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ADC | DS-8201: &iEEhEk FTIHDI—X 1 HERER, n=241 HER2EER A%

JI—X1ABRT 1>
© DoseescaationPatn

N
HNSTD

Breast cancer or gastric/GEJ adenocarcinoma* _

Administered IV Q3W RD 6 pts
6.4 mg/kg

Pharmacologically active level

- 32mgky | 3pis
7

| 16mgky | 3pts

<~ 2 Minimum effective level

-----l_-----------------
3 pts

Dose

« HER2 status assessed on archival

* Subjects in part 1 were not required to have HER2-positive (IHC 3+ or IHC2+/ISH-positive) tumors.
FTIH: First-time in Human HER2, human epidermal growth factor receptor 2; HNSTD, highest non-severely toxic dose; IHC, immunohistochemistry; ISH, in situ
hybridization; IV, intravenous; Q3W, once every 3 weeks; RD, recommended dose for dose expansion; T-DM1, trastuzumab emtansine.
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ADC | DS-8201: I AMREBIN—AS A h 5 DIERZHE/INE (5.4 or 6.4 mg/kg)

HER2EHRBRAD A HER2{EFRRAD A

Change from baseline (%)
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Change from baseline (%)

» Overall, 86.3% of subjects experienced tumor shrinkage
* Confirmed ORR* in the overall population: 49.3%

Includes subjects who had =1 postbaseline scan. Dotted lines denote 20% increase and 30% reduction in tumor size, respectively. * Confirmed response includes

subjects who had =2 postbaseline scans, had progressive disease, or discontinued treatment for any reason prior to second postbaseline scan.
Data cutoff for this analysis is April 18, 2018.
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ADC | DS-8201: M AfERIIEZE E/INE : (5.4 or 6.4 mg/kg)

HER2EHRBRAD A HER2{EFIRAH A

1-year 1.5-year

Change from baseline (%)
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Colorectal
NsCLC

Change from baseline (%)
Change from baseline (%)

» Overall, 86.3% of subjects experienced tumor shrinkage
* 91.5% of these subjects experienced shrinkage at the time of first imaging assessment at 6 weeks

Includes subjects who had 21 postbaseline scan. Dotted lines denote 20% increase and 30% reduction in tumor size, respectively.
Data cutoff for this analysis is April 18, 2018.
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ADC | DS-8201: HER2{EFHIRA D AICHIF B IEZ R
(BEFEDIHCARAI S —RICL D)
HER2%ZfliRRZREA—T v N BERE

SABCS*, Dec 2017 ASCO, Jun 2018
Confirmed ORR = 31.6% (6/19) Confirmed ORR = 50.0% (17/34)
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BEDIRE EHICEMERN S Uikt J D a/ae

* Modi S, et al. San Antonio Breast Cancer Symposium, Dec 2017.
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ADC | DS-8201: HER2EE(CH (I BHIEREIE:
NAR5YH-FhRICL DT HEM

In Vivo Bystander Effect of DS-8201a vs. T-DM1 after 14 days of treatment '

Control TDM-1, 10 mg/kg DS-8201a, 3.0 mg/kg
Co-culture of HER2+ and HER2- cells still Both HER2 + and HER2-
HER2- tumors in vivo persist are eliminated

"HER2-
Cells
MDA-MB-468 MDA-MB-468

1. Ogitani-Y et al. Cancer Science 2016; 107:1039-46.

HER2D:EIRN —N—ZTEFRI DI, bV AL—23F )V B A IO R (ST
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ADC | DS-8201: M ARERIBZNTERER (5.4 or 6.4 mg/kg)

HER2SHIRIH A HER2{EHIRE D A HER2SHIREN A Z0h A
N =111 N =34 N = 44 N =51

Confirmed ORR* % (n/N) 54.5% (54/99) 50.0% (17/34) 43.2% (19/44) 38.7% (12/31)
DCR % (n/N) 93.9% (93/99) 85.3% (29/34) 79.5% (35/44) 83.9% (26/31)

