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Screened Enrolled Screened Enrolled
e No. (%) e No. (%)

ROS1 fusion

RET fusion

ALK fusion

NTRKS3 fusion
ERBB2 mut/amp
MET amp/ex14 skip
PIK3CA mut

BRAF mut (V600E)
FGFR1 amp

Total

BRAF mut
ERBB2 amp
FGFR amp
AKT1 mut
MSHG6
MSI-H*

117
104
2
210
92
77
48
47
846

165
54
33
15
18
51

51 (34)
53 (45)
7(7)
1 (50)
12 (6)
18 (20) EC
1 (1)
3 (6)
2 (5)
148 (17)
BTC
18 (11)
16 (30)
4 (12)
1(7)
1 (6)
19 (37)

*GI-SCREEN CRC-MSI PC

Small Int

BET21BDHFLIT 7 a2V idB~DE &

NEC
Gl

FGFR amp

MET amp

AKT mut
ERBB2 amp
ROS1 fusion
FGFR amp/fusion
FGF amp
PIK3CA mut
EGFR amp
ERBB2 amp
FGFR mut/amp/fusion
ERBB2 mut/amp
ERBB3 amp
PIK3CA mut
IDH1 mut

PTEN mut
MLH1

BRCA2 mut
ROS1 fusion
PIK3CA mut
Total

13
2
90

68
21
16

15
25

24
11

11
1
5

699

3 (10)
2 (15)
1 (50)
1 (1)
1 (50)
3(38)
2 (3)
3 (14)
1 (6)
1(17)
5 (33)
2 (8)
1 (11)
2 (8)
1(9)
1 (20)
1 (100)
1 (9)
1 (100)
1 (20)
93 (15)



B8 HHE T LT=SCRUM-Japan BEE;RER : 175 E&
organ | Target | apemt | phase _ "0 | oRR | Approvalstatus
RET ]

NSCLC 17 53% In preparation
NSCLC RET [ 25 16% -
NSCLC BRAF Il 57 63% approved
NSCLC ROS1 1l 127 77% approved
NSCLC HER2 [ 15 7% -
NSCLC KRAS n OS: negative

NSCLC ROS1 I NR

NSCLC ROS1/ALK I NR

NSCLC MET I NR

NSCLC HER2 [ NR

Solid tumor HER2 | 24 43% Phase Il on-going
Solid tumor MET I NR

Solid tumor FGFR I NR

Solid tumor MET I NR

Solid tumor PI3K/AKT/mTOR I NR

Solid tumor FGFR I NR

Solid tumor FGFR I NR

PRI CHE R RBIEEA . LAIRTRRE R | oo e Fooned souT vecnen v e eswoote

K, et al. J Thorac Oncol, 2018. Doi T, et al Lancet Oncol, 2017
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Overall survival (%)

|
100 %

90 “x

W, — Driver (1) 1159  19.2 [17.8-20.6]

80 |
70 7]
60 |
50 7
40
30 7]
20 7]
10 7

mOS
(months) [95% C.1.]
— Driver (+)/Target drug (+) 335 25.4 [21.6-28.3]
— Driver (+)/Target drug (-) 714 18.7 [17.3-21.2]

Logrank, p<0.001
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Oters I Kadowak S, Yoshino Teta. ASCO 2017 Nakashina Y, Yoshino T etal. ASCO 2017
NFELZ  15%
R 6%
Murakami H, Goto K et al. ASCO 2017
’ INER AR A (26451) BEASA(119451)
’l\ﬂ m m b{Aj(n = 31 2) ﬂﬂ“’-‘“mm"m";‘"""-:" ‘I“nlesnno Cancer n=26 (patient base)
PIGCA 3% gy S 5
PTEN 3% l E
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MYC 4%
MYCLL 5%
MYCN 2%
MET amp_/ FGFR3) FgFR2 EGFR 2%
P ftI'.I;I:/: fg;: 02% FGFRL 4% .
g FGFR2 <1% Naruge D, Yoshino T. 147P, ESMO 2017
KRAS 2% Takayoshi K, Yoshino T. 765P, ESMO 2017 et oot
P53 75% | REE ASA(7361)
GotoK et al. unpublished data RBL__31% i

