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6.4mg/kg & Autox, T} 71535k gHx1e] 2.2% (70/3124)0A o] etog X835t & EfAEXR
YOS 2B tigh FAE BEEAT. EGARRUYSAHZE Fof & IAESH 51 FA|Q] TAE
& 0.1% (3/3124)01dct. A DA o] oFo] ofFah, o/ H/E= FaA HolA FUish gt
AU

5. gutR 9]

1) A mdg/Has

o] ofo] Fof Fi= o] oF 5.4 mg/kgyt HEFUC] HEEo] T A mAgh U/E= IS5 A
d7F B k(4. Ol*oﬂ}ﬂﬂ Bx). RYA Azt AR QI

Ak 7Rl Eead ¥E 2/Ee AR DAY AdBtEls S87] SAS SAl Ealsfof gt
SRt A 2P/ wAg/H IS St Aol Al BUEE o OF gty 2HA/d g/ o d 5]
575 SAl ZAFelof gtk 7P/ wAg/m A So] o uE: A WAMS BYor Hrtslof gt
SE71U oot oot A 1nsfof sttt B35/ (159) (MY AR /HASe] Fe, 12
BIAEZo]E A g(of: ZElYEE oF

= 0.5 mg °]d/kg/d E= ol F&3st= Z)E n2feltt. o] 9
o] Folz 05voz o|5d wrtA] BFsfor stof, §4-&F2 & 29 AP0 o2} A7iE 4 Aok
H-&

(&¥-& A=)

/0l ol Mg MAR/mHAS(2ss ol B FA A F2EIAEHROE K& 2=
HEE 1 mg o]d/ke/E E= ololl 43shs A)E AlAstaL, 24 149 &0t AlGeh &, Aok 4%
s 8Fe Ao R Fasit.

/0l Sl A MAR/HIS2es o) Ads W2 ks o] o RoF d4KoR FH
sfiof etth(ER-&5 Ax). (M2G HEd/MITY o B F5E B 5 A e A
= G mEg/MASe] B8 Agol St o+ 9lon], Fofsto] RUERJstolop th(EY-8F
CE

=25y

gt 94 ARAIA o] OF 5.4 mg/kg Fof W FAN-2553)9] 12.4%0N %
A WSt ECt A WA WA AIZEY FYZEe 5571
2). ChRge] VA WU ARt 1532.9%) 2 25H7.9%)0lA 353
A ISR, 453 ARl WASHA gt 553 Alels ALY 0.9%0)A

o2l 4 F3 dist A AolA o] oF 6.4 mg/kgS Fof W2 HAKN=1133)9] 15.0%0A =
g IS A R GA7ER ] AIRte] H4E 41714

1.0). o #wo] M mHAS ARle 153(3.9%) 2 2535(8.5%)014H. 35+

skx}o] 0 %01]/\1 GRS TE 553 AkRlle #Atel 1.6%

18 19T o] of o] § ofglxlo] beg {HA

g mAgho l HO*Ur

o] oF 5.4 mg/kgi} HELYO FE QK

o of 5.4 mg/kell TEEUS YEIto] Fof wre FAN=431)2) 123%)M Y M| WAy
StRITh. 3 WA ARl A7kl FUREe 8.0ZAOIUTHCHSL: 0.6 ~ 33.8). 2P HAE A
153(3.9%). 253(7.7%) L 353(0.2%)°]ck. 453 Al WAISIA] okoith 553 Al Shrjel
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0.5%0f| A Y5tk

(o] a
of o £t of O 54 mg/ked} WEAY WEY A AN LRY FHT B2FL XYY 34
Fas ARt 2us9lch of o] Roig ARE] A U 2 8§32 Eojsty] A, Yoz A
3 Q

- ! 2 2
Aglz AR BF 22 wUEYslol ATk 347 A4S 350l g, of oo Fof YAFH
E 8 24Vt 979 4 UAHEE-§F %),

S50

ofe] 3% ol ot WY AROIA ol o 5.4 mg/keg Foi W TAHN-3057)2] 35.9%NA F
H7 FaZol HNHQL, 18.5% 353 b 4532 USQCL WA ARt FYLe 432(%
o 091 - SLEAROIR, 3 WA ARIo) ZITe] FYLS 21A(A%: 19 - 0HALolnct. w
Y FHP BAFS BAY 0.9%014 BRHUCHEY-§F AX).

of2] o §Fol Ui U AROIA ol oF 6.4 me/kg Fol W TAHN-1133)9] 45.9%14 F
Y7 Pasol HuEQIL, 28.4%: 353 b 453S UBGICh WE A% FAe 1624
90 19 ~ ° 4

24BN, 5 A Ae] S1e] BAUe SUESL 12 ~ 1727120l Hh

FHT WAFE B 2.6%014 LU ACHEE-§F %),

ol o 5.4 mg/kgTf MERLO] YERY

o) °f 54 me/kgst HERUE YEI £of WE BAUN-ASe) KA Ty Ya3o) W
A SR Rl A7k B A290HS1: 19 ~ 36.871F)OIA T A WAl Arele] 71re]

WOl 19 ~ 27.671R)0IAcE. FH T FaF Aee 153(6.3%) L 25F(17.9%)01%

= #at (19 S BRI, 45T AT G.ONIN PSS 42 B

% HER2 A|2A0IA #44 W2E(LVEF) 247 Bawlt. LVEF: of o] oig Alaely] A
2 g F4ol wet X2 F Yoz Bolsolor @tk LVEF gat £of dNZUE B B
2]jojo} gtk 40% ulgte] LVEF i wlo|Adkelo 2 WEl 20% Zube] Bojal Zat AW, o
ofe] Eol: gPAoE FUsolol gtk F4ol At 2¥Y HRA AN of e Fojt g7

Mo Fuelolol ATHEW 8% A%),
SEXE

of2] FYF wdol dich 44 A+olM o] oF 5.4 mg/kgS Fof T2 FAHN=3057) § 1817 (5.9%)0]
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skAl orect.

rr

Aq3F

o

QA1 7ol At e of oz MRS ot L oAl Sol F A4 7/4Y F AUHQ 1
e ALgstolol Atk Al HsAol b oy BTl Qb dde of %oz xEst: Sor o
OpA|T £of 5 A4 44 FOF AuAQl HUWS AFgstolo} gt

2) 4%

o ore YAFROA ol Al EotolA| i 71 A itk AR o] ofo] Fol LG I3t o
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(Polysulfone, PS) ZE|ES Al&dto] AU oz —‘?—Oﬁ_}t}. =4 A xo‘(lntravenous push or
bolus)o 2 FoigljiAl= QF Hrf.

