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No.of pts accrued in total Accrual No. of pts. for phase |
2009-2013 2009-2013
500 -
- 14 992 460 mE/IAE
B EfTas 450 B EIE
300 B ERfS a0
W AR 3
800 B 5 350
% o 307
700 ¢ | AL 300
36 .
&00 1 1 W 750 232
185 [ Nk 228
500 . Ak 200 “lss 297 178 =
2% 1 . 163 1
400 150 s et 129
146 g
300 - 100 I 141 133
A FERE 121 120
L I|
0
100 240
TR TR ’“H
0 2009 2010 2011 2012 2013

2009 2010 2011 2012 2013



FIHER B IS D 1= DPhase | EEF—LDIEE: £iFEREF (NCC-EPOC)

= Cross divisional phase | team with its firm cooperation with the divisions, serves
as the core of the NCC-EPOC

= Phase | trials for solid tumors (all comer)
= FIH trials

= T.Doi
= K. Shitara
= H. Takahashi
= Y. Naito
= K. Yho
H. Ishiki

“1~1: 7 = NCC (Tokyo-Tsukiji)

= N. Yamamoto
= K. Tamura

= Y. Fujiwara

= S. Kondo

= S.Ilwasa

= Y. Tanabe

= NCCE (Chiba-Kashiwa)

( Gastrointestinal oncol.)

( Gastrointestinal oncol.)
(Hepatobiliary & Panc. Oncol.)
(Breast and Medical oncol.)
(Thoracic oncol.)

(Head and Neck oncol.)

(Thoracic oncol.)

(Breast and Medical oncol.)
(Thoracic oncol.)
(Hepatobiliary & Panc. Oncol.)
( Gastrointestinal oncol.)
(Breast and Medical oncol.)

First-in-human IND registration trial

| 2011 | 2012 | 2013 | 204 | total _

NCCH 3(3) 3 (1) 2 (1) 4 (3) 12 ( 8)
NCCH-East 2 (2) 1 (1) 7 (5) 5 (3) 15 (11)

total 5 (5) 4(2) 9 (6) 9 (6) 27 (19)
() :ERPE-FHFITL—X Addition_al parallel FIH study with Westerns: > 12
International phase | study: 5
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NCC-EPOCHEE T BHHR AR %Eﬁiﬁiﬁ,ﬁﬁﬁ (2015/11)

g
1D

Status
1103  TAS-102 BIE I EXE#E BERT f£EJD—/VULRCTA
1206  GBS-01 o352 I EXESE BHRT Hf FARABRETE H
1205 RFIFKIHF INRE R I (FIH) EFEE BHBET T—H @&
1207  vandetanib fifi%E (RET) I EFRHE TR T T2
1209  olaparib+ eriblin L= Ib EFEHE BHRET T—A3 T
1302  regorafenib GIST EAP TIOLRAREBERE BHRERT AFEBEF->TKRT
1303  BKM120 B lla TtRESR g8+
1306  GD2 HiESFE I AMEDF} i & 28k
1304  TAS-102+ Bmab PN:E Ib TtEXREE ZHRRT  JO—/NLRCTUITIAN
1401  cabazitaxel AT iRTE EAP TOCREEXE BHRET AEERBERFOTET
1402 Neo eriblin L I TtxX&E g
1405  vemurafenib *S5/)—% EAP TORRAEEE BT AFIRBEEHEOTRT
1408  regorafenib GIST I TxEER Bk
1406 TDM-812 3= I (FIH) AMEDT} BF & egrp
1411  HSP10579FY BiE-KGE I (FIH) AMEDT} Bt & x4
1403  LDK378 fifi#E (ALK) I TtXES gixd
1404  TAS102+Nintanib KiG%E I TtXES Sixp
1508 PF-05212384 fififE (SCLC) I AMEDF} i & g

FF:TFTHTITHI—X

EAP: expanded access program

FORARXEEHERKEBETVEAREEXRE
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TAS102 r-phase Il for CRC: OS

Doi T et al: BrJ Cancer, 2012

Phase |l in NCCE fllowed by rPhase 1l in Japan

Stratified
Logrank Test:
P=0.0011

HR:

0.56,

95%CI [0.39,

Yoshino T, et al. Lancet Oncol, 2012

0.81]

A X 8AER GREERT DN o B B ISR K)

BAA~DBEIGPLX : Phase |l for gastric
cancer (EPOC1103)

08
.

