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Antoine Yver
Global Head Oncology R&D
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DS-8201 DESTINY-GastricOl »

Daiichi-Sankyo

A T NEW ENGLAND
. JOURNAL of MEDICINE
Trastuzumab deruxtecan (T-DXd; DS-8201) in
patients with HER2-positive advanced gastric or
gastroesophageal junction (GEJ) adenocarcinoma:
N = ORIGINAL ARTICLE
A randomized, phase 2, multicenter,
open-label study (DESTINY-Gastric01) Trastuzumab Deruxtecan in Previously
Kohei Shitara, Yung-Jue Bang, Satoru Iwasa, Naotoshi Sugimoto, Min-Hee Ryu, Daisuke Sakai, Treated HERZ—Positive Gastrie Cancer
Hyun Cheol Chung, Hisato Kawakami, Hiroshi Yabusaki, Jeeyun Lee, Kaku Saito,
Yoshinori Kawaguchi, Takahiro Kamio, Akihito Kojima, Masahiro Sugihara, Kensei Yamaguchi K. Shitara, Y.-J. Bang, S. Iwasa, N. Sugimoto, M.-H. Ryu, D. Sakai, H.-C. Chung,
H. Kawakami, H. Yabusaki, J. Lee, K. Saito, Y. Kawaguchi, T. Kamio, A. Kojima,
M. Sugihara, and K. Yamaguchi, for the DESTINY-GastricOl Investigators*
On behalf of the DESTINY-Gastric01 investigators

https://www.nejm.org/doi/full/10.1056/NEJM0a2004413
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DS8201/TrastuzumalDeruxtecan ‘.
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DESTINGastricOl

An openlabel, multicenter, randomized phase 2 study

Primary endpoint
R Primary cohort (HER2 positive [IHC 3+ or IHC 2+/ISH+])
E - Progressed on trastuzumab-containing regimen * ORR by ICR
A T-DXdlF. FIHERFUA, GIHFFTAERT b ”  Tomn=izs) Secondary
— . - N " ; 4 mg/kg, 3-week cycle endpoints
INRTFRR—=ZADI>H—, BKV Patients I Physician’s choice . 0S, DOR, PFS,
|\/—|—</]’ Vi >( =5 _tlﬁﬂ_&;‘éﬁu&/]’ []— |\ * HER2-expressing S irinotecan or p confirmed ORR,
- e advanced gastric or GEJ T safety
MSIRDTAEEMESH adenocarcinoma _
o 59 IR SRS LG A Exploratory cohorts (HER2 low)
N AT o : o - Anti-HER2 treatment naive
A HERZ%' |$ B 73\/\13:_) cl:UﬁL B EI:H = EIBD\ I;;li?:;?::ﬁ:ﬁ\gégfme T _ Cohort 1: HER2 (IHC 2+/ISH-)
ABEAMINZIT TR E UIZSH1AHEKBR(CH c') ——
— h :
LT, T-DXd 5.4%(36.4mg/kg DIE 5 (C  E— e N (=20}
A: D. ORR 43.2% PFShR1ES.6:0 8%

*OS was a key secondary endpoint to be statistically evaluated hierarchically if the primary endpoint was statisticallficsighi
a L“(NCT0256490G) (Familywise type | error was controlled at 0.05 for ORR and OS)

A DESTINYGastricO1(NCT03329690DE &

18715 = HAEA{L(T-DXd n = 125. PC n =62
Trh— hDRERERE ( " n=82)

HER2 IHC 3 CTH A EZ76%DEE ICH VN THER
L BEEORPIRYEL2 (ZEFH:2~9)
SEEFREEAFY > 86%. TASILNYT72%. H1PD1/-PD-L133%

T—5HY hATER(2019F11H8H) T, T-DXoE¥ & PQERMEIR )& D
BED22.4%E 4.8%6h B Z Mk

To o Do Do o

1. ShitaraK, et alLancet Oncol2018;19:143#48.
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: ORR

Best Percentage Change from Baseline in Tumor Size

80 -
T-DXd(n = 119) PC (n = 56) 60 - 3
40 T-DXd
ORR by ICR 51.3% (n = 61) 14.3% (n = 8)
(CR + PR) 95% Cl, 41:80.5;P< .0001 95% Cl, 626.2 52
Confirmed ORR by ICR 42.9% (n =51) 12.5% (n = 7)
(CR + PR) 95% Cl, 33:82.3 95% Cl, 5:24.1
CR 8.4% (n = 10) 0
PR 34.5% (n = 41) 12.5% (n = 7)
SD 42.9% (n = 51) 50.0% (n = 28) 80
PD 11.8% (n = 14) 30.4% (n = 17) 60
Not evaluable 2.5% (n = 3) 7.1% (n = 4) 40
Confirmed DCR 85.7% (n = 102) 62.5% (N=35)  °
(CR + PR + SD) 95% Cl, 78:91.5 95% Cl, 48-35.1 ° 20 |
: : 11.3 months 3.9 months 4o
Median confirmed DOR 95% CI. 58IE 95% Cl. 3.8.9 -gg i
-100 -

