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12 13 11
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NRAS

Expanded RAS

Oliner KS, et al. ASCO 2013 #3511
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- Events Median months
PRIME ;5% : N (%) (o5% )
(%) — Panitumumab + FOLFOX4  165/325 (51) 23.9 (20.3 - 28.3)
100 FOLFOX4 alone 190/331 (57) 19.7 (17.6 - 22.6)
90 7 Hazard ratio = 0.83 (95% CI, 0.67 - 1.02)
80 ~ P value = 0.072
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, n/N (%) (95% CI) (%) — Panitumumab + FOLFOX4  35/51 (69) 17.1 (10.8 - 19.4)
(%) — Panitumumab + FOLFOX4  128/259 (49) 26.0 (21.7 - 30.4) 100 - FOLFOX4 alone 33/57 (58) 18.3 (13.0 - 23.2)
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Douillard JY, et al. N Engl J Med. 2013;369:1023-34.
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Progression-Free Survival

Overall Survival

Line
Study Interaction Hazard Ratio [95% ClI] Interaction Hazard Ratio [95% Cl]
CRYSTAL 1 -—-—~— 0.69 [0.31, 1.52] —J—L 0.56 [0.30, 1.05]
FIRE-3 1 —a— 0.42[0.23, 0.76] —-— 0.58 [0.29, 1.16]
OPUS 1 0.69 [0.21, 2.32] 0.86 [0.30, 2.43]
PEAK 1 —— 0.58 [0.29, 1.16] . 1.55 [0.63, 3.80]
PRIME 1 —— 0.53[0.33, 0.84] + 0.56 [0.35, 0.89]
20050181 2 —l— 0.78 [0.46, 1.33] —l— 0.97 [0.58, 1.62]
PICCOLO 2 — 0.87 [0.40, 1.90] — . 0.55[0.26, 1.17]
20020408 3 s 0.51 [0.20, 1.26] : 1.07 [0.38, 2.97]
SUMMARY: <> 0.60 [0.48, 0.76] <> 0.72 [0.56, 0.92]
: P<0.001 : P=0.008
| I I I I | I | I I
0.2 05 1 2 5 0.2 0.6 1 2 B

all RAS wild-type'
subgroup superior

‘new RAS mutant'
subgroup superior

all RAS wild-type'
subgroup superior

‘new RAS mutant'
subgroup superior

PFS, OS&EICAI RASHFERARERICEIF

Sorich MJ, et al. Ann Oncol 2014
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Oliner KS, et al. ASCO 2013 #3511
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BRAF

)
—M No mutation: 26.9 (25.2-28.5) mo NRAS 5-10
—r KRAS mutation: 21.0 (18.5-23.5) mo

-1 NRAS mutation: 21.3 (14.9-27.8) mo

-1 BRAF mutation: 11.7 (9.7-13.6) mo
P (log-rank) < 0.001
4 FHARISPOME
B BRAFZRHI: 11.7 months
B RAS/BRAFEFAERI: 26.9 months

1.0

0.0+ L

Modest DP, et al. Ann Oncol 2016
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Subgroup Sample size of Tx groups PFS hazard ratio [95% CI]
siudy Cmab/pmab  Comparator
RASWT / BRAFWT
PRIME 2rq 218 - 0.68[0.54,0.87]
CRYSTAL and OPUS 381 - 0.64[0.52,0.79]
C0.17 a7 —- 0.41[0.30,055]
20020408 52 —— 0.37[0.24,055]
PICCOLO (o) q - 0.71[057,0.88]
20050181 T l - 0.68[0.51,0.90] <
COIN 202 /) - 0.93[0.78,1.10] — G) >( ) g
Summary: 1402 Q - 0.62[0.50,0.77] | I $§ J I J
Test for effect; <0001 9 -
Hetarogeneity; /2 = 82%, F< 0,001 e,. 4 "C\T EE %73 %R
RAS WT / BRAF WT /b 3 >= 5 4
PRIME 24 29 —_— 0.58[0.29,1.15]
CRYSTAL and OPUS a2 38 —uie 0.67[0.34,1.29]
C0.17 4 6 -— : 0.76[0.19,3.08]
20020408 9 6 _ 0.34[009,1.24]
PICCOLO ar 31 — 1.40[0.82,2.39]
20050181 22 23 ——— 0.69[0.32,1.49]
COIN 40 50 ——— 1.25[0.81,1.94]
Summary: 168 183 — 0.86[0.61,1.21] |
Test for effect: P = 0.38 : Hazard Ratio Hazard Ratio
Heterogeneity: 12 = 39%, P=0.13
T T T T ] Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
0z 05 12 5 Bokemeyer 2012 04 034 6% 067 [0.34,1.31] 2012 —
HRA (log scale)
Peeters 2013 -1.079 0.6F 0.34[0.09, 1.26] 2013
Favours Cmab/Prnab Favours comparato ]
Seymour 2013 0.336 0.27. *401[0.82,2.39] 2013 L
Rowland A, et al. BJC 2015 Douillard 2013 -0.545 0.351 .. \96 ~29,1. 15] 2013 T
Smith 2013 0131 0207 25.1% V 71] 2013 —®
Karapetis 2013 -0.274 0.711 3.4% - ,3.06] 2013
Peeters 2014 0.371 0.392 10.0% 069 | 42, 1.49] 2014 N
Stintzing 2014 -0.139 0.297 15.5% 0.87 [0.49, 1.56] 2014 L
Total (95% Cl) 100.0% 0.88 [0.67, 1.14] q
Heterogeneity: Tau? = 0.03; Chi? = 8.88, df = 7 (P = 0.26); I2 = 21% f T T f T T 1
01 02 05 1 2 5 10