S Mo RRE WH] s FYNES AFIALE

© o] of7} ChE of2e EYS/IL $UL P AU Fof O FEL FolshA: o Hh

4) H7]

ATHE AES BEAZL 9oul Aoz ARgsjol dtct. ool olelt UlAlg B BE o
7130 Gtet.

r

12. B8 9 HF] FYNG

1) A7 F7b Blol e WA BEH2C-8C)IL.

2) WelA| erect.

3) Bet 9 B2jslA ALg F oMge 2'C-8°ColA Ar) 48X1%F SO UBH Ut

4) 0lgEers TEoA AEL FA ALBSHol ATk B4 AGSHA] B2 A AE A7 ALE

VS
B A7 2312 ARgAre] AQlolnd, SA|E . WalgoldY g Aol MEPE 4385HA|
L 3 gubgo2 2°C ~8°ColA 24A17F o]sto|ct.

5 ot

| UArEIC ZA] AFRGHA] US 74O 5% WAEZA QO0HO]
Ao Aeod Ay % £ ARk EFstel AT 4T
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BasAY 2°C~8°CollA F|H] 24X17F 5o ARgsto] WA B 4 Qo)

ro rin

o] SHEZFAERUWHEZAHZNE HER2 BA x| o2 E3SHY|(ADC, Antibody Drug Conjugate)o]
. FAl= HEHECIE 7|8t 2 P s 2 EHA A= ExolamtobA T AAAQ T

0 230 sl A0S HERL W32 RHGIRGIOICE FA) 12 HTAle 2ol
A Aotk £9F Aol HERZ20 75%‘ T EGARSYUCSAHIIS WAletelof, £ AZofA
e = 2AaE 340 —JOH SIES 141 dTho] At ofE WE SAL M2vs Y 4
L8FsIT}, Exatecan THIE91 EXo|4A
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HafolAl T SRS oleliezio] &4 CIAAIQl SN38ECY of 108] o Zalsict.
(2) ofejas &}

EBfAE R SAERIY YHE S350}t 6.4 mg/ke)t HER2 Wd Aol
oz g 371, 9d APoIA QTc 7HHo] YHoz ool Yt L

68LE FAE ATt

*4011 mag EltARRUCE AR FA 7 2
= L © oF 97%QiC} Al¥

o]

%

( LG
ZolavjetotA] I AAASf At @74 T Hd 2RE
Exolamtot] I AAA|S] EH of 4 &&= B]&2 °F 0.69]

EGAELYYF AR J42F G40 oot Al f Zdo] Feiso] &/ Eaxo|avjztotA I
AAIE F&sH doh. ddekd HERZ 9222306l GEIETAle WA HI== ged(lgG)Sl}
L Yo 2 ogt =5 Sl A2 [Eto| =} onAtoz Fofid Zloz o et Ate] 7t
afojZz&oM ol Algd U tiAb d4te ExolaviZtobdl 1 ANAZE F= Ast H2E S5
CYP3A40] ofsff A=t UGT T 7[8F CYP =40l oJeh Rofgt tiALS AX|A] ofa2 HERATt

(3) Bl

Aol HER2 9P S HER2 AWd S9¢ #4419 HER2 SA¥0]7} gt vlaAZme xtolA
ESfAERYUSAERY P Fof A Fe PN G2l EFARFYLS ALY A
22 0.4 L/, EXo|aviefold] 1 oA AASL 184 L/h2 2YEACL. EfARFUCSAH
219 24 BEYI(1/2) FYRS 5.4-5.700]97, WEH Exolauietol] 1 ARl PRI t1/2

oy 9 & NAE WA, Eof

TYU2 of 5.4-6.1¢0)3l}. =4 PP B Al
ARRD O 22T J48L2 Hol4 HER2 44 S8 &Atol wlsf <F 20
AEY W AFolH Exolavietotx] 1 A= P-gp, OATP1B1, OATP1B3, MATE2-K, MRP1 %

BCRPS] 714ol9ith. 5.4 me/kg U 6.4 me/ke SFoIH EFAERTGSAERI F5E9 Fo]
22 QICHCycle 10] B]5) Cycle 3014 oF 35%-39%).

£ xoavjziol] 1 RAE PSo] W Soigh AW, £2 u)E J2t UHE F2E 53 oy o)
golgith. Exolauiatoln] 1 oAAE 2, OfW R BFA Jbg wol WA EAERY
IS AERE (6.4 me/ke)e Waolol ©3) U Sofgt 5, W R cfwol4 u]Est Exolauiato}

Al 1 AAAIZE b wol wrs gt

AU ol A ERAEFUCNSAE U WEHE EXolavfatold] [ MY 2L e EX F

Swo] JIRIZE WSS Bolol, 3.2 mg/kg-8.0 mg/kg (UWHLO] oF 0.6 ~ 1.5u]) B2 Welolx
ulelstol S7tshait.

(5) B5A

Aok orEel BAo] mew, 9123(20-964), 9E, UEY, A¥ L AES EAEAUCSAET ®
L 9l e molaujelola] I AAAe] wE0] QAo gojnjst Aske u]x|A] ookt




Aol BAbE oz @ APt AaEAl woith AS(Ioted AARICLer]=60 ¥ <90
mL/min) ZE2 ¢ (Cler=30 ¥ <60 mL/min) Al&ofl A Cockeroft Gault2 F4)S ZL3HSH
AT obssl BAo] 2Aste], WEE mmolanjetolr] | A9l obEste A4 AR 7]5(Cler=
90 mL/min)i} HlwstR-S ©f FEoM 5= Al7]s Aolioll o dFS LA AqkT

o) BAE o I AL 405%1 o-}o*q. BT I8 o] o

O o8 o%so] ERARRYHSAHZIY oFEdo U)X IF

AP U o] 2w Exoliniztotd [ AAIAlE &2 CYP3A40] o3l ThAtE O], t}3 449
714o|t}: P-gp, OATP1B1, OATPIB3, MATE2-K, MRPl 2 BCRP. OATPIB/CYP3A2] o|% 9AA|A|
ol 2]EUH|29] HEE(257]9] 174MEH 35719 214R7HA] 1Y 28] 200 mg)+= EfARRT
HS2H7] =&(AUC)E 19%, U&EY ExolaUotA] | AAIF9 &5 22% F7HAZICH