LyOf dzRSa RIGE F2NJ GKS NBalLlyasS SoOltdadofsS aSdy FAYSNFYReNAI BRRAPKHASY (NG RHNBABDOES OBRA XIMAa KRR a6A¥ES &
and had measurable tumors based on independent central review at baseline. baseline and postbaseline target lesion assessments by independent central review in both treatment arms.
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DESTINGastricO1 -
Overall Survival ProgressioAFree Survival
Events/n Median Events/n Median
I 12.5 months I 5.6 months
T-DXd 62/125 bl T-DXd 731125 (95% CI, 4-8.9)
— t Kéaro 8.4 months 100 - — t K&aA 3.5 months
100 choice 39/62 (95% Cl, 6-:90.7) choice 36/62 (95% Cl, 2-2.3)
90 - HR, 0.59 (95% CI, 0-B988) %07 HR, 0.47 (95% CI, 0-8171)
w0 oo P=.0097 80 -
! 6 LINB & LISOA-FlemBiR h Q. MR Sy
70 - . boundary,P=.0202) ]
B{ 60 - 66.4% i § 60 -
g o . : E 50 -
E 40 - § 40 -
g 30 - ! i %" 30 1
20 - ® 20
10 _ i i L 10 '
0 T EI T i T T T 1 0 T T T !
0 3 6 9 12 15 18 21 24 0 15 18 21 24
No. at risk Months No. at risk
T-DXd 125 115 88 54 33 14 7 3 0 T-DXd 125 82 35 20 12 5 3 1 0

PC 62 54 37 19 10 2 2 0 0 PC 62 19 5 0 0 0 0 0 0
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T-DXd PC
Nausea TEAES associated with: GRS (n = 62)
Neutropenia Drug discontinuation 15.2% 6.5%
Decreased tit
> Aa ppe.l ’ Dose reduction 32.0% 33.9%
nemia
Thrombocytopenia Dose interruption 62.4% 37.1%
WBC decreased
elaise A SRERZRICBEIE U f2 i (C K B FET-HIH T-DXBE(C
Diarrhea 1451, E=EmEIREE T (Lofl
Vomitin
Conctoaton TOXd PC A ogm@EE(C, MITHESERICLDHTEEN
N orade L% = e 7= T-DXd(Z BSE U = ILD/Rfi R FIR,(9.6%)
Aloypecia A WFEE TORRIIE(G84 50 EE. 36~638H)
o AXRFMNTL—BR1IFZ(E2 3PIDTL— 1.
atigue 6BlDTIL—K 2, 26lDTL— K3, 1T — R
Lymphopenia 4, JL— R57120)
0 10 20 30 40 50 60 70

Patients, %
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(T-DXd; DS-8201):
DESTINY-Lung01

Egbert F. Smit, Kazuhiko Nakagawa, Midd&kgasakaEnriquetaFelip Yasushioto
Bob T. Li, Jose M. PachedaruyasuMurakami, Fabric®arles] AndreasSaltos
MauricePerol HibikiUdagawa Kapil Saxena, Ryota Shiga, Ferdinand Guevara,
Suddhasatta Acharyya, Javad Shahidi, DRMdchargPasiA. Janne

On behalf of the DESTINMingO1 investigators




DS8201/TrastuzumalDeruxtecan 1?
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DESTINY-LungO01

An openlabel, multicenter, phase 2 study (NCT03505710)

A YIBRAEE/ iS4 IFR T LR Cohort 1 (n = 42)
JE/INHRERHAN A » HERZ&IR (IHC 3+ or IHC 2+)
A RERTECHESR - #8
Cohort 2 (n = 42
A HER2 HER2 2 ’ ° ;*ERZ;L‘% )
A Pan-HER TK& [ < HERZRAY T-DXd6.4 ma/ka a3
BOEREIL U R

:2019 11 25
A MY P RFEE(CKXDEEORR A J7/R— R20D45.2% 19/42 (3B EZ HikGT

A 54.8¥hRIEETRD ., FEIERBEITEEESESR
(CLKBDED ZFNTN21.4%

aBased on local assessment of archival tissue.
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DESTINYung01 HERRIutated NSCLC bl

Patients
(N =42)

Age, median (range)ears 63.0 (3483)
< 65 years, % 59.5
Female, % 64.3
Region, % 35.7/31.0/33.3

Asia / North America / Europe
ECOG performance status 0/ 1, % 23.8/76.2
HER2 mutation, %

Kinase domain 90.5
Extracellular domain 4.8
Not reported 4.8

Presence of CNS metastases, % 45.2
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DESTINYung01 HERRIutated NSCLC bl

Median prior lines of treatment: 2 (range,-f)

Patients
Prior Treatment, % (N=42)

Platinum-based therapy 90.5
AnticPD1 or¢PDL1 inhibitor 54.8
Docetaxel 19.0

A 3 patients received prior poziotinib, 2 receiveftinib, and 1 receivednobocertinib
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DESTINYung01 HERRIutated NSCLC bl

Patients (N = 42)

61.9% (n = 26)
(95% Cl, 45.69%6.4%)

Confirmed ORR by ICR

CR 2.4%(n = 1)

PR 59.5% (n = 25)

