Patients

Median 0S, Mos (95% ClI)

904 Triplet Triple 9.0 (8.0-11.4)
801 Doublet 8.4 (75-110)
70
§ 601 — Median follow-up:
o 504 33%of patients 7.8 mos
(@] alive with < 6 mos
409 ofFu
30+
Doublet
20+
104 HR:0.79 (95% CI: 0.59-1.06)
0 1 [ ] 1 1 1 1 1 1 1 1 1
0 4 6 8 10 12 14 16 18 20 2
Mos
Triplet 224 186 141 103 69 37 24 14 6 4 2 0
Doublet 220 184 133 87 57 33 21 12 8 3 il 0

First 331 Randomized Patients

Triplet

1% of patients alive
with < 6 mos of FU

Median OS, Mos (95% ClI)

Triple
Doublet

Doublet

HR: 0.74 (95% Cl: 0.53-1.04)

9.5 (8.1-12.0)
8.3 (6.2-10.7)

Median follow-up:
12.5 mos
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Study design not powered to formally compare OS in triplet vs doublet treatment arms

KOPETZ ET AL, NEJM 2019
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BEACON: PROGRESSION FREE SURVIVAL

Triplet vs Control (Primary Endpoint)

Median PFS, Mos (95% Cl)

Triplet 4.3 (4.1-5.2)
Control 1.5 (1.5-1.7)
Triplet HR:0.38 (95% Cl: 0.29-0.49;
P < .0001)

141 90 30 22 11 5 2
50 26 9 6 2 0 0 0 0 0

Doublet vs Control

100 - Median PFS, Mos (95% Cl)
90 1 Doublet 4.2 (37-54)
80 - Control 1.5(1.5-1.7)
— 4 Doublet HR:0.40 (95% Cl: 0.31-0.52;
X 007 P < .0001)
vi 50+
Ll
& 40-
304
204 Control
10 4
0 | | | | | T | | | | | | | | ]
0 2 4 6 8 10 12 14 16 18 20
Mos
Doublet 220 143 8 37 27 12 4 2 2 1 0
Control 221 50 26 9 6 2 0 0 ©0 0 O

KOPETZ ET AL, NEJM 2019



BEACON: CONCLUSIONS

Encorafenib + binimetinib + cetuximab is superior to current SOC
The triplet regimen was well-tolerated by most patients

Triplet might be superior to doublet, but possible increase in
toxicity

BEACON results support a new approach to management of
BRAF V600E mutated metastatic CRC



HER2 AMPLIFICATIONS



HER2 AS A TARGET

Pertuzumab
TDM1

HER2 is a RTK encoded by ERBB2 ‘Trastuzumab

HER3/HER
HER1/HER1 HER2/HER2 3/HER3 HER4/HER4

HER2 receptor has no soluble ligand

HER2 heterodimerizes with other AN S D WWWIMIWWWWWW
ligand-bound HER family members - - v
Neratinib
Nesonib ——
HER2—-HER3 heterodimer is a potent el
driver of PI3K signaling S
o ;g
Angiogenesis
Multiple therapies target HER2 and/or

HER2 heterodimers



PREVALENCE OF HER2 AMPLIFICATIONS IN
COLORECTAL CANCER

Patient population (n) ERBB2 amplified

TCGA 615 unselected patients 3.1%

Source: online bioportal

CARIS Life Sciences 1,226 unselected patients with 3.8%

metastatic disease
Source: J Clin Oncol 32, 2014 (suppl; abstr
€22200)

Foundation Medicine 5,127 unselected patients with 3.0%

metastatic disease
Source: J Clin Oncol 34, 2016 (suppl 4S; abstr 630)



HER2 AMPLIFICATION IS MORE COMMON IN
RAS/RAF WT COLORECTAL CANCER PATIENTS

Patient population (n) ERBB2 amplified

HERACLES 914 KRAS exon 2 WT metastatic CRC 5.3%

patients
Source: Sartore-Bianchi, Andrea et al., Lancet
Oncol, 17(6) 738 - 746

MDACC 114 NRAS/KRAS WT CRC patients 12.2%
97 KRAS/NRAS/BRAF WT CRC patients 14.4%
Source: J Clin Oncol 34, 2016 (suppl; abstr 3517)

NCT02008383 76 RAS WT CRC patients 11.8%

(Guardant360) — Strickler et al series
(unpublished)



HER2 IN METASTATIC COLORECTAL CANCER

Usually left sided

Homogeneous HER?2 Ascending Descending
expres sion (right) colon (left) colon
Primary resistance to

EGFR monoclonal b g

antibodies (cetuximab, Blood

panitumumab)

Not mutually exclusive with
RAS or BRAF mutations i

Not associated with worse
prognosis



RESULTS OF DUAL ANTI-HER2 CLINICAL
TRIALS IN PATIENTS WITH REFRACTORY
HER2AMP METASTATIC COLORECTAL CANCER

Clinical trial Therapies Response Rate Time to
Progression
(median)