73285t CYP3A AA|AQl olEgtZUES ¥HE BEo(25:7]19 179xEEH 33719 214xi71X] 19 23]
200 mg)e EAESUHFAEHTH %(AUC) 11 %, ¥&" ExolatiZtotq [ AAA|9 =&
< 18 % Z7MA1ZiC) o2l Wiste] e YyHoz gojujstr] g Aoz ot

P-gp. MATE2-K, MRP1 %= BCRP £&A] AAAIQ] ka1 ddAoz wAsl HJaA82 o s A
F=tt

@ EGAEZUHEAHZO] of2 50 obgdho n]x|&= A
AlF® g Ao 2w Exolianielola] 1 &A= CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6 U 3A
2 2T 59 CYP4S0 &45 oA|stAY QwstA] odirh Algdy W) d3o] gad Exolinat
otA] I AAA|= OAT3, OCT1, OCT2, OATP1B3, MATEl, MATE2-K, P-gp, BCRP = BSEP 4
Ale AR|stxR] kx|, IC50 o2 7zHzh 12.7 @ 14.4 pmol/L2 Yol OAT1 9 OATP1Bloj=
A&7 =t ol 330t 5.4 mg/kg §F 08 ROkl Exo|iviZtotA] I AAXAe] 74
AYE] Cmax(0.02 pmol/L) Bt §95tA =rt. OAT1 £+ OATPIB1 2YHA]| 7|AQl oF=a} Qi)
o2 foju|gt oFg AL YRR o=t

E

Olt

o>“ 19 opx

‘I,

i}

@® DESTINY-Breast09

of ofg} MEFY WEAM SEY U ML 3 BAY wy, ViR olm 22E A7
DESTINY-Breast090 4] #7}=|9lc}. o] ¢lq: Zof A@Alo]A PATHWAY/VENTANA % HER
2/neu(4B5) & VENTANA HER2 Dual ISH DNA Probe Cocktail2 Z7J3st HER2 ¥4J(IHC 3+ E+=
ISH+) A3 Ei= Aol et 49l #At 115792 SSshock,

o] A4 Ao E= Aol Feol oisi o] ststey] T HER2 #4 8%5 42 Aol gl
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|

1_.

AR E7Hss =& Aolid HER2 ¥4
b Agro]l Y (b) A
‘3—4/ L HER2 BA QW<
lﬂ%—ﬂl Qe s
v 232d Al A uﬂ

4% EITE >19 2,

o

novo) Xo]4 o4l
2x ststg
sl ©elof oJA
HEE 9y =
¥+ ECOG &4l &

ct.
RFSL o] o 5.4 mg/kg
[CAEA F= ﬁ)ragqe}zm]
A U7 E T
o] o2 6%7] 9
s1&= A ©
eHx}o] 38.3%(n=

3
o
|

o]

o

R

x9 27 B7)
(DOR)2 27} H7HA%9]

% o] A2t
S54FI(RH: 20 ~
7HA 012 2.6% %A1
girto] uge
%, HR &4 Z% stxtol

L

o 2l
Q1 E
A128(de novo)
ghAte] a2
Xt

PFSoll tish Abslol @A]

Er

5

fs

57t
o} PFS 4 AEo]
H&atA] gl

THPS} W] @3t o] ofa} m=5g HE QW]

® 7: DESTINY-Breast099] S84 Zut

52.2%% 1 Rfd

. A@AE @7tofl 71=8F PFS,

E A}
- O

88)%
T, oA s

S|
(o]

7

LY

& Zholl

o =
2 R
al,

=
H]-&2 46.8%,

BAo|A, A= THPo] vlal| o] okaf HEZ
2] $Ato]|A] BICRO|| ©]st PFS7F EAA o2 Qolsty Uamioz olal QA 7
27 $HRIO] 15.1%9F THP &HAte] 17.6%7F AMystal

|
=

Y Ae B

<65A] 82%,
q.E 015_0]04711_‘} o]
gt At v
PIK3CA %ol &x}e] ul-&2 30.9%

O AFsFYITE 11579 9] DXAFo] wiA =
o4 100%, ofAlotel 50%,
o] GAIA] &t
L 47.8%9ct. HR A Z9F

vl o]
B

al

> geo

fay Bpas

of o
5.4 mg/kg +
EEEE

N=383

THPS
N=387

e 7 A E(PFS)

4

BICRO]| 2]3t Tx133

At 4(%)

118(30.8)

172(44.4)

TGt 7HE(95% CI)

40.7(36.5, NE)

26.9(21.8, NE)

o] 51u](HR)(95% CI)

0.56(0.44, 0.71)

p-value' '

< 0.00001

A ABE(0S)

At (%)

| 58(15.1)

| 68(17.6)
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o] of
o5 MopA 5.4 mg/kg + THP®
hic =Ny s) N=387
N=-383
Zorzk 71€(95% CI) NE NE
9]3H](HR)(95% CI) 0.84(0.59, 1.19)
BICRO]| oJsl &7 ZHHA ul-2-5(ORR)
n(%) 326(85.1) 304(78.6)
95% ClI (81.2, 88.5) (74.1, 82.5)
A ¥HS(CR) n(%) 58(15.1) 33(8.5)
B2 9t 2(PR) n(%) 268(70.0) 271(70.0)
8h-3- 7IZHDOR)
A%, HE(95% CI) | 39.2(35.1, NE) | 26.4(22.3, NE)
ClI = Al2]37Kconfidence interval); NR = T=E35}A] %42 (not reached); NE = =% E7}=(not
estimable)
THP = EHEASA £b mZels) ESARRY U HERY
TR Al A S90R Q) o] oS FTY BAls EGAEFYOR AT MRS AL WE 4 9
ALk ol of otk HERY BET ¢