ORR in modified ITT**, % (n/N)  48.6% (54/111) 50.0% (17/34) 43.2% (19/44) 23.5% (12/51)
DOR

Median (95% Cl), months NR 11.0 (NA) 7.0 (NA) 12.9 (2.8, 12.9)
PFS

Median, (95% CI), months NR 12.9 (NA) 5.6 (3.0, 8.3) 12.1 (2.7, 14.1)
Min, max 0.5, 19.6+ 1.2, 19.6+ 0.7, 14.1+

* Confirmed response includes subjects who had =2 postbaseline scans, had progressive disease, or discontinued treatment for any reason prior to second postbaseline scan.
** Modified ITT population included all subjects who received =21 dose of DS-8201a at either 5.4 or 6.4 mg/kg, including those subjects who were too early to assess, but are
ongoing on study.

+ after value indicates censoring.

BC, breast cancer; Cl, confidence interval; DCR, disease control rate; DOR, duration of response; GC, gastric/gastroesophageal junction cancer; HER2, human epidermal
growth factor receptor 2; ITT, intent-to-treat; NA, not available; NR, not reached; ORR, overall response rate; PFS, progression-free survival.

Data cutoff for this analysis is April 18, 2018.
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ADC | DS-8201: 2147 0J71J)V (5.4 or 6.4 mg/kg) N=241

Overall
N = 241*

£ COHDTEAEs CEER TN TRIELUIZESSR) 238 (98.8%)
U — R 23 TEAEs 121 (50.2%)
R ICBSH&E UIZTEAES 235 (97.5%)
TU— I 23 ZH(CES&E UIZTEAES 101 (41.9%)

SETEAES 50 (20.7%)
BEIICRSE UIZEBTEAES 27 (11.2%)
TEAEs [CKBB8&EDIE 23 (9.5%)
TEAESIC K BFEL** 10 (4.1%)

* Included all subjects who received 21 dose of DS-8201a at either 5.4 or 6.4 mg/kg, including those subjects who were too early to assess, but are ongoing on study.
** Cause of death included pneumonitis (4), disease progression (2), interstitial lung disease (1), lleus (1), pneumonia aspiration (1), pneumonia (1),

TEAE, treatment-emergent adverse event ;858 R CRIBLICESSE

Data cutoff for this analysis is April 18, 2018.
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ADC | DS-8201: Special Interest®OB=Z3E%5 (5.4 or 6.4 mg/kg)

n=241
BEER 2TDIL-R JIL—k =3 - BREEEE (LFT, QTc, and
_ 47 (16,2 LVEF) (Z2A#9(CH L — RIHE
AST LS (b)) ( BEEREBOR TN
meeEyYLES 5 6 (2.5 . Faﬂg'riﬂﬂiﬁ%/ﬂﬂiﬂﬁﬁ(iﬂw
o (2:5) DFET-HIHHSNT

LBEQTHES
RIE AR
S

SEANCHIRIE

2 (0.8)
« EACHORITEL.7%T. B
12 (5.0) EIRRIEEH5N TR

8 (3.3)

16 (6.6)

1
ALT, PS5V « PR/ bSYRDT TS5 AST, P2INSFVBEP I/ BREr%EE SR, ILD, S MEHSE; LFT AF#EEIRE; LVEF, £ EERH 5 E
Data cutoff for this analysis is April 18, 2018.
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A ABEDT >V RRAT—T 2018*

HER2:@FIFIR (LEZB LN ADKI20%

£RHW
n=288,550

HR-/HER2+ HR+/HER2+

13.5% 6.8%

n=38,835 n=19,730

HR-/HER2-

12.5%

n=36,125

HR+/HER2-

67.2%

n=193,860

* Source: Decision Resources , inclusive of US, EU5, and Japan (Breast Cancer, Last updated, December 2017, CAncerMPACT (2017))