SD 28.6% (n = 12)

PD 4.8% (n = 2)

Not evaluable 4.8% (n = 2)
Disease control rate 90.5% (95% ClI, 77.498.3%)
Duration of responsemedian Not reached(95% CI, 5.3 monthNE)

PFSmedian 14.0mo (95% CI, 6-44.0 months)
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DESTINYung01 HERRIutated NSCLC bl

n=39%

Best% Change From Baseline
in Sum ofDiameters

Based on independent central review. Baseline is last measurement taken before enrollment. Shown is best (minimum) pegeeibohbaseline in the sum of diameters for all target lesions.
a20ne patient was missing a baseline assessment and 2 additional patients were missingsetiae assessments.
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DESTINYung01 HERRIutated NSCLC bl

ProgressioAFree Survival (N = 42) Overall Survival (N = 42)
Median: 14.0 monthg95% ClI, 6-44.0) Median: Not reached9s% ci, 11-8IE)
1007 100
S o0 2 80
= =3
3 607 L 60
o g
T s
g 40 (7—") 40
S :
4 g
£ 207 ©
0_ 0_
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Months Months
No. atrisk No. atrisk
42 39 35 34 29 25 17 12 5 3 3 2 1 0 42 42 41 40 37 35 33 30 22 13 9 7 5 4 2 0

aPatients were censored if they discontinued treatment; the median is estimated by Kiglian analysis.
Median followup, 8.0 months (range, 1-84.2 months). Dashed lines indicate upper and lower 95% CI.
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DS8201/TrastuzumakDeruxtecan ‘.

AL
DESTINYung01 HERRIutated NSCLC )
Patients s H 255 1] -
e e o MERMIDRERT 760 F BT
Any TEAE 42 (100) o
Drugrelated 42 (100) ABEENELTBIREL<HSNE
91 9 J RS 27 (64.3 0 0
¢ DrLgrelaé'dN RS % o 27 §5421.4g TEABELIR S5 (11.9% ) KUEIM(9.5%)
Serious TEAE 14 (33.3) A5t EnE - 3’5?15 %< H5
Drugrelated 7(16.7) NIZTEARS, G HRBRERAIN (19.0%H5
Dose adjustments J:Uﬂﬂi,u/’“r(ll%)“
TEAE associated witliscontinuatiort 10 (23.8) _
Drugrelated 8 (19.0) ABETACES ETEARERRIRUEEE (S
TEAE associated with dose reduction 16 (38.1) 5{§|J_C L \TJHZB; }? ctODF;'-'sEJ Efd L/
Drugrelated 16 (38.1)
TEAE associated with dose interruption 25 (59.5)
Drugrelated 20 (47.6)

aRelationship to study drug was determined by the treating investigatach of the following TEAEs was associated with treatment discontinuation: pneumonitis (n=4), delirium, ILD, diarrhea, diseas
progression, ejection fraction decreased, weight decreased (n=1 €adbAEs occurring in > 2 patients are listégthch of the following TEAEs was associated with a fatal outcome: seizure, delirium, dise
progression (n=2), and pneumonia (fungal).
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DESTINYung01 HERRIutated NSCLC bl

15%

Nausea

Alopecia

Anemia
Decreased appetite
Neutrophil count decreaséd

Vomiting
Diarrhea
Weight decreased
Constipation Patients (N = 42)
Fatigue Grade 1 or 2

WBC count decreasec DN} RS Xo
AST increased

Malaise
Lung infection

Pyrexia

0 10 20 30 40 50 60 70 80 90 100

ap LI GASYyda KIR FSoONARES ySdZiNRBLISYALT 3INI RS xo ySdRatients (Qo)2dzyi RSONBI &SR Hc dwl: d
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ILD '

DESTIN¥Yung01 HERRIutated NSCLC

All Patients (N = 42)

Grade Any Grade/
n (% 1 Grade2 Grade3 Grade4 Gradeb5 Total
Interstitial lung disease (02 5(11.9) 0 0 0 5(11.9)

A BEREEEENCKDIBESNIZILDRIRZE COHIRIPIME(FS6H &iF:41~255H

A 44385 HIFL. 18 (3RS

A £ TOERENRTOA RBEEZSIT

A 2&(FEE. 1Z(IEEIELUENEEREDD. 1&EEIER. 1&(FT—FHY bA TS TRENE
A COOR— FTIET L — REDILDIFERH SN TLVRL)

Drugrelated; ILD was determined by an Independent ILD Adjudication Committee based on 44 preferred terms.
a1 additional case of potential grade 1 ILD is pending adjudication.
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HER2
(T-DXd; DS-8201)
2 :
DESTINY-CRCO1

Salvatore Siena, Maria Di Bartolom&anwalRaghav]oshikiMasuishj FotiosLoupakis
HisatoKawakamiKenseiyamaguchi, Tomohimdishing Marwan Fakih, Elertalez
Javier Rodriguez, Fortunafardiellg Kapil Saxena, Eriko Yamamoto, Emarjola Bako,
YasuyukOkuda, Javad Shahidi, Asgbthey Takayuki Yoshino