Lapatinib +
Trastuzumab

Pertuzumab + 0
MyPathway Trastuzumab 37 38% 4.6 months

Sartore-Bianchi et al., Lancet Oncology 2016 17, 738-746
Hurwitz et al., J Clin Oncol 35, 2017 (suppl 4S; abstract 676)
Hainsworth et al., J Clin Oncol 2018, 36, 536-542

HERACLES 30% 4.9 months




MYPATHWAY: BIOMARKERS OF SENSITIVITY/RESISTANCE

ORR Median PFS Median OS
n (%, 95% Cl) Months (95% Cl) Months (95% Cl)

All patients (n=57) 18 (32%, 20-45) 2.9 (1.4-5.3) 11.5 (7.7-NE)
KRAS status
Wild-type (n=43) 17 (40%, 25-56) 5.3(2.7-6.1) 14.0 (8.0-NE)
Mutated (n=13) 1 (8%, 0.2-36) 1.4 (1.2-2.8) 8.5 (3.9-NE)
PIK3CA status
Wild-type (n=40) 17 (43%, 27-59) 5.3(2.8-6.1) 14.0 (8.5-NE)
Mutated (n=8) 1(13%, 0.3-53) 1.4 (1.1-5.7) 7.3 (1.2-12.6)
Previous anti-EGFR*
Any (n=31) 11 (36%, 19-55) 4.1 (1.6-8.2) 11.5(7.2-22.1)
None (n=12) 6 (50%, 21-79) 5.6 (1.3-14.7) NE (3.2-NE)

Meric-Bernstam et al., Lancet Oncol Vol 20, Issue 4, April 2019, 518-530



MNational

comprehensive NCCN Guidelines Version 3.2019

Iiv[e{8V'l Cancer

NCCN Guidelines Index
Table of Contents

. Colon Cancer Discussion
Network
CONTINUUM OF CARE - SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE?
; Irinotecan’ + (cetuximab or Regorafenib®
SUBSEQUENT THERAPYD.JK panitumumab)®-"° i
FOLFIRI' or irinotecan’ L’ERAWNRAS"BRAF WT only) Trifluridine + tipiracil®
or -
FOLFIRIf + (bevacizumab®! [preferred] or Regorafenib®
ziv-aflibercept"™ or ramucirumab®™) O e T *
or Trifluridine + tipiracil
or

Irinotecan® + (bevacizumab®! [preferred] or
ziv-aflibercept"™ or ramucirumab®™)

or
FOLFIRIf + {cetuximab or panitumumab)®™°
(KRAS/NRAS/BRAF WT only)

or
Irinotecan® + (cetuximab or panitumumahb)d-n-¢
(KRAS/NRAS/BRAF WT only)
N or
:;ETiE:?in- Irinotecan + (cetuximab or panitumumab)®"
ba_Sed therapy ;r\remuralenlb {BRAF VB00E mutation pOSItIV'E:l
e Dabrafenib + trametinib + (cetuximab or
panitumuma b]d’“ (BRAF VE00E mutation
positive)
or

Encorafenib + binimetinib + (cetuximab or
panitumumab)®" (BRAF V600E mutation
positive)

or

{[Nivolumab % ipilimumab] or pembrolizumab)P
{dMMR/MSI-H only)d:"

Trastuzumab% + [pertuzumab or lapatinib])’

HER2Z-amplified and RAS WT)

{[Mivolumab % ipilimumab] or
pembrelizumab)P
(dMMR/MSI-H only)d:h

or

{Trastuzumab¥ + [pertuzumab
or lapatinib])’ (HER2-amplified
and RAS wild-type)

See Subsequent therapy

Regorafenib®
or

Trifluridine + tipiracil®

or

{[Mivolumab % ipilimumab] or
pembrelizumab)P
(dMMR/MSI-H only)d:"

or

(Trastuzumab® + [pertuzumab
or lapatinib])’ (HER2-amplified
and RAS wild-type)

See Subsequent therapy +————
See Subsequent therapy

I Larotrectinib or entrectinib are treatment options for patients with metastatic colorectal cancer that is NTRK gene fusion positive.

N If neither previously given
o1f no previous treatment with a checkpoint inhibitor
"If no previous treatment with HER2 inhibitor.

If not previously given

See footnotes on COL-D (7 of 13)

Y

Regorafenibs:t

or

Trifluridine + tipiracil®t
or

Best supportive care



TUCATINIB : HIGHLY SELECTIVE HER2 TKI

Oral, small molecule TKI that targets
HER2 (Seattle Genetics, Inc.)