D ABREDSRRAT—T 2018*
HER2;BEIFHLHERUERFIOEHIER AN ADHI6A%

£RHW
n=288,550

HR-/HER2+

13.5%

n=38,835

,’-\

D hSky

HR+/HER2+

6.8%

n=19,730

HR-/HER2 Low

6.9%

n=19,869

HR+/HER2 Low

37%

n=106,623

* Source: Decision Resources , inclusive of US, EU5, and Japan (Breast Cancer, Last updated, December 2017, CAncerMPACT (2017))



A ABEDT RRAT—T 2018*

HER2{EFIRDI1— X35 ER T(FHRBZ E/HER2EFEIR(CTA—H R

S£BEN
N=288 550
HR-/HER2+
13.5%
n=38,835

6.9% 37%

n=19,869 n=106,623

|

IA=NA

HR-/HER2 Low HR+/HER2 Low

HR+/HER2+

6.8%

n=19,730
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* Source: Decision Resources , inclusive of US, EU5, and Japan (Breast Cancer, Last updated, December 2017, CAncerMPACT (2017))



ADC | DS-8201:[LEENMORBBRIOIS A o

HER2{&FIRZnon-oncogenic HER2FRBZRE N —h—EBTEREL. HER21EE%£E'{“9§ %"‘\ ﬁ%ﬁ% Daici Sy
FEMFBEILILATA>
2017 2018 2019 2020 2021 |

BHONARE Ph 1

HER2+ T-DMLAE&EBIEZNA Ph 2 | FOA Breakthrough designation

. HER2+ T-DM1 &I EFL N A
LA vs [EEMEIRAE Ph 3
70-)Ub HER2+ EES1EZLA vs T-DM1 Ph 3
| HER2(ESEH ERIEIERLIA Ph 3 |
=hA R s o 5~ ) B | REEEEISE
=P
e HER2+ BRESIEENA 200 54 vs FEEESAHR Ph 3
BEhS A HER2+XfEHA Ph 2
i
Kb A HER2+3E/)\ERR LR A, Ph 2

HER2+ERFESMHEZLNA BB A ZARILIYTHA Ph 1b

IO0/TKI HER2+ IO##HA Ph 1b

{HF HER2+ IOftF Ph 1b

HER2+ TKIf#F Ph 1b




ADC | DS-8201 (trastuzumab deruxtecan)hwJ=1—2X
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DESTINY-GastricO1

sHETROPivotaliztik & EHFORZFRCHITT B,
Breast HER2+ post T-DM1 SEDEIN B A — }b?wjﬁ&ﬂ*ﬁ

Breast HER2+ vs T-DM1
Breast HER2 low
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ADC | U3-1402: $iUWTHER3MAFEES A
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MDA-MB-453

Surface Bound MFI

U3-1402 & DS-8201: In vitro fHREAICHITZEE

FEERED > ATE(E

HER3EHER2DFEIRNHD.
U3-1402¢£DS-8201 M3 (CX LRz

15000 : 100
: m U3-1402
= DS-8201
12000 - 80 -
m [gG-ADC
¢ X
¢ c
- 0
9000 - = 60 -
« N
° T
. £
)
6000 - : 40
3000 - : 20
0 _J : 0
o &6\ voo : 05 1 3 6
& N \QO’ : Time (h)

12

10 -

dot/cell

- Next page

h'nd

—e—U3-1402
—e—DS-8201
—e—19G-ADC

2 4 6

Time (h)

DXd (pmol/0.5 mL/3.5x105 cells)

U3 1402053 VVATE LEVYVY — AADENE(C KD,
HERMEFEIZELANUCHEWTEH. ZIRBREIENRESNS
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U3-1402 & DS-8201: UYY—AADADCEHIZ W
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ADC | U3-1402: RE&RFH 1>

