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Organ Target agent  Phase sponsor recruitment | Organ Target agent Phase sponsor recruitment Organ Target agent Phase  sponsor recruitment
NSCLC RET vandetanib 11 IIT (NCCE) completed | CRC WSl pemproizumab | MsD completed Solid tumor MET Merestuinib I Lilly completed
NSCLC RET dectnb 1M IT(Kanazawal)  completed | CRC  BRAFVEDOE Eriblin I I{Aichi CC) active Solid tumor FGFR Dst123 I Daichi completed
NSCLC RET lenvainib I Eisai completed | CRC  BRAFVGDE  Cmab*BimsEnc | AmayBioPhama active Solid tumor FGFR TAS120 I Tatho active
NSCLC ROS1 Crizofinib 1 Plizer complted | CRC  BRAFnonVGOOE  CmabsBim+Enc | IT(NCCE) active Solid tumor FGFR TAst20 I IT{NCCE) Planned
NSCLC ROSt Crizotinih  EAP Pizer completed | CRC HER2 Tmab+Pertuzumab | IIT (NCCE) active Sold tumor FGFR BGJ8 I Novartis completed
NSCLC  ROSTALK  PFOGA6382 I Pfizer completed | CRC HER? D820t I Daichi-Sankyo  active Solid tumor FGFR ASPS8T8 I Astellas completed
NSCLC NET capmatinb | Novartis active | CRC MET METtargetedag | ITINCCE) planned Solid tumor FGFR ET0%0 I Eisal active
NSCLC MET tepotiib I MerckSerono active GCIEC HER? DS8201a I Daichi-Sankyo ~ active Solid tumor FGFR INCB054828 I Incyte Corpo active Basket type study: summary
NSCLC MET AZDGMY I AZD active BTC HER2 DS8201a I ITNCC-Tokyo)  planned Solidtumor  EGFRIHERZ varltinih I Rslan completed
NSCLC MET Crizotinib 1 IT (Kyusyu CC) active Solid tumor HER2 DS8201a | Daiichi completed
NSCLC ALK LDK378 1 IIT {NCCE) active Solid tumor HER2 Ds8201a ] IT(NCCE) planned
NSCLC HER2 T-DM 1 IIT (OkayamaU) completed umbreIIa type StUd)'Z summary Solid tumor MSI-H Pembrolizumab ] MsD completed ﬁ%ﬂ 16 ﬂ? 10
NSCLC HER2  Traswzumab I IT(HokkaidoU)  completed Solidtumor  NTRK1123 LOXO-101 I Loro one active EfiFEA 4 Fim 7
NSCLC HERZ DSE0fa I Daichi-Sankyo active BRI Solidtumor  NTRK1/23R0S1  entrectinib | Ignyta active a3 2 Egh 3
NSCLC HER2 T-DM 1 IM(Kyushu U) planned ﬁ%ﬁ‘n‘ 14 &T 1 Solfdtumnr NTRK1/2131R051 DS6051b | Dal.ll:hl completed As-l- -
NSCLC KRAS abemaciclib Il Lilly completed Solidtumor  PIKIAKTImTOR TAS1T | Taiho completed AR
NSCLC  BRAF Dabrawmame I Novarts competed EfiEgia 14 E&m 14 Sofdumor  POKAKTMTOR  AZDSE3 | ADD active
NSCLC  EGFRex2)  AZDOZM I ITiKeiol) active A4 2 #fgwh 3 Solidtumor  PBKAKTMTOR ~ BYLTI9 I Bayer completed
SCLC  PBKAKTMTOR  gedatolish | IT(NCCE) active As 2 Solid tumor RO Brigatinib I IIT (NCCE) planned
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AR A RET vandetanib I EEEEREEFAE) 17 5% BEs