On behalf of the DESTINYRCO1 investigators
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DESTINY-CRCO1

An open-label, multicenter, phase 2 study (NCT03384940)

T-DXd 6.4 mg/kg g3w
Cohort A (n =53)

AR A EE MMDAVA 20 YA 4712 A, AiM1inAT AN
AHERZEIR(FRERHEER AYMAIN"& “iMvnaBy ~ ¢ Ynud©
ARAS/IBRAEJ )L R
A 2FBE_E DREE CohortB (n=7) §
AFTHERFI DHTAR(LE] HER2 1 HC 2+/1 SHI
A RAES R B DB X (355, \ D5 Cohort C (n = 18

SBAEHRI "HER? ||(4(: 1+ )

:2019 8 9
A J7R— FﬂCBLTZDZETLqJQQ%ﬁ(ICR) A 38.5% (30/78)1" JATE & flA %t
(C KX DHEEORR A 615967 1E L. E(CERBET(41.0%P LT

ERPRBVIEETT(9.0%)

PRESENTED BY:




DS8201/TrastuzumalDeruxtecan ¢y
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DESTINCRCO1 -

HER2+ Cohort A All Patients

(n = 53) (N = 78)

Age, median (range), yeers 57.0 (279) 58.5 (2779)
Female, % 52.8 47.4

Region, %
Europe / Asia / North America

ECOG performance status0/1/2,% 69.8/30.2/0

52.8/28.3/18.9 52.6/32.1/15.4

62.8/35.9/1.3

Sum of target lesions, median, cm 8.4 8.8
Primary tumor site, left / right, % 88.7/11.3 89.7/10.3
Microsatellite stable / unknown, % 81.1/18.9 79.5/20.5
RAS wild type, %¢ 98.1 98.7
BRAF wild type, % 100 98.7
HER?2 status, %

IHC 3+ / IHC 2+; ISH+ 75.5/245 51.3/16.7

IHC 2+ / IHC 1+ 0/0 25.6/23.1

aLeft: rectum, sigmoidal, descending; Right: cecum, ascending, trans\Byslecal assessmefitl patient had an

NRAS mutatiorf. By central assessment. Sums may not total 100% due to rounding.
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AR
DESTINCRCO1 -

Median prior lines of cancer treatment: 4 (range;12L7

HER2+ Cohort £/  All Patients

Prior Treatment, % (n =53) (N=78)
Irinotecar 100 100
Fluorouracil / capecitabine 100/ 54.7 98.7 /53.8
Oxaliplatin 100 100
Cetuximab or panitumumab 100 98.7
Bevacizumab 75.5 79.5
Prior anttHER2 agents 30.2 20.5

A Prior anttHER2 agents in Cohort A included pertuzumab (24.5%), trastuzumab (22.6%),
T-DM1 (5.7%), lapatinib (5.7%), antatinib (1.9%)

aIncludes all prior treatments in the adjuvant and metastatic settings.
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DS8201/TrastuzumalDeruxtecan ¢y
AR
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HER2+ Cohort A (N = 53)

Confirmed ORR by ICR  45.3% (n = 24(p5% ClI, 31.6%9.6%)

CR 1.9%(n = 1)

PR 43.4% (n = 23)

SD 37.7% (n = 20)

PD 9.4% (n = 5)

Not evaluable 7.5% (n = 4)
Disease control rate 83.0% (95% CI, 70.294.9%)
Duration of responsemedian Not reached(95% CI, 4.2 monthYE)

apatients were missing postbaseline scans.
Median study duration, 5.0 months (range, €.6.5 months). There were no confirmed responses by ICR in Cohort B or C.
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5

HER2+ Cohort N =53)

56868 c8s88

| |
Baseline 2

% Change irsumof Diametersfrom Baseline
~
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S

Time (Months) from First Dose of Studyrug
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DS8201/TrastuzumalDeruxtecan ‘?

A,
DESTINCRCO1 -
ProgressioAFree Survival (N = 53) Overall Survival (N = 53)
Median: 6.9 months Median: Not reached
(95% Cl, 4:NE) (overall 95% ClI, 0.74E)
100 1007
_ _\——\_‘_HL'—
g 807 g 9] —_—
%3 60 E 60 L
o @
S @ B 407
i &
2 201 207
a
0 o
0 1 2 3 4 5 6 7 8 9 10 b I2 I4 ES I8 1IO ].IZ
. Months ] Months
No. atrisk No. atrisk
53 50 42 35 33 21 11 7 6 2 0 53 49 42 23 14 4 0

Median followup for OS was 5.4 month (range, -IL2.8 months).
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DESTINCRCO1

Type of Adverse Event, n (%0)

(n =53)

HER2+ Cohort A All Patients

(N = 78)

DS8201/TrastuzumalDeruxtecan 1?
L A v.:

Any TEAE 53 (100) 78 (100) e A P oME
¢9!9 3IANIRS xo0 32 (60.4) 48 (61.5) i B 35 EFHE1~11
Drugrelated 27 (50.9) 38 (48.7) TR 7 R (& )
Serious TEAE 18 (34.0) 26 (33.3) N: 2= ST AT [— WAIN:
—_ * Kf = N N
TEAE associated with discontinuation 5(9.4) 7 (9.0) BHERZ 7R l\A_CHﬂiA(n 1)3:‘) KO
Drugrelated 2 (3.8) 2 (2.6) ILD (n =1)
TEAE associated with dose reduction 11 (20.8) 15 (19.2)
Drugrelated 10 (18.9) 14 (17.9)
TEAE associated with dose interruption 20 (37.7) 27 (34.6)
Drugrelated 15 (28.3) 19 (24.4)
Death
TEAE associated witleath? 5(9.4) 7 (9.0)
Drugrelated 2 (3.8) 2 (2.6)

TEAE, treatmen¢mergent adverse eventRelationship to study drug was determined by the treating investigafeach of the following TEAEs was associated with a fatal outcome: sepsis, meningism,
disease progression (n = 2), general physical health deterioration (all unrelatddXd,Tinterstitial lung disease, and pneumonitis (both related40Xg.
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DS8201/TrastuzumalDeruxtecan "

DESTINCRCO1 s
15%
Nausea
Anemia All Patients
Neutrophil count decreaséd (N =78)
Fatigue mGrade 1 & 2
Decreased appetite mDN)} RS xo
Platelet count decreased
Vomiting
Diarrhea
Alopecia
Hypokalemia
WBC count decreaseg
0 10 20 30 40 50 60 70

Patients (%)
aDNJ RS %0 YSdziNBLIKAEf O2dzyi RSONBI &SR Hp®dc:T y2 LI GASyidia KFR FSONRES ySdzZiNRLISYAl @
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DS-8201/Trastuzumab Deruxtecarnd By
CATA
DESTINCRCO1 -

All Patients (N = 78)

Any Grade/
Preferred Term, n (%») Gradel Grade2 Grade3 Grade4 Gradeb5 Total
Interstitial Lung Disease 0 2 (2.6) 1(1.3) 0 2 (2.6) 5 (6.4)

Among the 5 total events:
ASERRE(EERD (C K D IR SN TZFAE R T OEARI A SUE(E80H (EEE 22~ 132)
AT L — R2LEDILDEESHIFSFIC T)LFIRX0O4 RZEHRES
A2 B8, 12N EEE T (REEITICK DIEL). 28N T
AR 2BID S5, FREIF40~126HT. LWINEBEED—RELULTRATO RZEKRS SN,
ZI1&6~18H TIET

Drug related; ILD was determined by an Independent ILD Adjudication Committee based on 44 preferred terms.
was reported after the data cutoff. This case was adjudicated after data cutoff as drugrelated ILD.
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VAT TERDTEDIEECKDME

£ DS-8201
s 17 =R 43
2 “ J ‘ ? 1/0
E I/0
(FARSTRAEDERIDAZT 4> ( ) BHRAERER(C

DS 8201 1/k— & )

a7



DS-8201 so0mermE

FY2020 FY2021 IRET
E Ph3721/\Z b
LA Ph 1/2 $4F )
HER2+ Ph3/RX ~ RAT7Z2 /(> b )
Ph 3 1L B/ fF )
RATZ2)\ b )
© PRIRR R AT S/ b
=LA BEGONIA &)L/ UL J4H, TNBC) E PR3RATZ2/ b
HER2 Ph1 fF )
EFIR Ph3 1LEH| (bLFEEFIRIGE) )
Ph3 1LEE] () \-1 U X2) )
E Ph3 HER2+ 1L
BHA Ph1 DESTINYGastric03 (2L/1L) )
Ph3 HER2+ 2L )

20204 EXHR(CRIN T DEMERISIUFIAIN—RATHRR
_ _ _ 20205 FHHA(CRIIn I iR (E—3 FHHEIWH L DFRR 48
Ph 3 ongoing Ph 2 ongoing Ph 1 ongoing New ) 2021 FE (CHIIE T DBRE—R2021FEVDH K DFRR
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FY2020 FY2021 FRET R
¢ Ph3 stage lIf#F
HUDSON & 1)L/ VUL~ T H4H)
Ph3 HERZERE1L )
NSCLe Ph1 HER2+H )
Ph3 HER2+ 2L )
Ph3 HER2+ 1H}HFE )
- E Ph3 2LA#A
j(ﬂ’/i Ph2 3L$§|J E Ph3 1L'f#}5ﬁ
A E Ph3adjuvant {HF3
Ph1/2 3L A )
RV TR @LDA. BB A) E Ph2BRRA A BRI/
RALATOVARYTHA FLH A, NSCLC
Z At Y )
Ph2 HER2+H* AAERID T )
Ph2 HERZE N'AFERINT )

_ | | 20204 T HHAICRIAT BHIRE—E TRBID L DER 4o
Ph 1 ongoing New ) 20215 E(CRItAT BB — 22021 EENDLDEr




DS-8201 (SARSCOV2DE/ &% S |+ ZTHREMESH D) U

DESTINY-Breast02 | HER2 A AR N RUT > ORIEERNT(Z
vs EAE /R 2021 FHEA R FE
DESTINY-Breast03 |HER2 A AR~ RU D> O RIARMT
vs T-DM1 2021FE _FFHEiZFFE
DESTINY-Breast04 | HER2 A AR ~RUT > OREERNT(Z
vs 1Z24EJBE 2021FE F AR FE

I/0

IH1E, 720l0EE =, Thigzzxl— RIBRE A SERESNDIFEETT—F%
FTwIOMRA > SEEH GRS T28G) &D HRERTTE

J1-A" 1 HAEER (&R (ML KRO/R— <Z64451)
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O Daiichi—SankyO Care. Compassion. Science.