SERT YA >
- FEQEIRE%E

| Phasel |  Phase2 N ol e RV TR Ly s ey
" Dose escalation | Finding FiRnLIS I

— EELEICLOER. BAVATIENDS. FEE
SEBAAL

— ECOG PS 0-1

- FEFHMIMIEE

CLTITIVN e U3 1402002t BEtATTSS

4.8 mg/kg IV q 3 wk — U3-14020OMTD/RDEZW:29 %

3.2 kgIvq3 =
- B REHTEE

16 mg/kg Vg — U3-140208%01%/ ZEYENREZEHI IS

3wk
HE‘FEME’E
b, B0, R, BE. RUZOMBOBREIBIO

ASCO 2018 poster
discussion

ClinicalTrials.gov Identifier: NCT02980341 CTit(iM RICEZ:F'\"/

mCRM = modified continuous reassessment method; RDE = recommended dose(s) for expansion.
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ADC | U3-1402:/8FE T C=> 15%DEEICFHIR
UVEBEER, AEHIBEIT—X (Total N = 34)* 1,2

All Grades Grade All Grades Grade
Preferred Term N = 34 >3 Preferred Term N = 34 >3
Patients with TEAEs, n (%) 33 (97) 21 (62) ALTIERD 13 (38) 3(9)
ES 28 (82) 1(3)
=z]
MR/ M) RS 23(68) 10 (29) ASTISD 1338 309
BAEE 21(62) 2 (6) gmk 338 4(12)
BORMBD/BORIDEN 0 o o o7) Dpusie 1(32) 0
decreased/Neutropenia NI 11 (32) 2 (6)
B IMEBKEURL 18 (53) 6 (18) RS IBUREBIKKR S 10 (29) 0
&0t 17 (50) 0 BRI 9 (27) 0]
R 9 (27) 0

*Analysis set: Patients who received at least one dose of U3-1402. Percentage is calculated using the number of patients in the column heading as
the denominator.

TEAE = treatment-emergent adverse event.

Based on April 27, 2018 data cutoff.
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ADC | U3-1402:/8FE T C=> 15%DEAICFHINR
UDEBEER, AEHIEIT—X (Total N = 34)* 22

ZHDOTEAES(ZT L — R1KRU2THol

Preferred Term All Grades Grade

N = 34 >3 pere /ey
S— = S == L AP Y=L -1
Patients with TEAEs, n (%) 33 (97) AN(CYA) =
B7)VT I VINGE 8 (24) 0 - FH=HIRSHELIT OED
m o mEmmetiie
— M/)VREURA Gr. .4 mg/kg
ALP3& 6 (18 (0]
MBALPISAD (e _ /VRSR Gr.4 , ASTER Gr. 3, ALT L5 Gr.3 (161 8.0
EETS 6 (18) 0 mg/kg)
RER IR 5(15) 0 — ALTER Gr.3 (111 8.0 mg/kg)
RR=R (2 2 - MCRM method**(C L3R AMRICEIELTLAL
&A1 D AMYE 5(15) 309) i
° w (0)
e a— BRASERELREETLLH (32%)

*Analysis set: Patients who received at least one dose of U3-1402. Percentage is calculated using the number of patients in the column heading as
the denominator.

**Modified Continuous Reassessment (MCRM) using a Bayesian logistic regression model (BLRM) following the escalation with overdose control
(EWOC) principle

Based on April 27, 2018 data cutoff.

ALT = alanine transferase; AST = aspartate aminotransferase; DLT = dose limiting toxicity; Gr = grade; MTD = maximal tolerated dose; TEAE =
treatment-emergent adverse event.
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ADC | U3-1402: &%

. (<} 60 - . .
Best Percentage Change in Sum of = Percentage Change in Sum of Longest Diameters
Diameters From Baseline in Target 0
. Lesions* =
o 40 (®)
£ = :
= 20~ o
cé).’g -20 8
cQ . D
& -40 o —1.6 mg/kg
g -60 S —3.2 mg/kg
4= C .
5 ) |ORR**:15/32 (47%) [ D
- - —6.4 mg/kg
DCR**: 30/32 (94%) 5 e
c .0 mg/kg
o -120 -
0 10 20 30 40 50 60 70

WEES

*Analysis set: Efficacy evaluable patients with at least one scan. Baseline is defined as the last measurement taken before the first dose of study drug.
**Investigators assessment. For each patient, the best percent change from baseline in the sum of diameters for all target lesions is represented by a vertical
bar.