Highly selective for the HER2 receptor

Selectivity may improve tolerability
(skin rash, diarrhea, etc.) compared to
non-selective TKls

Potential for enhanced target inhibition,
patient compliance, and opportunity for
combinations with other drugs

Cellular Potency and Selectivity

pHER2 IC50 (nM):
BT-474 cells

Tucatinib? 8

Neratinib? 7

Lapatinib?! 49

Poziotinib? 1

Tesavatinib3 552

pEGFR 1C50 (nM):
A431 cells

>4,000

31

0.9

Mechanism of
Action

Reversible

Irreversible

Reversible

Irreversible

Reversible



HER2CLIMB PIVOTAL TRIAL —- TUCATINIB/TRASTUZUMAB
BREAST CANCER

Tucatinib + trastuzumab + capecitabine

Primary

Study Population ) Tucatinib + trastuzumab Endpoint vs
. + capecitabine * PFS in first 480 PI b +t t b + .t b .
* Metastatic HER2+ breast subjects acepo rastuzuma capecitaoine
cancer after prior pertuzumab, . o = [) o _ o
il pt 2:1 psesady * PFS: HR=0.54 (95% Cl: 0.42-0.71);
* Subjects with and without N—GOO’ Placebo + trastuzumab independent p<0-00001)
brain metastases gleepseitabine central review e Overall survival: HR=0.66 (95% CI: 0.50-0.88);

per RECIST 1.1 p=00048)

Murthy et al., N Engl J Med 2019



MOUNTAINEER - TRASTUZUMAB/TUCATINIB IN HER2+
COLORECTAL CANCER

* Primary objective: ORR

RAS WT HER2+ Tucatinib + e Secondary objectives: OS, PFS,
mCRC trastuzumab duration of response, clinical

benefit rate, safety, tolerability

Key eligibility
. Prior progression on 5FU, oxaliplatin, irinotecan, and an anti-VEGF monoclonal Ab
. Prior anti-EGFR NOT required

. Molecular testing confirming that tumor tissue has at least one of the following:

- HER2 overexpression (IHC=3+ or IHC=2+ and amplified by FISH/CISH)
- ERBB2 amplification by in situ hybridization assay signal ratio > 2.0 or gene copy number > 6

- ERBB2 amplification by NGS sequencing assay
. Prior anti-HERZ2 therapy excluded




MOUNTAINEER - BEST PERCENT CHANGE FROM BASELINE

40 -

[Best Response E PD B SD H PR |

ORR= 52% (95% Cl 31-73%)

Fercent Change from Baseline

Median duration of response= 10.4 months (95% Cl, 6.0-NE)

-100 -

Strickler et al., Annals of Oncology 30, 2019 (suppl 5; abstr 527PD). ESMO, 2019
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MOUNTAINEER - PFS AND OS

PFS

Events/Total Median (85% CI)
12126 8.1 (3.8-NE)

nnnnnnn

Median PFS= 8.1 months (3.8-NE)

Time (Months)

Strickler et al., Annals of Oncology 30, 2019 (suppl 5; abstr 527PD). ESMO, 2019
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MOUNTAINEER - RESULTS

Median PFS Median OS
n (%, 95% Cl) Months (95% Cl) Months (95% Cl)
E;’:l‘;asl;’le patients 12 (52.2%, 30.6-73.2) 8.1 (3.8-NE) 18.7 (12.3-NE)
H *
LR L 12 (46.2%, 26.6-66.6) 8.1 (3.8-NE) 18.7 (12.3-NE)
(n=26)
Primary Tumor Site
PN b N 11 (64.7%, 38.3-85.8) 11.7 (4.0-NE) NE (18.7-NE)
Transverse (n=3) 1(33.3%, 0.8-90.6) 2.0(1.9-8.1) 17.3 (2.7-17.3)
Right (n=4) 0 (0%, 0-60.2) NE (2.2-NE) 12.3 (NE-NE)
Overlapping (n=2) 0 (3.9%, 0-84.2) 2.8 (NE-NE) 3.5 (NE-NE)

Strickler et al., Annals of Oncology 30, 2019 (suppl 5; abstr 527PD). ESMO, 2019



MOUNTAINEER - TREATMENT RELATED TOXICITIES

Any
Grade 1 Grade 4 Grade
III-I!I-III-III-III-I!I-
Any AE 23.1 10 38.5 - - 18 69.2
Aspartate aminotransferase increased 10 38.5 10 38.5
Alanine aminotransferase increased 6 23.1 6 23.1
Diarrhea 1 38 4 154 1 38 6 231
Fatigue 3 115 2 7.7 5 19.2
Infusion related reaction 3 115 3 115
Anemia 1 3.8 1 3.8 2 7.7
Blood bilirubin increased 2 7.7 2 77
Creatinine increased 2 7.7 2 7.7
Hypertension 1 3.8 1 38 2 7.7