’ It’s Our Obligation.
cancerenterprise

EITEIENRRAI D A BB Z X & U JZ trophoblast cell -

surface antigen 2 (TROP2 HUAZEYIESIADS 10620
J 1T —X1IGBR(ICH T DHEEME - BRI/ (—

— \\ —

__—-_---‘—__4—‘__,_-—-

Aaron E.Lisberg, Jacob M. Sands, Toshio Shimizu, Jonathan Greenberg, Penny Phillips, Ferdinand

Guevara, Takahiro Jikoh, Tadashi Toki, Fumiaki Kobayashi, Alexand8pira, Noboru Yamamoto,
Melissa Johnson, FundaMVeric-Bernstam, Kiyotaka Yoh, Edward BGaron, Rebecca S. Heist

On behalf of study investigators




DS-1062 O

AT - ERREIR VISR AR E ZWRE UTe. DS 106208 AMEMTD). Z2MH.
FYNENRES KONEMEOFHME (NCT03401385

EEECCTEEN aaaaan) I

A18 () 20 ()
4mgkg50  Gmghkg 50 Bmglkg
a0

SHEOERICKDBER - #attokE

(REEENRNEE)
ECOGPSO1 A 2DOIBNANEE « R L. FA40
RECISW1.1 (C K DBAIEN ATHEIMEER BHVER
(A TROP2 )
TROPZDHET(CEL CL hOANRY
T+ JCDT DIZHIEERIDIESE

i )

aThe 4.0 mg/kg and 6.0 mg/kg dose levels are being further evaluated for safety and efficacy. )
ECOG, Eastern Cooperative Oncology Group; MTD, maximum tolerated dose; NSCLC, nasmall cell lung cancer; PS, performance statusRDE, recommended dose for expansion; RECIST, Response

Evaluation Criteria in Solid Tumors; TROP2, trophoblast celsurface antigen 2; Q3W; once every 3 weeks; US, United States.
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E =5y kAT

Characteristic
Sex, n (%) (2020E3H4H)iF D
Female 66 (48) 8 (67) 8 (40) 37 (49) SSEHAR thoiE -
Male 72 (52) 4 (33) 12 (60) 39 (51) ~
Median age (range), y 63 (28-84) 64 (38-76) 60 (47-75) 64 (31-84) Z-U_’I/ 0) I/(l 21)
counry. n (%) E  25%I(33% 5l
United States 110 (80) 11 (92) 16 (80) 62 (82) - ,
Japan 28 (20) 1(8) 4 (20) 14 (18) 22%| 3=
ECOG PS, n (%)
0 25 (18) 4 (33) 3 (15) 14 (18) E  59%(aEzElE
1 113 (82) 8 (67) 17 (85) 62 (82) g S 4=
Prior Line of therapy,© n (%) (ﬁ%ﬁ'f—'rsj'%)
1-2 51 (37) 6 (50) 8 (40) 29 (38)
>3 87 (63) 6 (50) 12 (60) 47 (62)
Previous systemic treatment, n (%) 137 (99) 12 (100) 20 (100) 75 (99)
Immune checkpoint inhibitors 121 (88) 12 (100) 16 (80) 66 (87)
Platinum 126 (91) 11 (92) 18 (90) 67 (88)
TKls 31 (22) 3 (25) 4 (20) 13 (77)
EGFRalterations, n (%) 22 (16) 0 2 (10) 13 (17)
ALKfusions, n (%) 3(2) 1(8) 0 0

apatients may have received more than 1 previous systemic treatment; 1 patient did not have a record of prior systemic treatment as of data cutoff date. PIncludes
patients at all dose levels.cPatients may have received more than 1 previous systemic treatment. One patient did not have a record of prior systemic treatment.
ECOG, Eastern Cooperative Oncology Group; PS, performance status; TKI, tyrosine kinase inhibitor.
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Daiichi-Sankyo

E  MTD:8 mg/kg Patients treated with DS-1062
(10 mg/kg T2{IDDLT: LHAFED be=oed
RIEL [grade 3], DARIA 145 TEAE in > 15% subjects All grades, n (%) Grade 23, n (%)
[grade 3]) Any TEAE 129 (94) 62 (45)
E TEAEE:J:D?WJ (5%) 73\\ TEAEs in O15% of patients, by preferred term
Ju Nausea 60 (44) 0
DS 10620571k Fatigue s (41 ‘o)
E 206 (15%) DEER Stomatitis 47 (34) 4(3)
ﬁ%%& Alopecia 46 (33) 0
Vomiting 37 (27) 0
E  SAEICEEUZILDEH Decreased appetite 31 (23) 0
TE=J=D(384] (5.8%) Infusion-related reaction 29 (21) 0
(145 grade 1, Anemia 26 (19) 4(3)
A15)] grade 2 Constipation 26 (19) 1(1)
115 grade 3 el 26 (19) 1(1)
249-“ rade 5’(1 45%) Mucosal inflammation 25 (18) 4 (3)
C clg 2 3‘6‘%.@) \ Rash 25 (18) 0
y 2 Dyspnea 23 (17) 6 (4)
Diarrhea 20 (15) 0