Sugiyama E, Goto K etal ASCO 2017
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Drug concentration (uM)
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[vY S— 20
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Drug concentration (M)

SupercomputerlZ &%
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-log(ICs)

R? = 0.7425
17 -15 13 -11 -9 -7 5
AGbmd

EGFR-Osimertinib

A763_Y764InsFQEA

. -1.5
A767_S768insSVD

N a @
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_ 20
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LI
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BTMBHEBNRAZRRELI-IPD-1FT{A B & O 8515

g TMBs in each Gl malignancy analyzed by using OCP (N = 1,759)
100 |
= Nationwide Cancer Stage1
n
- Genome Screening Gl-Screen
b 4 u{ SCRUM-Japan s TMB-H
i é* | PN & 6 w s )T o | ——
£ 1
0o |
- CRC Non-MSIi-H MSI-H sic GIST HCC NET/NEC ACC ! : ThnB.leun1°r
(N=751) CRC CRC (N= 509) (N= 143) (N= 136) (N = 92) (N=30) (N=29) (N=27) (N=27) (N = 12) (N=3) : u Coloreda| cancer [] e .
(N=199) (N=4) . ) ' Cut-off evaluation
- Median TMB, mt/Mb Frequency of ¥ u Gast”c cancer : GOZILA 3 mglkg IV sz
Gl malignancies (n = 1,750) (Range) TMB > 20 mt/Mb, % : u Esophageal cancer . N - 40
160 Re = 0760 . * | Guardant360
CRC 751 15.3 (0.0 - 103.6) 23.6 + O Biliary tract ' \_J
Non-MSI-H 199 15.3 (0.0 - 34.5) 17.1 Mary tract cancer MI.Z score
120 on-| ) . .0 - . . | ] 1 -
MSI-H 4 23.0 (19.2 - 26.8) 75.0 : I:l Pancreatic cancer ' TMB-H
80 S e " i
ol GeC 509 7.7 (0.0 - 69.0) 13.3 . '
40 ) l|l.l-l--l-l-l-.-l-l-lIIIIIIIIIIIIIIIIIIIIIIIllIllIlIIlIllIllIlIIlIIlIllIllIlIIIIIIIIIIIIIIIIIIIIIIIIIIIII
EC 143 11.5 (0.0 - 49.9) 17.5 "0 Advanced G cancers '
B o e o ' v = Gl-Screen =
o 100 200 300 400 3 (3.8 - 69.0) 27.9 " O Colorectal cancer ' Stagez
X-Axis = BTC 92 15.3 (0.0 - 57.5) 26.1 : O Gastric cancer : / TMBH
Number of non- s O Esophageal cancer == 0CP/OCA F\
synonymous mt/Mb (OCP) sie 3 19368-384 300 ! O Biliary tract cancer '
V- Axis = GIsT 29 7.7(0.0 - 26.8) ) o« O Pancreatic cancer : TMB-H Tumor
Number of non- Hcc 27 11.5 (0.0 - 34.5) 7.4 ' E Eep?lt“e"“hf cardnoma ¥
' mall intestine cancer
synonymous mt/Mb (WES) NET/NEC 27 11.5 (0.0 - 76.7) 14.8 : O Appendiceal cancer : ( GOZILA -\ N=30 3 mg/kg v sz
1
AC 12 11.5 (3.8 - 46.0) 25.0 v O Analcanal cancer v | Guardant360 \ ‘
ACC 3 19.2 . O NeT/iec ':"
2 (7.7 - 23.0) 33.3 R | MLzscore | ryy
NakamuraY, Yoshino T. ASCO 2018 i