Test for overall effect: Z =0.98 (P = 0.33)

Favours anti-EGFR MoAbs Favours control

Pietrantonio F, et al. EJC 2015
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BRAFHEZR+MEGFRIAZE

SWOG 14065H5R

LR REX AR
BRAFV600EZE 52451
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100% —

B80% —

B50% —

40% =

20% —

Cetuximab + Irinotlecan 50 48

Vemurafenib + Cetuximab 49 36
+ Irinotecan

HR =042
P=0.0002

2.0
4.4

(95% C1 0.26 - 0.66)

N Events Median 95% Conf Int
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Safety Lead-in Phase 3
Triplet therapy .
Disease
ENCO 300 mg QD e +nB_|21(|); Ll > progression >
-+
Continued
BINI 45 mg BID Doublet Therapy et P
+ _ ENCO + CETUX progression for
CETUX 400 mg/m? (initial) n=205 evaluation
then 250 mg/m? QW Control Arm of0S
FOLFIRI + CETUX, or Disease
N=30 IR + CETUX progression
n=205
1007 Cetuximab + Irinotecan
80- "
1 @B Partial Response (n=11)
60- 20’: ] i =illll _________ @B Complete Response (n=3)
a0l ol '_'_'_!ull
] 0
o | ORR 48%

0-

-204

40

-60-

Best % Change from Baseline
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Van Cutsem E, et al. ESMO-GI 2018
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i ﬁf:‘x
o n— placebo
- mCRC PDX
m e
N0 — cetuximab

mCRC PDX or xenopatients

% Tumor volume after cetuximab treatment

......

. KRAS, NRAS, and BRAF WT mCRC PDX
% HER2+ mCRC PDX

m HER2

CEP17
" H HER?
McepP 17

HERZ2 FISH

Patient Xenopatient

HER2IB1E K BZIEC (ZIMEGFRITAZED DV LY

Bertotti A. et al, Cancer Discovery 2011
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B HER2 immunohistochemistry score 2+
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+ Patient response ongoing
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Sartore-Bianchi A, et al. Lancet Oncol 2016 Hurwitz H, et al. ASCO-GI 2017.
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TRIUMPHEHER

EHEFREEA EHER%EDB

EAE AR rSRAYZXTT
- HER2IZHIAREED
YRR REEE I (SR ADOB #)E 8 mglkg. L% 6 mglkg
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A==

(8 > 208 3 RIVWRAIT
KRASEF4ER i #D[E 840 mg. Bl 420 mg
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Proprietary drug-linker

/4

3 : ; fﬂ iqmmﬁwﬂl
oA
7 gl
¥ Cysteine residue v
o Drug-Linker —
MO o
iy
T (] 80 4
Conjugation chemistry ’ n i
D .
Cysteine linked, at sites of interchain e
disulfide bonds 40 +
Payload (DXd)
Exatecan derivative ®

X 0 -

| ORRn(%)

Total 39/97 (40.2)

Breast Cancer 19/45 (42.2)
Gastric Cancer 16/36 (44.4)

| M Breast cancer HER2 Positive
_60 "

-80 1

Antibody Anti-HER2 Ab Trastuzumab
Topoisomerase | Tubulin
MOA Bystander effect
Drug—to— %
antibody ratio e £
N=108

Breast cancer HER2 Low
Gastric cancer HER2 Positive
Gastric cancer HER2 Low

W Others

Analysis set: Efficacy evaluable patients with at least one scan
Data cutoff on 11-May-2017

Doi T, et al. #108 ASCO 2017
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MET Amplification Rate
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MEGFRIMAFODMIIEHR : METIEE

P<0.001

P=0.112

e

Anti-EGFR Anti-EGFR
MNaive Maive
(Tumor Tissue) (Blood)

DiFi
NO HGF HGF 4,000
anﬁllﬁ 3,500
els £l25 £<F 3|8 £ e 3,000
p =8 . E 2500
F @
£
3 2,000
(=]
=
5 1,500
§
2 1,000
Anti-EGFR 500
Refractory