1 =

PR 1 3.5 07
e 06
SD 18 62.1 £
L o4
PD 10 34.5 £ g3
DCR (95% Cl) 65.5 (45.7 to 82.1) I

Median PFS:29 M

TAS102 global RCT for mCRC: RECOURSE trial

Overall Survival (%)

A Overall Survival

100-7

Hazard ratio for death, 0.68 (95% Cl, 0.58-0.81)
0.00.

e - T T T
3 6 9 12 15 13

Months since Randomization

459 294 137 64 b} 7
198 107 47 24 9 3

Yoshino T, et al. ESMO-GI, 2014

Meyer RJ, Yoshino T, Ohtsu A, et al: NEJM 2015

TEITO—NILEABADZITIEL

o
0 1

Muro K, et al: ESMO 2013

KEBAATOHEH L LA : Combination
Phase Il with Bmab for CRC (EPOC 1304)

PFS

241
{BAmontha) | {3474

Progcrtnn progrmson. e wreng

3 4 5
Months from registration

6 7 8

(11 dmentha) | (T 400t remehed)

Kuboki Y, et al: ASCO 2015

Global phasel lll
sponsored by company
being planned

o Pl

2012/03

ChYB|EHITTS O— /N LEREY—F

KRBE RRBER

BE

2014/03

XE

2015/10

BX

S

EHKRT
2013/01

2013/09

Global phaselll in
collaboration with
oversea lIT groups
being planned

S bR

2014/02

BHRT
2014/07

2015/06




NCC(HAZER) CRARSN-FSA/N\EBEFIIRTHIEES /LRD)—=2 57 LEMEE AR
LC-SCRUM & LURET(EPOC1207)5\E%

HHERSAN—BEFOXER EPOC 1207:RETHA & & fzF 13 t )17 3F/INMBRRAHEISH 45
Vandetanib®) % 111858 (E 6 ¥ 80 B:LURETHER)
WRNEE: BUfAMEREYY-FRk &R -

= g |— \ H7 \
RETASEEFORE  (Kobnoetal, Takeuchi etal, Lipsn etal, Nor Med, 2012) |+ RFTEDERIE
A, A RT-PCR andetanit 900 my/dey
) e Sy 101E&0%S5. 288%13—2
FfR O AR 30 FSBT e ﬁﬁ BEOWEE: I, BEOLHE
N 2T D) o e 02 BMLEZONBETRE
AN TR LA EO LSRR -4 -3 A
miRNAJ -DIJ JJ 9‘ Primary endpoint  :EHEE . - e
Secondary endpoints :PFS, 0S, §E$8, AB=&EE S
- RET \l( N FESHI M ENNEHERT0%. RO, Bit760%E 2D RETRERFE  2012/02
M2, 3 f:1
} AERIIER S NTE R 2013/03
RO AOMICEE Bﬁl 33 rzfa(%mﬁtya—ﬁx;mm\ BAREESE, /
10 B At s— RENAEL I~ AMD AL S—
\ AIRERED FEkS TH24EEEESNHETERDS ITEEHMET 2015/03
RETRAREFBIEMAADLE RS-0 LC-SCRUM-Japan BHBIFHRNBRRAE—F iR A 2016/06?
215084 3ALK/RET/ ROS1 Ph: K Goto (NCCC-East)
A= ey b — B | 1910112013 Kick off meeting in Tokyo | Institute Drug N | Primary endpoint | Start date