) lIllIllIlIIlIIlIllIllIlh i ‘
Nakamura Y, Yoshino T, et al, ASCO 2018
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RETRA ARG FIEEMAA TORKARGR

(ASCO02016)
RET RET n ORR PFS 0S
inhibitor subtype (%) (mo) (mo)
USA  Cabozantinib All 16  38(6/16) 1 10
KIF5B 8 25 (2/8)
CLIP1 1 100 (1/1)
TRIM33 1 100 (1/1)
Unknown 6 33 (2/6)
. 17 53(9/17) 4.7 11.1
Japan Vandetanib  All 19 47(9/19) L7 1.1
KIF5B 10 20 (2/10) 2.9 11.1
CCDC6 6 83 (5/6) 8.3 NR (9.9-NC)
Unknown 3 67(2/3) 4.7 11.0
Korea Vandetanib  All 18 17(3/18)  4.54 11.63

Drilon A, et al: Lancet Oncol, 2016 Yoh K et al: Lancet Resp Med 2017
Lee SH, et al: Ann Oncol, 2017
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Applicable designs of clinical trial that can change clinical practice

—| Single-arm trials (i.e., use of external controls) rather than RCT

— Compromise of the statistical design (o error / power)
* approach by the International Rare Cancer Initiative (IRCI): 10% / 80% rather than 5% / 90%
— pragmatic trials (in most cases, enrollment maximization)
* international collaboration, broadening eligibility criteria (if logistic difficulties can be overcome)
— Maximize utility: “master protocol” (umbrella / basket / platform)
* assessing several interventions (shared control or test treatments only)
* assessing several analysis sets (defined by cancer types and/or molecular subtypes)
¢ assessing both (e.g., [-.SPY2 or other related trials)
— Bayesian adaptive designs

* improvement of statistical efficiency with the use of informative prior (e.g., power prior)
and/or a hierarchical model considering the homogeneity across analysis population

Billingham L, et al: Lancet Oncol, 2016
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Avelurrlab for Merkel cell carcinoma: He B FREE oD e (n=14)
single arm phase Il (n=88) .

C Real-world treatment outcomes in
patients with metastatic Merkel cell

150 I One previous line of any systemic therapy (n=39) carcinoma treated with chemotherapy in
[ Two or more previous lines of any systemic therapy (n=26) the USA

Patients with MCC prior to 30 Sep 2014 (n = 686) |
C Lance Cowey™!, Lisa Mahnke?, Janet Espirite?, Christoph Helwig?,
Dina Oksen® & Murtuza Bharmal* 44 Patients without advanced metastatic disease (H = 431)‘

Aim: This retrospective study of patients in the USA with metastatic Merkel cell carcinoma
(MMCC) aimed to assess patient responses to second-line and later (2L+) and first-line
(1L) chemotherapy. Patients & methods: Out of 686 patients with MCC identified in The
US Oncology Network, 20 and 67 patients with mMCC qualified for the 2L+ and 1L study, Patients assessed for
respectively; the primary analysis population was restricted to immunocompetent patients. aligibility {n = 255

Results: In the 2L+ primary analysis population, objective response rate (ORR) was 28.6%, gibiiy {n = 255)
median duration of response (DOR) was 1.7 months and median progression-free survival
was 2.2 months. in the 1L primary analysis population, ORR was 29.4%6, median DOR was

6.7 months and median progression-free survival was 4.6 months. Conclusion: The low ORR 4‘| Patients not meeting inclusion/exclusion criteria (n =45) ‘

and brief DOR underscore the need for novel therapies.

100

Change from baseline in sumof longest diameter (%)

0 ® e e e 44 Patients not freated with chemotherapy (n = 62) ‘

= 188: Paients not mesting eligiblty criteria based on Patients not treated wih quifyig regimens (n = 12) ‘
50 § o review of individual EHR (n = 69)
s 70
E 60 Patients qualified for 1L analysis (n=67)
£ s0- + 51 mmunocompatent
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