METPHEZE+
FEGFRITAZE

Xenograft from patient #3

I
= \/ehicle

= Cetuximab
Crizotinib
e Cetuximab+Crizotinib

= JNJ-38877605

m— Cefuximab+JNJ-38877605

METPHEZE+{EGFRINAEN B XX RIEETE

Bardelli A, et al. Cancer Discovery 2013 ,Raghav K, et al. Oncotarget 2016, Strickler JH, ASCO 2016
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Definition of MET amplification using liquid biopsy

GUARDANT363

GOZILA
.y

GUARDANT36D  peetall of

the criteria

Inclusion criteria B
Exclusion criteria

Inclusion criteria A

—

Stratified by

2" [ine vs. 3" or later line

\ '

criteria

Meet the criteria A but do
not meet the criteria B or
conflict with the exclusion

Natural history cohort

GUARDANTZ6S yeetato

Inclusion criteria B  ——
Exclusion criteria

the criteria /
Inclusion criteria A

Stratified by
2" [ine vs. 3" or later line

EEEE— Natural history cohort
Meet the criteria A but do
not meet the criteria B or
conflict with the exclusion
criteria




Umbrella & Basket Clinical Trials (IIT Only)
based on NGS-Based Liquid Screening

GOZILA Project

Guardant Originates in Zipangu Liquid

biopsy Arrival

Organ-Specific approach

Nationwide Genome!
screening Project

CRC cohort, N =1,500
® Before anti-EGFR, N = 500

SCRUM-Japan GI-SCREEN ’
24 sites —

*initiated soon: **Under planning

HER2 Positive

T

Trastuzumab + Pertuzumab
(TRIUMPH)

BRAF V60OE MT

Eribulin (BRAVERY)

BRAF Non-V600E MT

Binimetinib+ Encorafenib +
Cetuximab (BIG BANG)

® Refractory to anti-EGFR, N = 500

MET Amplification*

MET-targeted Tx
(METBEIGE)

ctDNA analysis

CRC Only

Non-CRC cohort, N = 1,500

All WT*

Re-challenge with anti-EGFR
mAb

HER2 Positive*

22 2 R T 2 A

® Gastric cancer, N = 300 HER2-targeted Tx
@ Esophageal cancer, N =150
@ Hepatocellular carcinoma, N = 100
® Biliary tract cancer, N = 150 Tumor-agnostic approach ) Nivolumab
bTMB-High Cancer
® Pancreatic cancer, N = 100 € (TMB-H basket)
® Neuroendocrine tumor/carcinoma, N =50 =
® GIST,N=100 ¢0 Any FGFR alteration** FGFR-targeted Tx
® Others, N=50
CtDNA analysis & @ |Any HER2 alteration** HER2-targeted Tx

Non-Gl Cancer cohort, N = 500

Pan Cancer & ® | ROS1 alteration** }-} ROS1-targeted Tx




Global Collaboration for ctDNA Analysis

COLOMATE COlorectal and Liquid biOpsy Molecularly Assigned ThErapy

Screening Treatment

Panitumumab rechallenge

Note: this is a preliminary list of targets (15%)

» Targets to change based on available science and drug development

opportunities
" HER2 amplified Tucatinib : ;‘a)summub

Anti-MET - TBD

MET amplified 15%
ctDNA/ tissue L4
n > / *Other cohorts/ arms encouraged
screening < #Each arm to have a junior/senior investigator leadership team = =
(n_ 1000) eFlexible design: arms open and close with best available science YOSh Iakl Nakamu ra

TBD
TBD 10% MAYO

CLINIC

Anti-FGFR- TBD

e GASTROINTESTINAL !m: *
Endpoi d d hani f i fi igati | RR vs PFS/0S E
ndpoints dependent on mechanism of action of investigational agent (RR vs PFS/0S) Q,AM,N,.,E,EES‘?Q"? ‘,-'!u!

HYATT REGENCY LA JOLLA AT AVENTINE
SAN DIEGD, CALIFDRNIA

No actionable change REVERSE2 MARCH 1416, 2019

REGISTER TODAY!

CEMAYCLEDU/GICANCERZ010

Opportunities for collaboration  Next steps

» Pooling and comparing ¢fDNA profiling results - Follow up at GI ASCO, potentially ESMO — update progress
* Pooling efficacy results (of similar trials) on treatment arms, collaborative data sharing

+ Develop novel concepts utilizing blood-based biomarkers X Proposal: COLOMATE-GOZILA investigator aiETE Al Mayo
- International multi-site trials for extremely rare targets CME conference (San Diego, CA) in March 2019

(FGFR, RET, NTRK1/2/3)

* Pool data for establishing cutoffs (copy number corrected,
etc)

» Will include pharma collaborators
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Email: dkotani@east.ncc.go.jp