Strickler et al., Annals of Oncology 30, 2019 (suppl 5; abstr 527PD). ESMO, 2019



MOUNTAINEER — CONCLUSIONS

The combination of tucatinib and trastuzumab is well
tolerated and has met its primary efficacy endpoint

Responses concentrated in patients with left-sided
colon/rectal tumors

Further expansion of the study in patients with HER2
amplified RAS WT mCRC



ZW25: Azymetric™ Bispecific HER2-Targeted Antibody

* Designed using the Azymetric bispecific platform

« Biparatopic - simultaneously binds two HER2 epitopes
« ECD4 (trastuzumab binding domain)
« ECD2 (pertuzumab binding domain)

* Unique binding results in novel mechanisms of action

PRESENTED AT: 2018ASCO ?iiggla

property of the author,
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ZW25 IN ADVANCED SOLID TUMORS

60 (N=43)f

40-

> II.I.I-

CRC: ORR = 36% (4/11)

o + = {
a
40
@ Biliary Tract
® Cervical
® Colorectal
60 ® Endometrial
@ Fallopian Tube
@® GEA
Lacrimal Gland
-80- Ovarian
@ Pancreatic
Salivary Gland
=100 -
Prior Trt ™ TPWL T T T T %Y ™ T TR T T ™ T T ™ T T Y A
IHC 1o 30 20 2¢ 2¢ 30 30 30 30 30 30 30 30 30 30 30 30 20 0 e 3 B 20 B 1 2r 3 B I M I e M 30 3 3 3 20 3 30 3
FISH ¢+ ¢+ + ¢+ + + .+ + L T S T T T T I T S R S T R S T R S

T 3 of the 46 response-evaluable patients had no post-baseline diseaze assessment of their target lesions

Meric-Bernstam et al., Annals of Oncology 30, 2019 (suppl 5; abstr 3575). ESMO 2019



DS-8201a Structure and Mechanism of Action

ety duginer Payload with a different mechanism of action

High potency of payload

Payload with short systemic half-life

@ Cysteine residue ). Bystandereffect
(-~ Drug-Linker S~—

Stable linker-payload

Conjugation chemistry
The linker is connected to cysteine residue of the antibody

Tumor-selective cleavable linker

Payload (DXd)

Exatecan derivative

High drug-to-antibody ratio

« DS-8201a was designed with the goal of improving critical attributes of an ADC

PRESENTED AT: 2018ASCO SANO1S eresenteo Bv:  Hiroji lwata, MD, PhD 3
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Consistent Tumor Shrinkage Across Tumor Types: (5.4 or 6.4 mg/kg)

HER2-Positive Breast Cancer . HER2-Low Breast Cancer

Change from baseline (%)
Change from baseline (%)

HER2-Positive Gastric Cancer . Other Cancers

J B Colorectal
Bl NSCLC
THl Other

» Overall, 86.3% of subjects experienced tumor shrinkage CRC: ORR = 14% (2/14)

+ Confirmed ORR* in the overall population is 49.3% ESMO update 16% (3/19)

Includes subjects who had 21 postbaseline scan. Dotted lines denote 20% increase and 30% reduction in tumor size, respectively.
*Confirmed response includes subjects who had 22 postbaseline scans, progressive disease, or discontinued treatment for any reason prior to second postbaseline scan. Data cutoffis April 18, 2018.

PRESENTED AT: 2018ASCO SAn018 presenteo Bv:  Hiroji Iwata, MD, PhD 7

Slides are the property of the author,

A N N UAL M EET [ NG permission required for reuse,

Change from baseline (%)
Change from baseline (%)




MSI-HIGH



Pembrolizumab Versus Chemotherapy for
Microsatellite Instability-High/Mismatch
Repair Deficient Metastatic Colorectal
Cancer: The Phase 3 KEYNOTE-177 Study

Thierry André,! Kai-Keen Shiu,2 Tae Won Kim,3 Benny Vittrup Jensen,* Lars Henrik Jensen,?
Cornelis Punt,® Denis Smith,” Rocio Garcia-Carbonero,® Manuel Benavides,® Peter Gibbs,10
Christelle de la Fouchardiere," Fernando Rivera,'? Elena Elez,'® Johanna Bendell,' Dung T. Le,™
Takayuki Yoshino,'® Ping Yang,'” Mohammed Farooqui,'® Patricia Marinello,’® and Luis A. Diaz Jr'?