MSKCC (USA) Cabozantinibb 25  Response Rate  Jul 2012

NCCHE (Japan) Vandetanib 17  Response Rate Feb 2013

SNUH (Korea)  Vandetanib 17  Response Rate  Apr 2013

: W] - Eisai (global) Lenvatinib 20 Response Rate  Apr 2013

? ” DFCI (USA) Sunitinib 35% Response Rate May 2013

I: I j MGH (USA) Ponatinib 20  Response Rate  Jun 2013

Another new agent studies for ROS1, BRAF, EGFR- e 0 : * Including patients with adeno, Never-smokers, and wild-type for mutations in EGFR, KRAS and ALK

TKI resistant being planned using this system




SimFTEFARRERTERT SO DERE(H
FEREELENAT /I LRI)—=2T DESE -SCRUM-Japan-

F/LBITERICE I X - EME AR iNA
Multiplex:& &% ¥7% (Oncomine® Cancer Research Panel) %l -2 8%

RET fusion Vandetaib R Completed
A % g E RBTR AL g A RET fusion Lenvatinib (E7080) n s Completed
B "} ‘ﬂ%ﬁﬁ’\ﬂﬂpl\"fl B ROS1 fuson Crizoinib P oo Completed
ﬂ = ALK fusion CH5424802 s, Crizotinib P Chugai Completed
ALK fusion (stage IT/IIT) LDK378 L7 i Onguing
SCRUM-Japan ALK fusion (czobinbinduced V) i mom Ongeing
m H LC'SCRUM' NCC EPOC GI'SCREEN' Hu A BRAF mutation Dabrafenib + Trametinib P2 GSK(Novartis)  Ongoing
m Ja an SCRUM-Japan TREES Ja an a w PIKICA mutation, AKT1 mutation AZD 5363 Pl AstraZeneca Dngeing
% E P 3R ¢ k| | B 5EmDpan-cancel panel Pt Bss Mot oy
PuEm BREEL ﬂ ﬂ OCP -Ea) /.L\ mn‘mw TAS-117 P Tajhn wm
thﬂ HARRER | EEFERO ﬁﬁé? %@N ..... ( ) aaaaaaaa ’7 ﬁ*ﬁ SRESSES — e S
SHEEER 7—9'\—Zﬁ§ e T Heiit) PL Astelas Ongoing
. St ot FGFR alterations BGJ398 PL Novartis Onging
MET ampiification INC280 P2 MNovartis Ongeing
& § HER2 alterations Trastuzumab R Ongoing
| @' HERZ alterations Trastuzumab Emtansine oo Onguing
' K ¢ KRAS mutation Rbemacidib vs. erlotinib P EiLily Ongoing
) siellas  AstraZeneca ﬂm" KYOWAKIRIN ‘:’MSD

.| - _ -
LC-SCRUM | ( A B @ | o Loy, [CESCREN

+Panitumuma —|
0 Mt ; er
- . . : +Tramenitini
Sukn | | S o
ll'\annedllnalswilh ALKCROSL, W oo exK.101
Pembrolizumab NTRKL-3

m) -l -0
20154F2 A & §%BAn
B ARAE B3 : 4,5000/ 24 (YA . SHIEZRDA) po— -

-Gastric
==t

+Other Gl tract
(esophagus, small N
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Basket Studies — Success Requires
New models for implementation. ..