DCR = disease control rate; ORR = objective response rate.
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g—=31t ADC DXd 74./0%—:
HER2KZU'HER3 ADCs b NT DR DRERIER:
2016F¢2018FDF7—4

DS-8201 late-breaking ESMO 2016 U3-1402 ASCO 2018
AEEEJr—-X AEEEJr—-X
40
20.. ...............................................................
0
S .20 -

-40 -
-60 -
-80 -
-100 -

ORR**: 15/32 (47%)
DCR**: 30/32 (94%)

Maximum Change in Tumor
Size (%)

ORR:7/20 (25%)
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ADC | ITFVvAXITA=hARETTVISVI TR

ADCISUFvM X DS-8201 J3vJ3vI7Ptyh
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e PN

R¥S9)IVF=IJ | ENLIVEN J'S5tRHEEI I — X 35K ER
= E—a-fi]
- BEBIEEMIEE (TGCT)RENT. BARISHLL
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Staals et al. Eur J Cancer. 2016;63:34-40.

de Saint Aubain Somerhausen and van de Rijn. IJARC Press. 2013;100-103.
Tap et al. N Engl J Med. 2015;351:1502-1512.

Cassier et al. Cancer. 2012;118:1649-1655.

Gelderblom et al. Lancet Oncol. 2018;19:639-648.
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R¥S9)F=J'| ENLIVENEEZHEIAR :
RECISTIC LB IEZE it

25 - Placebo (n = 59)

| —

25— Pexidartinib (n = 61)

R .

Tl

% Change in Tumor Diameter
% Change in Tumor Diameter

-504 -50 4
-75- - -75-
-100- -100-
Treatment, n (%) Complete Partial Stable Disease  Progressive Disease Not Evaluable Overall Response Rate [95% Cl]
: .. _ 24 (39) [28.1, 51.9]
Pexidartinib n = 61 9 (15) 15 (25) 24 (39) 1(2) 12 (20) P < 0.0001
Placebo n = 59 0] 0] 46 (78) 1(2) 12 (20) 0[O0, 6.1]
*Baseline mean sum of the longest tumor diameters was 10.1 and 10.6 cm for pexidartinib and placebo,
respectively.
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Pretreatment

. . . . : Pexidartinib Placebo

Clinical Benefit Endpoints Baselz;\g)Mean (95% Cl) (95% Cl) P Value

Range of motion: +15% +6%

% normal reference 63 (23) (10.9, 19.2) (1.5, 10.9) 0.0043

PROMIS physical function scale: 41 0.9

Function on scale of 0-100; all 38 (6) ; i 0.0019
: (1.8, 6.3) (-3.0, 1.2)

population average = 50

Worst stiffness: -2.5 -0.3

Scale of 0 (normal) - 10 6 (2) (-3.0,-1.9)  (:0.9,03) - 0-0001

BPI worst pain response:

Response = >30% improvement 6 (2) 31% 15% NS

from baseline on scale of 0 (20.9, 43.6) (8.2, 26.5)

(normal) - 10
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Pexidartinib Placebo Pexidartinib
Liver Function, n (%) Part 1 Part 1 Crossover 800 mg/d
n =61 n =59 n =30
AST or ALT = 3 x ULN 20 (33) 0 4 (13)
TBili > 2 x ULN 3 (5 0 0
TBili > 2X x ULN and AST or ALT > 3 x ULN 3* (5) 0 0

*All were serious AEs with ALP > 2.5 x ULN.