Sorbonne Université and Hopital Saint Antoine, Paris, France; 2University College Hospital, NHS Foundation Trust, London, United Kingdom; SAsan Medical Center,
University of Ulsan, Seoul, Republic of Korea; *Herlev and Gentofte Hospital, Herlev, Denmark; University Hospital of Southern Denmark, Vejle, Denmark; Amsterdam
University Medical Centers, University of Amsterdam, Amsterdam, Netherlands; "Bordeaux University Hospital, Bordeaux, France; 8Hospital Universitario 12 de Octubre,
Imas12, CNIO, UCM, Madrid, Spain; ®Hospital Regional Universitario de Malaga, Malaga, Spain; ""Western Health, St Albans, Australia; "'Léon Bérard Center, Lyon,
France; "2Hospital Universitario Marques de Valdecilla, IDIVAL, Santander, Spain; *Vall d’Hebron Institute of Oncology, Barcelona, Spain; *Sarah Cannon Research
Institute/Tennessee Oncology, Nashville, TN, USA; '5Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD, USA; 'National Cancer Center
Hospital East, Kashiwa, Japan; '"MSD China, Beijing, China; ®Merck & Co., Inc. Kenilworth, NJ, USA; "®Memorial Sloan Kettering Cancer Center, New York, NY, USA
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Colorectal Cancer: Two Different Diseases

CIN+ (85%)

Chromosomal Instability

MSI-H (15%)
Genetic (Microsatellite) Instability

Aneuploidy, loss of heterozygosity/loss of genetic material

Diploidy, no loss of heterozygosity

Proficient Mismatch Repair system
Microsatellite stable (MSS)

Deficient Mismatch repair system
Microsatellite instability (MSI)

Sporadic or Familial Adenomatous Polyposis (FAP)

Sporadic or Lynch syndrome

95% of metastatic colorectal cancer

5% of metastatic colorectal cancer
Prognosis and chemosensitivity of MSI seems worse vs MSS'-3

More prevalent in distal location

More prevalent in proximal location

Frequent mutation of KRAS

Frequent mutation of BRAFV600E

Tumor mutation burden low

Tumor mutation burden high

Increased immune infiltration, higher tumour neo-antigens

No clear efficacy of immune check point inhibitor?

Efficacy of immune check point inhibitor in phase | and 1147

1. Venderbosch S et al. Clin Canc Res 2014;20:5322-30; 2. Innocenti F et al. J Clin Oncol 2019;37:1217-1227; 3. Tougeron D et al,, Int J Cancer 2020;Epub; 4. Le DT et al. N Engl J Med. 2015;372:2509-20;

5. Le Det al. J Clin Oncol 2020;38:11-19; 6. Overman M et al. Lancet Oncol 2017;18:1182-91; 7. Overman M etal. J Clin Oncof2018 36:773-79.
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KEYNOTE-177 Study Design (NCT02563002)

Pembrolizumab 200 mg Q3W
for up to 35 cycles

Key Eligibility Criteria
- MSI-H (PCR)/dMMR
(IHC) Stage IV CRC

= Treatment naive
-ECOG PS0or1

« Measurable disease
by RECIST v1.1

Investigator-Choice Chemotherapy?

mFOLFOX6 IV Q2W
OR mFOLFOX6 + Bevacizumab® IV Q2W
OR mFOLFOX6 + Cetuximabc IV Q2W
OR FOLFIRI IV Q2W
OR FOLFIRI + Bevacizumab IV Q2W
OR FOLFIRI + Cetuximab IV Q2W

Until unacceptable
toxicity, disease Safety
progression, or and
patient/physician survival
withdrawal follow-up
Optional crossover to decision
pembrolizumab 200 mg Q3W
for up to 35 cycles for
patients with centrally
verified PD by RECIST v1.1,
central review

* Dual-Primary endpoints: PFS per RECIST v1.1 per blinded independent central review (BICR) and OS
* Secondary endpoints: ORR per RECIST v1.1 by BICR, safety
* Tumor response assessed at week 9 and Q9W thereafter per RECIST v1.1 by BICR

aChosen before randomization; "Bevacizumab 5 mg/kg IV; *Cetuximab 400 mg/m2 over 2 hours then 250 mg/mg? IV over 1 hour weekly.
IHC: immunohistochemistry with hMLH1, hMSH2, hMSHE, PMS2; PCR: polymerase chain reaction; PFS, progression-free survival, OS: overall survival, ORR: overall response rate; Q9W: every 9 weeks.
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Progression-Free Survival

Events HR (95% CI) P

100
90 - Pembro 54% 0.60 0.0002
Chemo 73% (0.45-0.80)
80
i 12-mo rate
70 7 155% i 24-mo rate
2 60 - 137%  48%

- i Median (95% CI)
) T R —- bbbl ooy e g f g g qgar oo e e e e e m e m e n e 16.5 mo (5.4-32.4)
o : 8.2 mo (6.1-10.2)

40 - E [ ] [ ] [ ] L1 Ll

30 - :