RN A RET lenvatinib Il Eisai 25 16% o On:::::tu::‘stDX Thermo-Fisher NSCLC multigene approved April 2018
FBREA A BRAF Dabra+trame I Novartis 57 63Y% EES . : :
' . °“°°G”l;:e ALy R"‘:“mfe’[‘;s's’ NSCLC ROS1 approved CDx May 2017
BRI A ROS1 Crizotinib Il Pfizer 121 1% EE b
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¥0EREADA  ROSIALK  PF0B463922 | Pfizer 8 4% HGE RASKET® VBL gl e R D Dec 2017
BRI A HER2 T-DM1 I EMEERE (FLX) 15 1%
MSI-H promega FALCO Solid tumor MSI-H approved CDx Sept 2018
$EMBRAA A KRAS abemaciclib I Lilly 0S: negative
B A MSI-H pembrolizumab I MSD 61 28% OncoBEAM™ RAS Sysmex CRC RAS (ctDNA)  In submission
IR
EFH A MSI-H Pembrolizumab I MSD m 38%
EFH A HER2 DS8201a [ Daiichi-Sankyo 24 43%  Phase Il BB

Yoh K, etal. Lancet Respir Med 2017. VelchetiV, etal. ESMO 2016. PlanchardD, etal. LancetOncology 2016. Goto K, etal. ASCO 2016.
ShawAT, et al: Lancetoncol 2017, Hotta K, et al. J Thorac Oncol, 2018, Le DT, et al: ASCO 2017, Doi T, et al Lancet Oncaol, 2017

7/ LoEREEICDELGER - BWREAEN OHERICRIREEFHSZT) BESADLEA




BE1) BERY/ LT—% (V7L T—ILRTF—%) HBEICLDHE

SCRUM-Japan DBE% ALEHT-LENRER - EARARDORE: 7HTIT7TOEH

O #f- A mRNORR [ %38 R £ 85 5% 0 Rt

FHLOIHEAD =X L - A RIRE DR R RETIRIERAA ARV BZET ML OFREMTRBBRORE
(ENATRRAT) (B K%E)

piom b —a 8
Investigational #1 pretreatment |»| #2 progression [ K
g?:g k_L___J‘L_pr'OL__L RET kinase (& standard error) Ko Ve kel % s m =
‘ W Pt ) ) SCRUM-J RUEGFREGTFERIINTS Supercomputer|= &%
- — 8 )
Widpe  1157:308 4625:38 53562139 fgfa‘x'%.. 515X 10+ apan RHRZET-I0E RARZEFH
Ne
5 ¢ y. 328x102
% 15% VR LD SoFmuat ©004117 049:208 652205 NI, 11810 e S
< i P T
y 10§E ¢ - G d SO04F mutant — g: \ i \
: ST Odtel R e W e e o ‘ NN
RN @ iy ! e e e Tt
g 5 : tHH Tt )% 800: [ PN ,'.‘ ] K
® s M 58 - (AL Ve “
00 o WA g3 o - ' O . .
o ___l_.__-..__‘.f H § . \-Fj F904 EGFR-Osimertinib -
rrr—m—rﬁ—rﬁ'ﬁ‘rﬂ‘rrr g%' 400 0 8 97
(;20) A !—g- P r Wildtype ATEY_YTSAReFOEA
el 8 __:‘ ! " pvaos 5922 Yoo L T
% m om % w L Vi, (v‘* 0% oo e N
d MANA (cONA) Genomic DNA [ATP] (uM) L) l" VSOG "P‘\ } ~_:? wmpw.’» g P
S [ BN
Bood i € Widtpe  SSO04F mutant " };"5‘ 904 i A i 25
—_— 9 .
(pre) (KD) § 9 6 OPPL 4 6 OPO (min) W w2, T,
A I oo
T HRHH 0 (Toa Ty} 'g » ad
w u L8 1R ] T LR}
oy » - )
o) | - P e ;_' PYSHET f?‘ .\;‘_ Q{t‘\

e HH

- Oy \
IR EGFREX20FARGTER T SMBBEIH Y H0simertinb) % X MEM T Fiak

"EGFRT Y)Y W AREFRRERT 5 MIBHBEAA AADNIORHLRE HIIEHR)
Nakaoku T, Kohno T, Goto K, et al: Nature Com, 2018 AZD9291 in EGFR exon 20 insertion mutations: AEX20

(201852 A ;RERRRIR M 20187 R & 3FAth RERRERM FIBHE)

Pretreatment Responseto  Progression on R
vandetan vandetanip (pro)




BERVERKYT /LT —2W)TIVT—ILET—2) HBIZLHHE

SCRUM-Japan DB (RWD)Z;EALT-1%¥ - EE  EABRD EFEHE

O FGFREEGFEEEN T SIFERAFEGER
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Fusion Amplification SNV