- SADEBENHHEICBIELBESRTRFSAINF I ZIALE
— ABIIEVILEY EFEHSBEDIEBILEOBEEERT. 161375 R 5k
— ETORBECREUANY ME RESA)INFZT/EERIaNS 25 A URICRIE
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s TGCUMNOEMREB(CHIIHFERIOISL (n = 637)
- EERITE T FHIR
- EROEAZ DD 2151:
— 1651 ArtE (ELHA)
« REIH)INFZT1200 mg/d EXNTVEELEILOHE
— 1] ZET (FHARDAS)—Y)
« R¥IH)IF=T1000 mg/d
« RFIHIFZTRERIENS 25 B UAICAF SNSRI
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Quizartinib AMLNADEFAREE

BN/ HBEDFLT3-ITDEEDSHSAMLICENT, MikasS1EDdH S
{EFFERIELEBU T, FI TREFRUEZRULITI-A3ER

Late-breaking Submission

4. Acute myeloid leukemia - Clinical

EHA-4422

QUIZARTINIB SIGNIFICANTLY PROLONGS OVERALL SURVIVAL IN PATIENTS WITH FLT3-INTERNAL TANDEM
DUPLICATION-MUTATED (MUT) RELAPSED/REFRACTORY AML IN THE PHASE 3, RANDOMIZED,
CONTROLLED QUANTUM-R TRIAL

Jorge E. Cortes™ !, Samer Khaled?, Giovanni Martinelli®, Alexander E. Perl*, Siddhartha Ganguly®, Nigel Russell®, Alwin
Kramer’, Hervé Dombret®, Donna Hogge?, Brian A. Jonas'?, Anskar Yu-Hung Leung'', Priyanka Mehta'2, Pau
Montesinos'?, Markus Radsak'¥, Simona Sica's, Meena Arunachalam®®, Melissa Holmes'é, Ken Kobayashi'®, Ruth
Namuyinga'®, Nanxiang Ge'®, Antoine Yver'®, Yufen Zhang'®, Mark J. Levis'”

« 1/3 subjects with refractory disease, 2/3 with relapse )
within 6 months of first line treatment Late-Breaking Abstract

+ Quizartinib significantly prolonged OS in pts with R/R PIenary Session

FLT3-ITD-mutant AML compared with cytotoxic 20 ISEGH 16H
chemotherapy E’A"}‘l‘l ]m;ﬁ?%
» 249% reduction in risk of death (95% c10.58-0.98; stratified log-rank test, 1- ZUI_? >\ Z I\“Jair\}l'b

sided P=0.0177).
* Median OS was 27 wks (95% CI 23.1-31.3) vs. 20.4 wks (95% CI
17.3-23.7)

« Safety profile appears consistent with that observed at similar
doses

+ Demonstrates value of targeting the FLT3-ITD driver mutation
with a potent and selective FLT3i.
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20254 FTIZ. Cancer Enterprise(d33ARDIFICEDVWTHFAZY-RIZIT(IA
tRfEEE D EDFEV 7 DOFAREEYIZEIR IS (FER. L. N—ybhr7ItX)

BIC & FIC*MADCT FRBEHOHMMED A RENBYSLIJAT
AX—NABBEOU-4Y—-th3 | IS5UFvAA%ZMHITS Y-S —-ti2d

- BEFEDAY—PMChemo « FLT3RIAYMCHITS « RAM IISADFRIEE
K hIAUADEAIE y—5— W, FEBT7— AN 55
| 2OWMIEHI 2% * MOADH
- RiHRAY—BMChemo®d « FLT3EIAY MEEBR A 1LY DR
BaS X
- SIS ADMEEILATS
. BRIENBAT— MAREO . AMLERBARIEX S OAEAZ
e

70D EEVNZSERIIC
AR AR M EANEF — AN
INTNOFHULEM TIREEAR (SOC) 2EEIS

*BIC : Best in Class. FIC : First in Class
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Care. Compassion. Science.
It's Our Obligation.
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TEL: 03-6225-1126 ($EREFREDERR)
03-6225-1125 (%A TIGZREFREDEHR)

Email: DaiichiSankyolR@daiichisankyo.co.jp
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