) =} ]_4 8.7%0] ];\1 HMHO]-oﬂE].
Vol & oizt A173(2025' 2 of THP tju] o] ofu} m&ERTo] P&
2A 7]&(P-value <0.00043)& o|o] £&%s1¢tt 3]& PFS £Ao] & & Xad
) PFS ARl 27b 9HA1E $o A=slo] 9lof, o] o + gjoFe AE PFS WA A
£ gxlstgch

p-valued Stratified log-rank AX-& Apgsto] AAME T}

(0]

m\ ruL
N
»
ru9

A E7h

@ DESTINY-Breast03

o] oko] f-EA A okAAE 34, FF¢ wiA, o, TN, 84 i I (DESTINY-Breast03)
oA AZH AT

. g H

CAFE 2EHREoE XNRE QR e HEA o
2agd Al A HdS/E ATl A #AE, AERA] Sk Sk e HHovt e 24
A ewm ok A% Ask WEo] = kA ol fAA ol Hd }}—HERZ A -k 53}
AR XNERE Aol e FAE AYsAch S 3590 3 WY o] oF 5.4 mg/kg (N=261) &
T EaEFHgea 3.6 mg/kg (N=263)2 A9 ] F¢ FoAu=s 113 FAFe vl = AT
T2 AL T2 84 A, od HEFW X85 2 W Ask(visceral disease)e] W E
uet Fskebgich AW ), A, 94 "I e 988 o gle 540 vEd w7bA] AsE
Al g sk ot

12 &7 H|7F W4E RECIST v1lel 71zt w7tde 59 54
TR AEZHPES)oIA . AAl AE0S) F8 22 F7PH el
Az ZF QEA R Aol ~ekl AW 54E FAbskalth 5247 9] F-Ake] wiAE fx) 5 AR 9
TYH 544 20-83)%1aL, 914 99.6%, °FA1otdl 59.9%, <l
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n 9] 3.6%, ECOG Al =38 AFe) 0(62.8%) 3= 1(36.8%), 2% =84 Ae] %4 51.9%, W
} A3l(visceral disease)®] &4 73.3%, H|o]~TFde] Aol &4 15.6%% ). 2537 (48.3%)2]
2478 Aol oA oldd sk kx| o] fe]l Al A 5E WUt HolAd HHd didl] o] X

& A €L EA &L 9.5%3

o>~1

tm rﬂ
g

24570 Ael(HF BA o] AgE F Atdl 9 73%)0) 71%&ke] PESe thall Abdo] WAlg F1HE
Aol A, A EffAFFueiebioel] ns] o] oFo] F-zk9] wjgw $hxlolA BICRe| <& PFS7}
EAH o7 FostA MAHASS A5 AA AE710S) B4 =7 vk AlF 20224 7
4 25)e %, A= 0S7F BAHCZ FosiA MAEATS JFaTt o] 0S &4 Al Hol
BICRe| oJgt dHlo]EH PES7F A3 =t a4 A3 & 8o 8.9kx o] 3l

¥ 8: DESTINY-Breast03¢] &4 247

o] of EgtARZHATA
824 B (5.4 mg/kg) (3.6 mg/kg)
N=261 N=263
BICRo|| 9]3t PFS?
Arll 2 (%) 87 (33.3) 158 (60.1)
ZorZk 714 (95% CI) NR (18.5, NE) 6.8 (5.6, 8.2)
AAH|(HR) (95% CI) 0.28 (0.22, 0.37)
p-value p< 0.000001"
RA AYE(0S)
Al 2 (%) 72 (27.6) 97 (36.9)
Zobzk, 7Y (95% CI) NR (40.5, NE) NR (34.0, NE)
A3AH[(HR) (95% CI) 0.64 (0.47, 0.87)
p-value® p=0.0037
BICRO] 93t PFS(QHo]l EE)
A 2 (%) 117 (44.8) 171 (65.0)
ok, 714 (95% CI) 28.8 (22.4, 37.9) 6.8 (5.6, 8.2)
AAH[(HR) (95% CI) 0.33 (0.26, 0.43)

Cl = Al2]17F NR= E=EZ5HK] ULS(not reached), NE=:4 E7}=(not estimable), HR=$]&8]
(hazard ratio)

a4 olst 6xte] 22 AN,

Ata opd A" 20219 54 21Y

AP AlEE 0S FHEA9] Ata opg A 2022 7€ 259

‘p-value® Stratified Log-rank 744 71&. S84 Z3A3Q 0.013& e

® DESTINY-Breast02

i
ol
A
&
w
0%

SFR}

o
J

of ofo] @&k U ehEge A ErFsF E- Moly HER2 ¥ W
9l u1%. cizle o). B4 Cx AF(DESTINY-Breast02)ol4 #H7hsl9ict.
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o]d HER2 47
sHolsts] 9

_O'E
H1
h
N
fu
El
z
1
=
o
n
39
ful
D
_>'(_‘
1
é'é

8A e,
A, SoA Ma] Ei

Ixt f274d 97t ¥4+ RECIST vl.ld] 7|x319 =7tE8d =4
od AE7IZHPES)oldtt. ARl AE(0S)2

olf WERY A2

58 4 g Aol ek Wrixl X2 E Alelalrt

=4 AE(BICR)
%8 27 BIPHSY

p
=.
w0
a
o)
=
o
a
n
)
Q
0
LI
1
o
JE
2
_EL
o
N
ﬁ
ol
el
Q

of o5 WrtE &

T

ABT 7 APEA U ol 22tel Ay %@% At B9 g 608el B4 5 AR
FUBS 54A(89) 22-88) L, ol 99.2%, el 63.2%, obAlobel 29.3%, £Q) £ ofmel7H o)
A9l 28%5(0 2rjel ECOG T 249 ”EH 0 (57.4%) E& 1 (42.4%)0)9lc). Z28 28R e

L QFA 58.6%% 1, YA AghHvisceral disease)?] EA| 78.3%, Hlo]AziQIoA] k|FMo] EX| 18.1%
KL, FAH 49%7} Aold &gollA o]l g 71A] ol el Al A &g Tt
A A7t AdEieh shete o] vls o] ofo] FAMe] wiRH AtoA OS 3 BICRO| ofsf 37
PFS 7} /K02 olshil AMeee Asstant
w27 2= & 99 QofE o] qltt
H 9: DESTINY Breast029] &84 ZAi}
onx WA o] o o|xpt MEst shete
N=406 N=202
BICRO] 9]st PFS
Al (%) 200 (49.3) 125 (61.9)
=4k 714(95% CI) 17.8 (14.3, 20.8) 6.9 (5.5, 8.4)
HGHI(HR)(95% CI) 0.36 (0.28, 0.45)
p-value p<0.000001"
RAA WE(0S)
Al 4~(%) 143 (35.2) 86 (42.6)
ok, 714(95% CI) 39.2 (32.7, NE) 26.5 (21.0, NE)
HGHI(HR)(95% CI) 0.66 (0.50, 0.86)
p—valuea p=0.0021

A2]3E NE=574 B7Hs
2574 olst ol AIRIR| At2IZEA] BAIE

d p-value<

@ DESTINY-Breast01

o ofo] SEM U QPEAL 24, TS

S 23 &9 AR A, fad

£9.