20 - f

10 - ey

0 L) I i L] I : L] L] L ] L] 1
0 4 8 12 16 20 24 28 32 36 40 44 48
No. at Risk Time, months

153 96 77 72 64 60 55 37 20 fi 5 0 0
154 100 68 43 33 22 18 i 4 3 0 0 0

Median study follow-up: 32.4 months (range, 24.0 — 48.3); PFS (time from randomization o first documented disease progression or death} assessed per RECIST v1.1 by BICR.
Superiority of pembrolizumab vs chemotherapy for PFS was demonstrated at the pre-specified one-sided a = 0.0117; Data cut-off. 19Feb2020
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Duration of Response

12 24-mo response duration

100 2 83%
- $35%
‘é'?' 90 1 I Il | =
5 80 '_ﬁ"""'ﬁ_h
2 ! L LAl [THEN | L L1 1
o 707 '
o
® 60 Median DOR,
174 mo (range)
= 7 ’ NR (2.3+ to 41.4+)
o 40 A b ; ‘ 10.6 (2.8 to 37.5+)
c ]
g 30 A l
Q‘E 20 - E L1 1 J
10 -
0 | L] 1 L] ] E | T ] 1 ] 1
0 4 8 12 16 20 24 28 32 36 40 44 48
No. at Risk Time, months
67 64 57 50 48 41 29 13 6 4 2 0 0
51 48 35 19 13 11 9 5 2 1 0 0 0

Duration of Response assessed per RECIST v1.1 by BICR; Data cut-off. 19Feb2020.
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SUMMARY AND CONCLUSIONS

* Pembrolizumab provided a clinically meaningful and
statistically significant improvement in PFS over
chemotherapy in patients with MSI-H mCRC

 Responses were more durable with pembrolizumab

« Take-home: Pembrolizumab is the new standard-
of-care as first-line therapy in patients with MSI-H
mCRC



KRAS G12C MUTATIONS



Gl TUMORS WELL REPRESENTED

KRAS G12C

Profiling results from

67,309 patients
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Mutation data

https://genie.cbioportal.org/GENIE Cohort v6.1-public



AMG 510 is a First-in-Class KRASG12C |nhibitor

* KRAS is a GTP-binding protein that links receptor tyrosine
kinase activation to intracellular signaling 12

« Mutation of KRAS favors the GTP-bound active state, leading
to constitutive activation of downstream signaling cascades
that regulate differentiation, proliferation, and survival®

+ KRAS G12C mutation has been identified as an oncogenic
driver of tumorigenesis

* KRAS G12C mutation is found in approximately 13% of lung N
cancer*, 3% of colorectal (CRC)® and appendix cancer, and 1- e ‘

3% of other solid tumors® it ﬂ % H & 'f 'f‘“
« Currently, there is no approved therapy targeting this mutation g -,i ) M - J» i
o - GTP -
« AMG 510 is a novel, first in class, small molecule that R ‘«“RAS& -’Kmsmx \
specifically and irreversibly inhibits KRASC'2C by permanently ) "ﬁ-. g s N

locking it in an inactive GDP-bound state Profferaton

Survival

Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



Baseline Characteristics

Baseline Characteristics N=76

Median age (range) — years 59.0 (33.0-78.0)
Female — n (%) 40 (52.6)
Primary tumor type — n (%)
NSCLC 34 (44.7)
CRC 36 (47.4)
SCLC 1(1.3)2
Appendiceal cancer 3(3.9)
Endometrial cancer 1(1.3)
Small bowel cancer 1(1.3)
ECOG performance at baseline —n (%)
0 20 (26.3)
1 53 (69.7)
2 3(3.9)
Prior lines of systemic anticancer therapy — n (%)
1 5 (6.6)
2 9 (11.8)
> 2 62 (81.6)

Median No. of prior systemic anticancer therapy

_n (range) 4.0 (1-10)

Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



Patient Incidence of Adverse Events (AEs): Summary

960mg oral daily dose was identified as the expansion dose and recommended phase 2 dose

All treatment-

All AEs related AEs * No dose limiting toxicities
N=76 N=76 were reported
n (%) n (%)
57 (750 (42 || Norementiese
Grade = 2 44 (57.9) 14 (18.4) reported
Grade =2 3 24 (31.6) 6 (7.9)
Grade = 4 8 (10.5) 0(0.0) * There were no treatment-
o . related AEs leading to
Dose limiting toxicity 0(0) 0(0) treatment discontinuation
Serious adverse 17 (22.4) 0 (0)°
events
Fatal adverse events 7 (9.2)2 0 (0)

AEs leading to
treatment 2 (2.6)° 0 (0)
discontinuation

Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



Best Tumor Response With All Dose Levels, All Tumor Types

NSCLC, CRC,

evaluable evaluable QP U s types,
. . evaluable patients
patients patients N =3
Efficacy outcomes N =23 N=29
Best overall response
Partial response — No. (%) 11 (48) 1(3.4) 1 (33.3)°
Stable disease — No. (%) 11 (48) 22 (75.9) 1 (33.3)°
Progressive disease — No. (%) 1(4) 6 (20.7) 1 (33.3)d
Objective response rate — % 48% 3% N/A
Disease control rate? — % 96% 79% N/A

Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



% Change from Baseline in Sum of

Efficacy in CRC

Change in Tumor Burden From Baseline

100 J

PD PD

0lA

SD sD

BNl

PD sp sp
SD gp
I s s A

Planned dose: [ 180 mg [ 360 mg

0720 mg []960 mg

Longest Diameter

Evaluable CRC patients with available post-baseline tumor data, (N = 27)2

Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



Efficacy in CRC

=29

Evaluable CRC Patients, N

Time to Response and Duration of Treatment

] g —p
| E— lro
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i t ® Death
] SD‘GS
4 I _>
] = > ! Patients with SD, N = 22
. [ ) atients wi ,N=
1 [ E— —}
: — i e | Median duration of
] —— ! 3 treatment — weeks
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Duration of Treatment (Weeks)
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Govindan et al., Annals of Oncology, Volume 30, Issue Supplement_5, October 2019. ESMO 2019



MRTX849 Patient Disposition

4 )
. N=17
Enrolled Patients 10 NSCLC, 4 CRC,
(received 2 1 dose MRTX849) 2 Appendiceal, 1 Duodenal
\ J
. N=12
Evaluable Patients 6 NSCLC, 4 CRC,
(received 2 1 scan) 2 Appendiceal
Yet to have Off treatment
Non-Evaluable Patients 13;‘13_0: " pr'or:jj;scan

* 1 patient withdrew consent prior to 1stscan (1200 mg QD);
1 patient discontinued treatment due to an unrelated AE prior to 1stscan (600 mg QD)

Janne et al., Presented at AACR-NCI-EORTC International Conference on Molecular Targets, October 28,2019
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All Evaluable Patients: Best Tumor Response™ (N = 12)

30%
20%

CRC CRC App App NSCLC CRC NSCLC NSCLC NSCLC NSCLC CRC NsCLC
10% 5%

1%

0%

-10%

-20%

-30%

Maximum % Change from Baseline

-40%
-50% PRS  -47%
PR¥
-60%
-62%
-70%  Dose: g 150 mg (QD) ;| 300 mg (QD) Jg 600 mg (QD) g 600 mg (BID) PRT

Based on local radiographic scans every 6 weeks using RECIST 1.1 criteria
Confirmed response (1stscan: -37%, 2" scan: -47%); T Response yet to be confirmed (on study but only 1 scan)

Patient had confirmed PR post data cut-off (1st scan: -33%, 2" scan:-43%)
Patient on study (off study patients: 1 progressive disease, 1 global deterioration of health, 1 patient withdrawal of consent)

Evaluable

Patients at
All Doses

ORR: 3/6
NSCLC  pcR:6/6

ORR: 1/4
CRC DCR: 3/4

ORR: 0/2
Append  pCR:2/2

DCR: Disease Control Rate
(SD+PR at 6 weeks)

Data cut-off date: 11-Oct-2019

Janne et al., Presented at AACR-NCI-EORTC International Conference on Molecular Targets, October 28,2019



KRAS G12C: Actionable Target

KRAS G12C inhibitors have entered the clinic
Single-agent activity has been demonstrated

Limited toxicity suggests potential for
combination strategies to improve depth and
duration of response

More anti-KRAS strategies could be on the
horizon (e.g. SHP2 inhibitors)



NTRK 1/2/3 AND OTHER FUSIONS



CRC Fusions: Actionable but rare

Fusions detected (N= 21)

* |n aseries of 2,314 CRC
cases profiled at MSKCC,
21 fusions detected

(0.9%)

d NTRK
d BRAF
d RET
M FGFR
ki ROS
d ALK

— 8 NTRK 1/2/3 fusions
— 5 BRAF fusions

— 5 RET fusions

— 2 FGFR fusions

— 1 ROS fusion

— 1 ALK fusion

Cocco et al., Cancer Research 2019 Mar 15;79(6):1047-1053.