Lung-MAP Trial Arms for.Treatment

e L ™ ./ MATRIX National Lung Cancer Trial - LC-SCRUM-Japan - ®
. ] e Wy / VY Cancer Research UK Mational screening programme
r— - lv_ L g :_--'f;’z - National programmes — e
& r Cenfralised Fhamacy is needed -
/ [ e for cost-effective drug delivery

o th-Cundes ,ki

Gl e R Edinturgh- - "
. wiNewcastie

Ballagt ary *

IHaﬁ:ﬁ:—::;r- '.'S':_:Ir:-;.:l'.'.;“" diri d:‘—j#
Birmengham & & Lsitesten “{ﬁi‘l‘-}li ngr

fulned  * Combndoe - o
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v i it
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% 50% 0%
D ilozuma
b

] I o Py
o | 4% \\ Oy 47,
g4 N £ 5
T, ol T ¢
50% 50% 50%
ant

0032

50 50%
Erlotini

2547 | b

ECMC Network
+ UK-wide National network 147 Institutes in 46 Prefectures participating
* +2f feeder hospitals in *hub-and-spoke” model (as of November 2013)
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Analysis of Tumor infiltrating cells (TILS)

HIEBwmHA
(N=300)
ARTES

m#EH>
T

EEAR
£R)rYyy
T

FTER
HoF)L

R

CyTOF

Analysis of DNA or RNA

Gene Analysis

Treg analysis

CD45RA

FOXP3

TCR repertoire

= Measure >100
markers/cells

* Phenotypes of
~ immune cells

= Gene expression
associated with immune
cells

= TCR repertoire

= Neo antigens

REERVRE

BEISAICREL
AROER

RIER M

-

SCRUM-JAPANZ#I

Histology IHC of RTKs

HER2

EGFR MET

Mutations

AL=4/ L@

Gene
APC

Amino Acid Change
p.Arg2714Cys

BRAF

p.Valé00Glu

MS' ,. “WR21  Barzs ATz mman

moNo-27

EGFR
FBXW?
GNAS
TPS3

p.Ala767val
p.Argés5Cys
p.Arg201Cys
p.Arg273Cys

/

T/LBRE

NCC-East &
EPOC
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http://atdd-frm.umin.jp/20131129/index.html

NCCRL—X DHREID 75 % L KAR

Basic Target Target Lead Pre- Clinical Clinical Clinical
Research Discovery Validation Discovery Clinical Phasel Phasell Phase Il

3&%;%? PreAY—X AY—X BY—X CV—X DY—X
S— XA —XBEEAS UREREHE 100X
BEXPAEEEES PHELEEHE 15 —X
TRFAC T NAVIFLUR > RIRXZZEAINI-) 42—X
FEFNBEEERS ERERER 3v—X
b A—BEEES 109—X
EGERBA S (FEERAIST)
1R A Bl L EBEREAE-SESS J\ 3EPOCEEZERS
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Exploratory Oncology Rs

b

(First in class)

GBS-01 (43EF) EMNAK B%-F® Phasell ZRKT PIDFER % R THIGIRE
(Firstin Class)
FHRRTIFEDOFY BEBRAK WE Phase | 2§} T P-l &R R (T IEP-u~
IR ASAF EEX A& Phase | #&T POCHR##iKH. CDDPE D
f#Fphase I~
PR ER R H ENABRT YE Phase | &% P-1 #ER R (T [EP-~
(First in class)
HRRIFEKIHFy BENAK my Phase | Z g% P-l EER B (T IEP-u~
(HSP105)
FRAEMEENRAE HERX WME-F& FEERKRAERP 2016 FIHFE
(First in class)
SRR EFARA EIEE AR mE JEREG PRELER 2016FIHF 5E
(First in class)
RS FIRRE ERAHRER YE JEERPREER 2016 FIHF 5E
(First in class) (RIZE XIS =M EBF)
ik hnopsELHl EMNAK Wa JERR PR A BRPOCHR 153 h 2017 FIHP5E
(First in class) (EEHEH)
SR e E AL AxX e BE1E 2014 GMPE! & /JEER FRBA SR
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[ B3 - SRR RIER PR ER L R B (R 5= 3% 1(2011- 2015) TO AR
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; (precision medicine {AHDIEZE)
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* Multiplex;Z WD D IZ 8D DRegulatory Science DEEIT
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