TEAE, treatmentemergent adverse event.
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Best Overall Tumor Response by Blinded Independent Central Review (BICR)

CR/PR
(too early to be
confirmed)

ORR % (n/N)
(95% CI)

DS-1062 Evaluable Confirmed

dose, mg/kg patients? CR/PR

50% (3/6)

* ° ’ 0 (12-88)

6 19 4 1 260(AS>9 _ 5(51'-);19)

8 60 13 2 25085-%360)
Total 85 20 3 27‘2 . Eigl)ss)

dncludespati ents with O1 posttreatment scan or who discontinued treatment.
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DS-1062

Change in Tumor Burden by DS-1062 Dose by BICR

Percentage change from baseline

100 -

80 -

60

401

20 -

4 mg/kg (N=6)

]

6 mg/kg (N=19)

8 mg/kg (N=60)

0 6 121824 30 36 42 48 54 60
Weeks

0 6 121824 30 36 42 48
Weeks

0 6 1218 24 30 36
Weeks

,’\

-
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@ Ongoing
O Discontinued
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Best Percentage Change in Sum of Longest Dimension From Baseline in Target Lesions
by BICR, n=72

DS-1062 dose
100 A M 4 mg/kg
B 6 mg/kg
M 8 mg/kg
s ° 50
£ £
=)
7]
£ 8
o E
o
[]
E-t
7
08 O
o0
S E
5.9
o2
R
oo
w2
oS
o -50 4

-100

Patients (n = 72) 58
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Target Lesions After DS-1062 Treatment

Baseline CT After cycle 2

65m%. W%, FRRIES KRUSFHEIEIEEPERIE. 8 mg/ kgt (CEEx.
Vo6 EEIB DX Fv > TRECIST.1HE TA41%DIEEHE/]\. BE
10 A
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4, 6, and 8 mg/kg

7/ 23

responses

ar e

0del ayedodo, fi

rst

Subjects with confirmed CR/PR and pending CR/PR

Tumor Response for Subjects in Study by Month

1
1
.|
1
|
. |
1
|
e
|
|
.|
[ ]
- Y% Response start
- = Ongoing
@ Too early to be confirmed
[ ) —_—
I I 1 1 I I 1 1 I 1 1 I I 1
-1 0 1 2 3 4 5 6 7 8 10 11 12 13 14 15

Duration (months)

| Dose assigned

@ 4.0 mg/kg @ 6.0 mg/kg [ 8.0 mg/ke |

U
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DS-1062 TROP2

U
Daiichi-Sankyo
cancerenterprise

Distribution of TROP2 H-Score (Left) and Boxplot of TROP2 H-Score (Right) by Response (BICR)

300

250

200 1

150 ~

100 4

TROP2 membrane H-score?®

501

aPatients were included in the histogram only if tumor biopsy was evaluable.
CR, complete response; NE, nonevaluable; PD, progressive disease; PR, partial response; SD, stable disease.

Response to DS-1062
B CR
B PR
B sD
= PD
NE

Patients (n = 64)

TROP2 membrane H-score

300-

250-
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150~

100~

50-

-— sees S Ep - spe— s oo

So PD

Patients {n = 56)
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1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q

Phl: FIH in NSCLC
B, AEESLOREERM

Ph2 Pivotal: NSCLC
BERF. EFEERl 10/EFE

Ph3 Pivotal: NSCLC
TROPIAC KB EEEIRDEIEESH D

Ph2: =73 )LiER: NSCLERH D

(EGFR, ALK, ROS1, NTRIRAR); TKI/
{LFEOER] + 110TEHER

Phlb : PD-1/LITIRHEOZ 2%,
BRBBEF TV IR MEEHIE
D& % 34NN

Ph1 FIH NSCLC
4, 6, and 8mg/kg

v

Ph2 NSCLC w/o mut

+ Dose A and B

IND Amendmen

& IMPD Ready Ph3 NSCLC w/o mut
q DS 1062
vs SOC

) Ph2 NSCLC w/ mut
Dose A andB

| Phlb NSCLC w/ I/0 (X3 studies)
DS 1062 @ Dose A, B, C
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E (91%) 1/0
(88%) NSCLC 27% ORR

WI7FHEZRESNTEERE (CR LM UITIEA ST
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Cancer Enterprise  Alpha /)

Daiichi-Sankyo
cancerenterprise

E StringofPearls 0 ~ O A
A IR v )LDEV R mZ MG (CH4EHE ‘ ‘ ‘ ‘ ‘
A IRFT22v)ILOEVHEREROIFES KMFERDIURIR T —)LI7v T EHFEIME (B : DS-8201)