(not estimable)

ondi M v kel

A-H(DESTINY -Breast01)oj A1
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v EAEZYALA(100%), EFAFRT(100%), HEFH(65.8%)s Zosto] 271 ol4fe] &
HERZ @ 2 ol w2 A 2753t £+ Ao]4d HER2 &4

IHC 3+ ®+= ISH @22 Aod HER2 /g5 =&elstr] flot Bt {9 &4 ZAAVE ¢ . o]
AT 232d TACA EE HE8s B= (M wAfY A8 o]Ho] 9l &

olst A Agh ool gl &A= Al

of e Wi7bA] o] oF b.4mg/kgs 350l 18] M FoIstict. 1AL o/ 7 ¥
of 71&5to] ICRo|| 9laf H7t=l ITT#9 &% 7BaA ¥h2 E(confirmed ORR)o|QiTt.
Duration of Response) ¥ FA188 AZ=7]7HPFS, Progression Free Survival)2 3
ot

DESTINY-BreastOl (n=184)0] foist AJAthAFAte] wojAaetel QI4LaA R A 42 o3 2ok
AF 5L S5MI(HS 28~96); 01/d(100%): THQ1(54.9%); oFA]otR1(38.0%); 591 E+= ofx2|7}A] u]=
1(2.2%): ECOG M Al 538 A} 0(55.4%) = 1(44.0%): 322 287 AR (YA 52.7%): YA At
(visceral disease)?] &£1(91.8%); Kol &Ate] 4% ol X & Ao Fdut: S(HHA: 2~17) o7
mHEZXT X]2(65.8%) BEA H¥ X]29] &A(<5em: 42.4%, >5cm: 50.0%).

&4 Aot okl & 100 8okeol k.

Ay 5_]8(1)1 /\}D} 5_4/\-] 7(—]94 T 6.]%61- ES o 5161

B 10. DESTINY-Breast019] ICRo] 9]t S 54 ZAil(Intent-to-Treat )

oA —HrtdHS DESTINY -Breast01 (n=184)
g ZAWA "9r-2-§(95% CI) 60.9% (53.4, 68.0)

& 89F3(CR) 6.0%

F& 9HS(PR) 54.9%

ot ®¥H(SD) 36.4%

A A19Y(PD) 1.6%

37t 27t 1.1%
gre2o17r A3k 7HE(95% CI) 14.8 (13.8, 16.9)

gr2717t 671 0]’\0(%)(95% cI’ 81.3% (71.9, 87.8)
DxIsy ME Zorgr 7Y(95% CI)' 16.4 (12.7, NR)
ORR 95% CI: calculated using Clopper-Pearson method
Cl = Al2| 77t

o
S
2,
ofo
ol
ol
2
2
2
offt

95% Cls = Brookmeyer-Crowley
*DORZ 11.17§EQ] FA7|H] S22 7|50 =2 &

' b= ofolo} £A| 7] F,

NR = =E5HA] E&H(not reached)

* 1Y A 85e FYo] AUANSE Aol TAst] ASUAIAS

. —

o of Fof A o]H HELSY Xrot s2F HE&A JH{O| BAGC] duH IFY ol R

TJQict. DESTINY-BreastOlofA o]d mELXT A2 & w2 Al st 2% ORR 65% (95%
CL: 55, 73), o] HERT X85 WA ¢ Al 5k &7 ORRE 54% (95% CI: 41, 67)0]d
o HjolagtQlolA s 2 £8A QA AL 5Fre] &4 ORR2 58% (95% CI: 47, 68), H|o]A
2hlofl Al HR-QI A} shelt2] &4 ORR2 66% (95% CI: 55, 76)0]Qitt.

0
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® DESTINY -Breast06

o] ko] 634 q orXdL ZoF AAAIA HI7tel PATHWAY/VENTANA 3 HER2/neu(4B5)2 =
el HER2 A93(IHC 1+ E= IHC 2+/ISH-) £ HER2 ZA23d xlsiA E oA HR+ 94
o g9l AL 8e6%ol LAYl wiEE 34, faY Wy, ol B @7 Study
DESTINY-BreastO6ollAl #7}&]gich. HER2 EAwrs(Hmoto] @M=l [HC 0, o] Aot
HC>0<1+2 7]148)e 10% ol519] £ AZo|x TaE: sjujsti M Azoto] HERZ AA
o2 RSt WS (o) Mol @ ol fa 2] sl 08 5 () Koy 2ol
A bR dEe] a9 £ Awo] AT Aoy HHIA BA U 2y A%
W E& CDK 4/6 olAAler W 8at 12 Ye] a3 A&k 5 6742 oo
gach MY Ex REey 87004 oldo] setawe we dat: RAs gio] 124YRc 3
A% AT o] APoIME AP E= Aol Aol chsh o) Hol ateta
g Al AH|R0|E A2 £ ILD/HAE ARE Qts LD/HIE 2ol 9
A o3t AEEA A B KRS WA 2L W Aol U £ o Mot b A E:
ECOG HAI53 Aej7t 191 bt o= 9lct.

7t o] oF 5.4mg/kg(N=436)S 350 & ® ™ Wf & FodAY AL AEST SLA ofe]
QH(N=430, 7HH|A[EFL] 60%, LRR 2Y oA 24% Ee I2HA2 16%)2 Folg=s 11
2 2a19) uigE it 2Ar9] ujge oldo] CDK4/6 A AL&(AME Ei D]ALR), H]Hol4 33
oA ool HAl AR AR B UAME), Y A& HERZ IHC JEi(IHC 2+/ISH- =& HC 1+
T HC>0<I4)of] m2f FoteQlet. o] of2 AY A8y, Ay, M 2o Ee 5188 4 fle =54
o Uehd m7tx] £of =it

