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NSCLC vandetanib IIT (NCCE) 53% In preparation
NSCLC RET lenvatinib Eisai 16% -
NSCLC BRAF Dabra+trame Novartis 63% approved
NSCLC ROS1 Crizotinib Pfizer 77% approved
NSCLC HER2 T-DM1 IIT (Okayama U) 7% -
NSCLC KRAS abemaciclib Lilly OS: negative

NSCLC ROS1 DS6051b Daiichi-Sankyo NR

NSCLC ROS1/ALK PF06463922 Pfizer NR

NSCLC MET AZD6049 AZD NR

NSCLC HER2 Trastuzumab IIT (Hokkaido U) NR

Solid tumor HER2 DS8201a Daiichi-Sankyo 43% Phase Il on-going
Solid tumor MET Merestinib Lilly NR

Solid tumor FGFR DS1123 Daiichi-Sankyo NR

Solid tumor MET Merestinib Lilly NR

Solid tumor PI3K/AKT/mTOR BYL719 Bayer NR

Solid tumor FGFR BGJ398 Novartis NR

Solid tumor FGFR ASP5878 Astellas NR

Yoh K, et al. Lancet Respir Med 2017. Velcheti V, et al. ESMO 2016.
Planchard D, et al. Lancet Oncology 2016. Goto K, et al. ASCO 2016. Hotta
K, et al. J Thorac Oncol, 2018. Doi T, et al Lancet Oncol, 2017

2R CRERFTRIENFEH . 17IRFRES

-E-




KARGBEERKASFEZT—2DEFS: SCRUM-Japan DB

36 T3/ MAAT A A (n=1,688)

EGFR EGFR+PIK3CA ERBB2 ERBB2+PIK3CA
0.3%

KRAS 15%

KRAS+PIK3CA
1%
KRAS+BRAF

MET amp./ FGFR3JFgFR)
B fusion fusion
02% 0.2%

GotoK et al. unpublished data
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ALK 1% |
Other RTKs
RET 2% 1
BRAF 2%
R 2%
£RBB3
ERBBY
MET :
00R2
KT |
Others
NFE2L2 |
P53
Murakami H, Goto K et al. ASC0 2017
NRaRA A(n=312
PIK3CA 3%
PTEN 3%
TSC2 1%
MYC 4%
MYCLL 5%
MYCN 2%
EGFR 2%
FGFR1 4%
FGFR2 <1% |
KRAS 2%
P53 75%
RBL  31% | |

Sugiyama E, Goto K et al ASCO2017
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Guide lead optimization: Genotyping by NGS-based

e.g. selective inh. Vs poly pharmacological Oncology Panel in SCRUM-Japan
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Multi-targets
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(ASCO02016)

USA  Cabozantinib All 16
KIF5B 8

CLIP1 |

TRIM33 1

Unknown 6

. 17

Japan Vandetanib  All 19
KIF5B 10

CCDC6 6

Unknown 3

Korea Vandetanib  All 18

38 (6/16)

25 (2/8)
100 (1/1)
100 (1/1)
33 (2/6)

53 (9/17)
47(9/19)

20 (2/10)
83 (5/6)
67 (2/3)

17 (3/18)

4.7
4.7

2.9
8.3
4.7

4.54

11.1
11.1

11.1
NR (9.9-NC)
11.0

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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Avelumab for Merkel cell carcinoma:
single arm phase Il (n=88)

150 I One previous line of any systemic therapy (n=39)
23 Two or more previous lines of any systemic therapy (n=26)

Change from baseline in sum of longest diameter (%)

1004
904 &

80+

o |

60 \

50

40 T H—,

30+ Bk T —t
204
10
0T

Progression-free sun ival (%)

1T T I 1T I T T 1 T T T T T T 11
3 4 5 6 7 8 9 1011 1213 14151 17 1819
Time since treatment initiation (months)
Numberatrisk 88 71 43 33 32 31 29 2 20 14 9 8 6 6 § § 2 2 1 0
(censored) (0) (10) (10) (10) (10) (10) (12) (18) (18) (23) () (28) (30) (30) (31) (31) (34) (34) (35) (36)
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o —

Kaufman HL, et al: Lancet Oncol, 2016

Real-world treatment outcomes in
patients with metastatic Merkel cell
carcinoma treated with chemotherapy in
the USA

< Lance Cowey™, Lisa Mahnke?, Janet Espirito?, Christoph Helwig*,
Dina Oksen & Murtuza Bharmal*

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
(1) 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,
respectively: the primary analysis population was restricted to Immunocompetent patients.
Results: In the 2L+ primary analysis population, objective response rate (ORR) was 28.6%,
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%, median DOR was
6.7 months and median progression-free survival was 4.6 months. Conclusion: The low ORR
and brief DOR underscore the need for novel therapies.