Maximum change in tumor size (%)

Larotrectinib: Best Response

) " Infantile fibrosarcoma M Melanoma M Gastrointestinal stromal tumor I Congenital mesoblastic nephroma
' Soft tissue sarcoma W Breast M Colon I Unknown primary

* Thyroid MAppendx M Pancreas M Bone sarcoma

W Salivary gland M Cholangiocarcinoma

"N

Integrated

(n=109)
ORR (95% CI)'  81% (72-88%)
Best response’
PR 63%
CR 17%

*Includes 9 uncanfirmed PRs pending confirmation; does not include 13 patients confinuing on study and awaiting inifial response assessment
*Patient had TRKC solvent front resistance mutation (G623R) at baseline due o prior therapy; #Surgical CR; RECIST 1.1

Lassen et al, ESMO 2018



Larotrectinib: PFS and OS

Primary dataset’ Supplementary dataset*
Median follow-up 7.4 months
17 1 93% Median DOR not reached
Median follow-up 17.6 months :
Median DOR not reached : 81%
I | _I._I.'I_I._I
0.75 4 ! 0.75 ' '
I I I I
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%"‘ : : Ldiil i j é"‘ : :
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Q. I I Kaplan-Meier landmark analysis 2z I I
| I I I
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' ' 12 months 1% 75% | !
I I I I
| I I I
ﬂ : i I I I | 1 D [ ]I T : T 1
0 6 12 18 24 30 36 42 0 3 b 9 12 15 18
Months from start of response Months from start of response
MNo. at risk: M 5 bl 12 g L] 1 0 Mo. af risk: k] bij 18 12 4 il 0

Lassen et al, ESMO 2018



Entrectinib: Overview

« Entrectinib exhibits potent anti-proliferative activity in all
NTRK and ROS1 fusion partners

« Tumor regressions demonstrated in multiple cell line and
patient-derived xenograft NTRK- and ROS7 tumour
models

» Entrectinib achieves therapeutic levels in CNS with
antitumor activity in multiple intracranial tumour models



Entrectinib: Best Response in Patients with NTRK fusion+
Advanced Solid Tumors by Tumor Type

Greatest change from baseline in sum of largest
diameter in target lesions (%)
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ORR= 57% (31/54)
CRC ORR= 25% (1/4)

Patients

Doebele et al., Lancet Oncology 2019
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Fusions most likely to be found in MSI-H patients

Table 1. Spectrum and molecular characteristics of kinase fusions in colorectal carcinoma

Partner Kinase MSI MLH1 promoter
Case gene Exon gene Exon MMR IHC status hypermethylation Fusion detected by
1 LMNA 8 NTRKI 12 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT
2 CcoC 8 RET 12 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT + Archer
3 TPM3 10 NTRK1 9 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT
4 LMNA 2 NTRKI 1 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT
5 ETV6 6 NTRK3 15 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT
6 SPTBNI 7 ALK 20 MMR-D (MLH1/PMS2) MSI-H N/A IMPACT
7 GEMINS 24 RET 12 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT + Archer
8 TPM3 8 NTRKI 10 MMR-D (MLH1/PMS2) N/A Positive IMPACT + Archer
9 AGAP3 10 BRAF 9 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT
10 EML4 2 NTRK3 14 MMR-D (MLH1/PMS2) MSI-H Positive Archer (IMPACT Negative)
I TPM3 8 NTRKI 10 MMR-D (MLH1/PMS2) N/A N/A Archer (IMPACT Insufficient)
12 TRIM24 14 BRAF 9 MMR-D (MLH1/PMS2) MSI-H Positive IMPACT + Archer
13 NCOA4 10 RET 12 MMR-P MSS Positive IMPACT
14 LMNA 12 NTRKI 12 MMR-P MSS Negative IMPACT + Archer
15 GOPC 4 ROSI 36 MMR-P MSS Negative IMPACT + Archer
16 NCOA4 8 RET 12 MMR-P MSS Negative IMPACT
17 cuLt 7 BRAF 9 MMR-P MSS N/A IMPACT
18 MKRNI 3 BRAF 10 N/A MSS N/A IMPACT + Archer
19 AGAP3 9 BRAF 9 MMR-P MSS N/A IMPACT
20 FGFR3 17 STABI 51 MMR-P MSS N/A Archer (IMPACT Negative)
21 FGFR2 14 MYHI5 3l MMR-P MSS N/A Archer (IMPACT Negative)

Abbreviation: N/A, testing was not performed.

Cocco et al., Cancer Research 2019 Mar 15;79(6):1047-1053.



Larotrectinib in NTRK+ Gl Cancers

Best change in tumor size, by tumor type
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Maximum change in tumor size (%)

» 7/8 patients with NTRK+ CRC also had MSI-H tumors

Berlin et al., J Clin Oncol 38, 2020 (suppl 4; abstr 824).



Conclusions

 Comprehensive molecular profiling is essential for all
patients with metastatic CRC

 The number of “actionable” targets is growing — precision
cancer medicine has finally arrived for metastatic CRC

* The key to finding a rare target is knowing who to test and
how to test it

* The complexity of precision cancer medicine highlights the
need for an active institutional molecular tumor board



ACTIONABLE COLORECTAL CANCER TARGETS IN 2010

KRAS exon 2
/

No biomarker



ACTIONABLE COLORECTAL CANCER TARGETS IN 2020

No biomarker KRAS/NRAS ex 2-4

Fusions

HER2 amp / \
BRAF V600E

KRAS G12C
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