1At f27d Zut= RECIST v1.1o] 7[ytsto] BICRO] <Jsli g7he HERZ Aded {8 At PFS=
ZX5tFt 2Q 2&F S &84 A= AF AHHER2 A2rd 2 HER2 FA2r3)ol|A] RECIST v1.19]
71&35to] BICRO| oJsl| ®B7bd PFS, HERZ A&ed &AtY] OS, WAl A OS2 £7sklnt. ORR,
DOR 3 A} gyt H1(PRO)= 2A 7He %

a

1l

T BEAN APEA o solAGd B Y AT Lol KNS 80639l 21 WP
b 5 AP FYUS S7A(EN: 28 ~ 87)AL, 654 ol 31%, o} 99.9%, Wl 53%, ofxlop
) 35%, £9) E ohmelbA ol 1%65ic), @A) wolAetel ECOG AUAH Al 0(59%)
= 1(39%)o] L, THC>0<1+ 18%, IHC 1+ 55%, IHC 2+/ISH- 27%, 7t Ao] 67%, o Zo] 32%,
8% © Aol 8%, B WH ol 3%sich. FAPH Mol B0l olFol we Uy awel FUY
2 23](HY: 1 ~ 5)gor, 13] 17%, 23] 68%Fct. StALS] 89%71 Kol 7oA CDK4/6i X|&et

wgotol old Ulwn] R¥e WL, 41%E vTold BoIA ol Ho] e AL&SISTY.
ol 97t HERZ @ 2sEel MA AT BEolA sistayo] ujs) of ool Sare] wjRT EAbol
H EAMoR Qolsty YARoR ofn gt PFSS] JjNe ASSCt MA AEOS) HolHE ¥
A APl AeHA o] ATH3I9%).
Fad it & 119 29fFof o
B 11: DESTINY-Breast062] S84 Zi}.
MA) Aok
- A
EXPY HERZ NEd (HER2 A'd 2 HER2 EALJ)
b
o o sfeloy o o sferoy
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(N=359) |  (N=354) (N=436) (N=430)
BICRO] <Jgt 2X138 AIE(PFS)
A 2 (%) 225 (62.7) 232 (65.5) 269 (61.7) 271 (63.0)
Sl N 13.2 (11.4, 15.2) | 8.1 (7.0, 9.0) 13.2 (12.0, 15.2) | 8.1 (7.0, 9.0)
(95% CI) : : , ,
A EH|(HR)
(95% CI) 0.62 (0.52, 0.75) 0.64 (0.54, 0.76)
p-value <0.0001 <0.0001
A 23E(0S)
AH 22(%) 136 (37.9) 146 (41.2) 161 (36.9) 174 (40.5)
S, 28.9 (25.7, 33.7) | 27.1 (23.5, 29.9) | 28.9 (26.4, 32.7) | 27.4 (23.9, 29.9
A EH](HR)
(95% CI) 0.83 (0.66. 1.05) 0.81 (0.66. 1.01)
p-value 0.1299 AEHA ¥
127014 BEE 87.6% 81.7% 87.0% 81.1%
(95% CI)' (83.7, 90.6) (77.1, 85.4% (83.5, 89.9) (77.0, 84.6)
18714 BEE 74.0% 69.6% 74.8% 68.7%
(95% CI)' 68.9, 78.3) (64.3, 74.3) (70.3, 78.8) (63.8, 73.1)
BICRO] <]t &7 7AdA ¥i-3-&
n(%) 203 (56.5) 114 (32.2) 250 (57.3) 134 (31.2)
95% CI 51.2, 61.7 27.4, 37.3 52.5, 62.0 26.8, 35.8
4A 9h-3(CR)
(%) 9 (2.5) 0 13 (3.0) 0
q5 gh-3-(PR)
n(%) 194 (54.0) 114 (32.2) 237 (54.4) 134 (31.2)
BICRO] 9]t ¥h-3 7|7t
= o}7}F (959
g)"‘“’ ZHE95%] ) 4 (11.8, 15.9) | 8.6 (6.7, 11.3) | 14.3 (12.5, 15.9) | 8.6 (6.9, 11.5)
Cl = Alg]qL7h
*HER2 A&d Aol OS p-valueZt AMHo] YAE S84 HAAIE dAl= ¥enz ITT A9
0St= BAHHA &S
'Ft=2F-0tolo] FAR] 7]&

HER2 2FS(IHC>0<1+, IHC 1+, IHC 2+/ISH-), o]X9] CDK4/6 AA|A] AL (AlE F= 0JAIR), B
o]’ 4olA oo EAE AME(ALE = DJARR), ol oA ol YfH] 8% slag
of Abdo] YAIE o8] shFolA LaE PFS {-l/do] AL QlT).

= 0}7F0

At
HER2 =AY st PFS Y2 SAY] wigEl ghxpe]l 9 13.270€(95% CI: 9.8,
17.3), stst@yio] 2ArQ] viA® Aol 7L 8.37HH(95% Cl: 5.8, 15.2)0]1 Y &u]+= 0.78(95%
CL: 0.50, 1.21)o]ict. &Qlel A whH3E2 o] ofyf ststawo] A9 wigw ghxpolx 242t
61.8%(95% CI: 50.0, 72.8) @ 26.3%(95% CI: 16.9, 37.7)¥r}. ¥H2 7|7t Hzhe o] o}t alstg
ol ZAre] wiA = $HRpoA] ZHzE 14.370€(95% CI: 9.2, 20.7) ¥ 14.17§€4(95% CI: 5.9, 27}

oF

o] 9]

=

57
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S)olgtt,

® DESTINY-Breast04

o] o¥o] 9 gA 4 otXIMdL2 AX| EI7I5SH = Xo|A HER2 Awrdl Gulet Aol A} hh7HE &=
Est 34k, BARY] viA, o7, 378 H: Study DESTINY-BreastO40] 4] H7tE Qict. o] ﬁ—_r'- o=
S22 287 GH(HR+) A 49497 522 284 S4(HR-) $A 63Y 02 2749 s Es} 23
E]Qitt HER2 AEAS 54 AFAo|A H7E PATHWAY/VENTANA & HER-2/neu(4B5)2 &4
H= HC 1+ E+= HC 2+/ISH-2 Aot &A= Aold ol stefavs WAy 2 st
Sta¥lS e =5 Ev ¢8 & 671 oyl Afgsiojol Sity. HR+o]QH At= UlEv] 2W¥S
Fla 18] whofAY Wi2e] 2ol AEstA] ftojof sitt. &A= o] of 5.4 mg/kg(N=373)2 o 3
> AW U o=z Fo AU ofApyp AdEiGh shet@wi(N=184, o2]E® 51.1%, ZHHAJER]

20.1%, JAJEFE] 10.3%, 420 A3 o2 10.3% F= o228 8.2%)8 &9 UeE 2112
Sl wiRE QI RSl uige £ AIe] HER2 IHC AFEA(HC 1+ ®i IHC 2+/ISH-), Aol
PA0IA o) atetay oAl Ei 2) W HR Abel/o] o] CDK4/6i x|=(o]F0] CDK 4/6 oAlA]
2 |23 HR+, o[Fo] CDK 4/6 oAM= A25HA] e HR+, Ei: HR-)o| ojs) ateioict. 2y
A3, A, Sol4 A Ei 58% & 9t S4ol Uk titx| xS ARsteich o] A &
Blzolc ARE We2 st (MUY WAR/MAS WY Br A3ed A Y TA/md 5ol
ol TR AMAOoR Soldt AF o] Yt BALES Attt Ea ARWA WAL Sl
9 wFo|7} Qe FAp T BCOG PS7} >191 Fxlz A|elstgict.