FGFR2fusion FGFR3 fusion FGFR1amp FGFR2amp FGFR1SNV FGFRZSNV FGFR3SNV

CRC, % 230 000 0.00 1.4 0.09 0.00 0.04 0.09
GC, % 141 0.00 0.26 0.00 2.54 0.00 0.44 0.00
BTC, % a5 0.4 0.96 0.48 0.48 0.24 048 0.00
Other GI, % 1383 000 0.002 0.01 0.00 0.0007 0.001 0.0007
Non-sqNSCLC,% 3004  0.10 0.03 0.33 0.03 0.00 0.00 0.00
SqNSCLC, % 52 0.0 0.19 249 0.00 0.00 0.19 0.00
SCLC, % 57 0.0 0.00 0.54 0.00 0.00 0.00 0.00

e el BTC with FGFR fusion cohort
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Kuboki Y, et al. ESMO 2017.
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Results of phase I( £48): DS82( SCRUM-Japan DB T DHER2ZZFAAE

Cancer CNV SNV
‘ ol ‘ Copy number 2 7 (Gain-of-Function)
Colorectal 2330 58 (25%) 28(1.2%)
X X Gastric 141 94(8.2%) 33 (2.9%)
Nk i II Esophageal 370 6(1.6%) 1(03%)
MY J l-i i i1 i :.”H Billary Tract 45 13(3.4%) 17 (41%)
{ ‘ .[:.uII'il | Pancreas 652 3(0.5%) 3(0.5%)
N i Liver 6 0(0%) 0(0%)
M | Appendix 13 0(0%) 1(7.7%)
wy h Anal canal a 0(0%) 1(24%)
S \ t R o " b B
Conjugation chemistry ’ \ T NET ] 0(0%) 0(0%)
Cysteielinked, atstes of al &30 LG P D e Others ] 1(1.1%) 0(0%)
inerchan dsfidebonds Payoed (X et Total 5279 175 (3.3%) 84(1.6%)
Exatecan dervative '.l
[ S— — u\ .
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N ——————— =
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O " {85%C) M (@083 @714

DolT etal LaneetOncol 017 1 ) 0. et ESNORIT,  ASCO2DB ot

PI: Taniguchi H & Yoshino T
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CURE a patient Gostroftestinal Cancer

Direct enrollment in the future only
by NGS after standardization of
various NGS panels* **

Fujii S, Yoshino T, et al, ASCO 2018, article in submission
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HER2-targeted therapy
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Extraction of HER? amplified patients

—Regstration for clinical trials

TRIUMPH
|Trastuzumab + Pertuzumab (n=25)| ‘ [ ]

| Trastuzumab + Pertuzumab (n=65) | SWOG1613

Trastuzumab + Pertuzumab ... ..)
* crossover from control arm

| Trastuzumab + Pertuzumab (n=??)—| Ggﬂgﬂ}ggh

| Trastuzumab + Lapatinib (n=27) |"”:RACI ES

| T-DM1+Pertuzumab (n=27) |

| Natural hi
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=) |

| Cetuximab + Irinotecan (n=65) |

| Real-world data (n=??)

MDAnderson
GaneerCenter

ASAN

I Real-world data (n=7)
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* RAS/BRAF wild: n=479

NCCHE
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Merging and modifying datasets
Combined statistical analyses
Create statistical analysis report
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Wit4 (n=2,000)

MLM Non Sq NSCLC

NGS Liquid Analysis by G360 }

EGFR ALK BRAF || ROS1 || HER2 | MET
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Multiple Clinical Trials of
Molecular Targeting Agents
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biopsy Arrival
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CRC cohort, N =1,000-1,500
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Trastuzumab + Pertuzumab
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CtDNA analysis

® Refractory to anti-E6FR, N =500 OKOniy

Non-CRC cohort, N = 1,001,500
# Gastric cancer, N=300
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© Esophageal cancer, N=150
® Hepatocellular carcinoma, N =100
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Linkoa Branch Taipei Branch

K Branch
Nuber of Beds: 3,148 Number of Beds: 170 Number of Beds: 975, Number of Beds: $47
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7 acute hospital (10,000 beds). ; =4
Nursing home (310 beds). %

v !
Cullurc village (810 units) .l |  Health and
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