A ADC DB TR & AL o
ABWFUAY KN Z—X(T3FHUT, SOCGZEEULEBDRIT7—AN-A> - O5R/
NI A - 5 R OERR R LT

A KEFEBDS KOCBXRE#RNRHCEAS UIRNS., &R TPOP (Proof of Principle),
POM (Proof of Mechanism) Z 17
o0 0060

A  BEEFEMB LUONR— I A UARKZ [5DDR] DOFR=MSEHEL2

A A MEDEL (CEBRU T, VY —XE VR T ZEIR(ICERE

A : SMEBEIRDBABIRBH (TIRFT LGS, MBOYATI2 XG0 /O —&FRHUIZ
IR— T A UADMEZRAL

IMorgan, P. et al. Nat Rev Drug Discov. 2018 Mar;17(3):167181.

2Cook, D. et al. Nat Rev Drug Discov.2014 Jun;13(6):41931. 65
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E Sring of pearlsb ~ A~ ~ A ~ A

E BHRECHFEREZENDITD

E KEDOPh 15EhteeZ R . RN CIIHLBEFTES
ABE(C4 5 DXd-ADC
DS-7300 (B7H3) & LUGIST DS-6157 (GPR20)

A2021FEE £ TICIHTBEREDFIirst Time-in- Humanufc%ﬁ
HEMFE. DEHEINADC
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Syneos Health ADC W

Daiichi-Sankyo

Syneos Health . AR =23 2 ENZRHRICHLK
LCTYU—5~« /UADCODEHH@(.:’EHR SNEEL

sER T 1 > (CBELC. SyneosHealth/'Global Project TeamC
BHACEASTEDLDICTDZET. BOBULWITOTZRZMET
U CRIERNIRERREFEZIT D

-(0)- [AREMMERL AL TO, &R BENR

R EDT T — A NMSFHDITDCEZBE U T, BHEE
DEIFFFHAFEBHD
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SARS-CoV-2

DESTINYBreast02 Global Enrollment

B MONTHLY Actuals

Jan-20 Feb-20 Mar-20 Apr-20 May-20 Est.

DESTINYBreastO4 Global Enrollment

B MONTHLY Actuals

Jan-20 Feb-20 Mar-20 Apr-20 May-20 Est.

DESTINYBreastO3 Global Enrollment

B MONTHLY Actuals

Jan-20 Feb-20 Mar-20 Apr-20 May-20 Est.

DS1062A-J101Global Enrollment

B MONTHLY Actuals

Jan-20 Feb-20 Mar-20 Apr-20 May-20 Est.

U
Daiichi-Sankyo

cancerenterprise
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SARS-CoV2 o
DS-8201 DESTINY 5%

E 70% #23% CIFR I —Z> 0B LWV F3EF=ZEIE. 1.4%

E  IRTE. 1 2 oo

E UE—MIXDIEZAVUTEA—IN—HA M FHUVMREC-A—)\—T A hERBOZ—-XICED
K DHEH
E BRME@IVAAT AW = A-ANP)YDOW L DO\DIEER CTld. EZAYYU O ZRECERIDIFE

DS- 1062
E — A5 1))\ — (CREAU CTHEAHEE TIEEELS < DI HYFFRAERORMIAIC (FE2ER L
ADC
E COVID-19
A B1EIORIAME/\>F > (CKD. SARSCoOVIREEBEERO—AB LW £LFBREFELTL FOXRTFT o T ITHE
TE3
A T2 YEEMRERCHWNT., —E5. HANBEBIRAEOESNTEY (—EPOPEARERICH VT, NEIMIRAEEHERDIZHHE
EREBNNDBIEE)

E ROEE/DS 106245 KUDS8201cE L T,
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(20205831 08S) I

Daiichi-Sankyo
DESTINY-Breast01l HERZZ4HErFEMEL N A Pivotal D T — X 25HER
A BRINERES : 2020FEE _HERFIE
DESTINY-Gastric01 HERZZ4Erf8 B H A PivotalJ T — X251 5R
(DS-8201) A EI\ZW?‘(?E : ZOZOEE%?JIEEE,HE%E
A 2J0—-)VULHEE EDHENETH

Pivotal 2 ZEDIRVIENHRRATN A (NSCLO
DS-1062 A 2J0O—/VULTORE : 2020 FTHE%FE
11/0 2020 E M HHARIEFE

1 EGFEZENSCLC
A ESMO 2020 C5F—477v 55— MFE
U3-1402 1/2 HER3ZHE B EFLN A
A SABCS 202C CF—4 7YV I5— NFE
1 EGFR TKI 2020 E T HHAIGFE

1 FEETHREY > ) GE (PTCL
SEBESNDIFSTERHT 9% 7YV I7— NBE
(DS-3201) Pivotal 2 2020 E TFEHBATE (PTCL

o 2 ERIE- WAk 1
Axi-Ce A BAER: 2020FEEIIEIETE
DS-1647 2 BHWERE
(G47A4) A BAEGREEE | 20206 FHEIAGRHRETE
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TEL: 03-6225 -1126
03-6225 -1125

Email: DaiichiSankyoIR@daiichisankyo.co.ip
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