1} 178 B7F W4 RECIST vl.1o] 7]x5t0] BICRO| 9Jsf B7hg HR+ Ryt &HApe] PRSI
zo 2% 984 Wb Wit A AHeES A9 wgsl HR+ $Ateh HR- $HxHo]Aq RECIST
vl.lof] 7]&35}o BICRO| 95 H7te PFS, HR+ AtQ] OS W AA] A9 0S¥ct. ORR, DOR, g
A Aat B 31(PRO, Patient Reported Outcomes)s 2XF H7F Y49

O

A2P 7 ATEA L dlojAel FF SHS AU 55780 Dy e BAL 5 AY
Zob7ro L6 5M|(HS 28.4 ~ 80.5)F 1, 23.5%7F 65A] o]Aolgion, ofid 99.6%, B3 0.4%, H¥EQl
47.9%, obAlotQl 40.0%, 59l i ofme|7b ulZQl 1.8%ick #xte] MAIRA AEh o] Akl
oA 0(54.8%) == 1(45.2%)0]191 1L, IHC 1+ 57.6%, IHC 2+/ISH- 42.4%, 7t o] 69.8%, T %o
32.9%, wAol 5.7%th Holy HAA, BAEL ol A QW S0 FYWLS 308 1 ~
9)01911L, 57. 6%7} ool 17bA] ol4fo] s}etamle weron], 40.9%7t olde] 27bxlel setavie

b % RHAA/RERY T0A AW) 3.9%%TH HR+EHRIe] 29 oF iyl oy
oA 4] %oga% 2089]: 0 ~ 9)%431, 70%7} olFol CDK4/6i |22 wolch.

o] ¢t HR+ Z3E9} AA| AUA atetawo] uls) o ok Rate) ujgE FAle] 0Se} PFS7H
Aoz Qojstn UyEor gojujshl AMES S ABsIAL.

B 12: DESTINY-Breast04°] S84 ZAiu}.

s AR

95 HR+ 2E (HR+ 235 EQl HR-ASE)

Edia o o ajatay o o ajetay
(N=331) (N=163) (N=373) (N=184)
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A BEZI1T

Al (%) 126 (38.1) 73 (44.8) 149 (39.9) 90 (48.9)

S 71E 17.5 (15.2, 16.8 (14.5,
(©95% CI) 23.9 (20.8, 24.8) 22.4) 23.4 (20.0, 24.8) 20.0)

s 8l (HR)
(95% CI)

p-value 0.0028 0.001
BICRO] o|3t 27313 JE712

A 4 (%) 211 (63.7) 110 (67.5) 243 (65.1) 127 (69.0)

0.64 (0.48, 0.86) 0.64 (0.49, 0.84)

10.1 (9.5, 11.5) 5.4 (4.4, 7.1) 9.9 (9.0, 11.3) 5.1 (4.2, 6.8)

(95% CI)
A FH](HR)
(95% CI)
p-value <0.0001 <0.0001
I = Al=3t

HR AtE, o]&d9] CDK4/6i A&, oA 3stsr@¥l oFd|s, [HC 1+ @ [HC 2+/ISH- AMEj= stol
APRO] BAIE SEelTol A A OS I PFS ofejo] ATt HR- Heltol A o] ofof 4H9] s
gel gxte] 0S a2 18.271¥€(95% CI: 13.6, —T—’g =71s)Ad vlsl, ststawol Ay sigd
2ROl OS HUU2 8.37HL(95% CI: 5.6, 20.6)0] 1, ¥&H]+= 0.48(95% CI: 0.24, 0.95)0|Jct.
PFS St ol oo £ArY vide &AtoA 857H"4(95% Cl: 4.3, 11.7)R2L ststQwio] 249 Hj
A= 2Rt A 2.9714(95% CI: 1.4, 5.1)o] o, YHu]+= 0.46(95% CI: 0.24, 0.89)% T}

0.51 (0.40, 0.64) 0.50 (0.40, 0.63)

H
o

(2) BAl E7153t B Aol vlaN =zt

o] ©oke DESTINY-LungOl®t 271 £
DESTINY-Lung029] of 3% Au 1 FQlg]=

o, AN uiA, 270t oI AtolA HULEQIG o] Aol U
stolof slt olxlo] Fetewe 4 18] We, HERZ Se¥ol} 9l A
SR BTt @At 59 Ao HER2 #4JsHERRB2) E¢¥lo] g2
of Te} o] oF9) A& ooz MR Edstd HERZ ZWol7F e vl AN S A1THs)
7] 95l, sig Ao AESH ZAAMERIAY E7]4<E B4 (NGS), Polymerase chain reaction, %A
A¥))s AR&stth. T-DXd 5.4mg/kg 2 Eo| 559 OIUA=Y 7HEst Bdd 2/Es M=
A 3YxEA9 z=wd 14 mepbd Zoj(FFPE) g2 Al ME2 duxlos SGAZ]E
Al Oncomine Dx Target Test (ODxT Test)2 ZAIS Als¥stgict. A= of 3% o] 9F 54
mg/ke EX 6.4 mg/keS £ol WES 212 77t £A9) ok 2A9 WAL oldo] & o
e MZALE S84 -1(programmed cell death receptor-1, PD-1) /%= & oS N2ZAIE
2] 7tE - 1(programmed cell death-ligand 1, PD-L1) X825 22 $HA1QF 128t X85 g2HX] ¢fe
gixfoll ofs) Fetelgich. AW A, A, oA s Ti 618% & gt S40] Uehd x| A
=5 /\13“3}01‘@ Ol 044 AHRolE RgE AR dhe A HAS/HIS ¥ £= A3