A\
\,/.

Primary analysis population

100 s

Progression-free survival (%)
o
=)
1
|

T T I T T
o] 2 4 6 8

Time from start of 2L+ chemotherapy, months
Number at risk 14 12 9 5 2 0 Nt

Overall survival (%)
on
i

1 I T
o] 2 4 6 8

Time from start of 2L+ chemotherapy, months

Number at risk 14 13 13 10 9 5 3 Nu

LEESHH R B DM (n=14)
~

| Patents wih MG prior 130 Sep 2014 n = 686 |

44 Patients without advanced metastatic disease (n=431)

Patients assessad for

elighity (n=255)
—~| Patients not meeting inclusion/exclusion crteria (n = 45) |
Exclusins —-| Patients not reated with chematherapy (n = 62) |

Patients not meeting eligibliity criteria based on —‘| Patients not treated with qualifying regimens (n = 12) |
review of individual EHR (n = 89)

Patients qualified for 1L analysis (n = 67)
51 immunocompetent
+ 16 immunocompromised

Patients without 1L and 2L chemotherapy treatment
(n=97)

Patients not meeting eligibiity criteria based on review
of individual EHR (n=19)

Patients qualified for 2L + analysis (n=20)
* 14 immunocompetent
* 6 immunocompromised

Figure 1.Patient selection.
1L: First line; 2L+ Second line and later; EHR: Electronic health racord; MCC: Merkel cell carcinoma; USON: The US Oncology Network.

E2DEHSBIT6e86( 1415 (2.0%)

Cowey CL, et al: Future Oncol, 2017
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> Z#FE (ORR:Objective Response Rate)

> Eh#EF4EEAR  (DoR:Duration of Response)

> /PO kO—)LE (DCR:Disease Control Rate)

> EIEELZHAR (PFS:Progression Free Survival)
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AR IRET —YERRDIZHDRIRE SR RN (SCRUM-Japan Registry)

* FRBB2 Amp & E18

1) BRAF MT + RNF43 MT &1 4HIET

2) BRAF MT + RSPO3 Fusion &8 115D
3) ERBB2 Amp + MET Amp E1& 165D

~2018/06/27
- . BEFRE BEFZEER SZRER
i BEFS e B B
BRAF V600E MT 1612
BRAF nonV600E MT 9
RNF43 MT 4V
PN ERBB2 Amp 113 44
HER2 Positive 7%
MET Amp 3%
MET Amp 2
=l 5
FGFR2 Amp 3
PIK3CA MT 2
REE 4
ERBB2 Amp 2
~ BRCA2 MT 4
[BE Rk fee 7
ATM MT 3
RBiEE ERBB2 Amp 3 3
IERFELE ERBB2 MT 2 3
- JE/NGH AR
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Gl malignancies (n = 1,750)

) CRC
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R = 0.760

TMBs in each GI malignancy analyzed by using OCP (N = 1,759)

1 1
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GC EC PC BTC sic GIST HCC

NET/NEC
CRC (N=509) (N=143) (N=136) (N=92) (N=30) (N=29) (N=27) (N=27) (N=12) (N=3)

53060637

AC ACC

X-Axis =

Number of non-

synonymous mt/Mb (OCP)

Y-Axis =

Number of non-

synonymous mt/Mb (WES)

N Median TMB, mt/Mb Frequency of
(Range) TMB > 20 mt/Mb, %

CRC 751 15.3 (0.0 - 103.6) 23.6
Non-MSI-H 199 15.3 (0.0 - 34.5) 171
MSI-H 4 23.0 (19.2 - 26.8) 75.0
GC 509 7.7 (0.0 - 69.0) 13.3
EC 143 11.5 (0.0 - 49.9) 17.6
400 PC 136 15.3 (3.8 - 69.0) 27.9
BTC 92 15.3 (0.0 - 57.5) 26.1
sic 30 15.3 (3.8 - 38.4) 30.0
GIST 29 7.7 (0.0 - 26.8) 6.9
HCC 27 11.5 (0.0 - 34.5) 7.4
NET/NEC 27 11.5 (0.0 - 76.7) 14.8
AC 12 11.5 (3.8 - 46.0) 25.0
ACC 3 19.2 (7.7 - 23.0) 33.3

Nakamuray, Yoshino T. ASCO 2018

Nakamura Y, Yoshino T, et al, ASCO 2018
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