ilsr gRow GOlE 4Y Aeel At WAS Aslsigct

oz 43815t Destiny-Lung0204  H7}&] 9t
A

2F
V7 &3F 5.4 mg/kgo] ot 7leE ol ot

o o9 93

s 1=
29 S84 "7 ¥4+= RECIST 1.1=2 BICRO| 9Jsf H7Fel &4 ORRO]
27} H7} Wad

59
o

DOR, PFS ¥ OS+
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A R oHojagtel A 542 tad 2t dF FIw 59448 31 ~ 84). o4
(63.7%), ©FAJo}Q1(63.7%), ®Q1(22.5%) E& 7]1EH13.7%), ECOG ﬁﬁ 23 AE] 0(28.4%) E&
1(71.6%). 97.1%7F ERBB2 QIAteta s g0l 4 EH_OP} EARSEAAL, 2.9%7F A2 9] Aol =AW
017} SRSt 34.3%7F PYARQL A ol7E EANSIAIAL, 46.1%7F A FAXRAL, AR FAR=

Atk 21.6%7} olxol = EAleS wAd. Hold 2}7:‘01]&1 32.4%7} o] Aol 27}x] o]Ate] MAl @
Hg% greka, 100%7t wig 718F Q% 0.0%7}

gkety, 73.5%7F & PD-1/PD-L1 QW& ®efon, 5
g Fol worrh
Qay ATe B 130] aotsle] Atk £7] WAl Azt FAL 1A 12 ~ 7.0
o9t

# 13. DESTINY-Lung02°] &4 Zu}

O
|Hoj] iz @wy} 3 PD-1/PD-L1 @¥H&

[©]

DESTINY-Lung02

w84 s 5.4 mg/kg

N=102
sy B vigE
n (%) 50 (49.0)
(95% CI)* (39.0, 59.1)
24l 98 n (%) L (1.0)
Bud gpo 49 (48.0)
s 7%

16.8 (6.4, NE)

zorzk 71¥(95% CI)'
*ORR 95% CI calculated using Clopper-Pearson method
[ = AZ]H17F, NE = &8 E27}=(not estimable)

'95% CI: Brookmeyer-Crowley 8-S A}85to] 7 At=

01

(3) 22 FWY Ex Moy U
@® DESTINY-Gastric04
of ofe] &M R AMYES 3, AN WP, cIm BN BYYE gE A7
DESTINY-GastricOdo A H7}sqich o ¢lojs Esfrexgr mg @y A%y
HER2 9 =2 734, A 27bs £ Aoy 9 £t JNeuTR HUE 49 #At 23
otk AL o] ohN=246) Ei 2RAITY + HF2ItAN-248) F SIS = 11
9 iR E Ah FAY w2 HER2 AEN(IHC 3+ ®£= [HC 2+/ISH ¥4),
9] B AR E= FF BE/I A1), 18 A7 Al AYAHRI] AZHEAY ol Ex 64Y ol
el ofsl SetE]dt. o] oF2 6.4 mg/kgE Oﬂ el AURroz ROt SRAIFHE 8
mg/kge 289 £719 1At 15GA o] =3 Folstaitt. o582 80 mg/m2S 28Y
27191 194, 84M, 154Ao] FMpos Eoiﬁ}oj‘f)r IHC 3+ E+= IHC 2+/ISH ¥/de=z od
HER2 4= FRAM £ SYoA &st7] 9sto, 34 S0l aEdH. o] A= A
2olE X85 =He2 st= A [ > B B 2399 Al IR HAg/mIS50] 9
+ AN ARz Jogh AAR ool Qe XE, A HAoT Qe A AlQstieh A
Aoy, AMY £ 58 4 Qe 540l UEE Oi7tA] X &s Alddstat. 1A Ra/d B7F Hae A
-

A3 PE/IZHPFS), 27 @A WSBORR) L WS A4 7|ZHDOR)S

3
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Alaw 7 A3A R oja~epel A8 542 FARsHlt. DESTINY-Gastric040] 55 494%2
AGY SYUL 63.7A(HY 21.1~87.0)91, E7d 79.4%, Q1 49.8%, ofAlotQl 40.1%, =
ofme}7HA ul=el 0.4% At FARS] ECOG HAl 438 A 0(37.4%) Ex 1(61.9%)01 it
1%= Y AYE, 38.9%= JYH=HYE MUYF0|9lL, 84%= IHC 3+, 16%= IHC 2+/ISH ¥4
%*E% 70%+= 271 o]’de] Aol 9. 61.7%= 7d0]l. 6.9%= HAol7F Q1AL 15.6%= o]l

R

o] Ao efRAl 2R + mpZe|etdal vl wsto] o] ofo] RArY] wiAE FAlojA EAROR Q0
o2 Fojujet OS iAol S fad Aats & 140] fofEo] 9ot

F 14: DESTINY-Gastric049] S8 ZAxt

E]'DI\] EU]‘ +
s ol of
IR HES Neg46 LEERE
N=248

JA AE717H0S)

AHE 2 (%) 124 (50.4) 142 (57.3)

Zorzk 71 (95% CI) 14.7 (12.1, 16.6) 11.4 (9.9, 15.5)

%’«IBE.*H] (95% CI)" 0.70 (0.55, 0.90)

p-%t p=0.0044

A &AL Borst £X158 AEI1IHPFS)

AHY 2 (%) 166 (67.5) 156 (62.9)

Zorzk 71 (95% CI) 6.7 (5.6, 7.1) 5.6 (4.9, 5.8)

18] (95% CI) 0.74 (0.59, 0.92)

p-% p=0.0074

ABADE B 2 ABA W3 E(ORR)”

n (%) 104 (44.3) 69 (29.1)

95% (I (37.8, 50.9) (23.4, 35.3)

p-3t p=0.0006

Al8A7F 715t 8-S R4 7]7HDOR)

oz J1Y (95% CI) | 7.4 (5.7, 10.1) | 5.3 (4.1, 5.7)
Cl=21=] 3t
IRT &3} W4a[HER2 AEJ(IHC 3+ = [HC 2+/ISH+)|E 125t R7JH stratified log-rank test
2 stratified Cox proportional hazards model2Z 28 L3t %= p-3F

"HER2 AYEJ(IHC3+ T [HC2+/ISH+)o] et &3}3t log rank testE 7]yto g
""ORR H7to]] Agst A|FAAIE £7F BA0] DCO SRIEHE 2 A 779(F, 2 X 63 - 1Z) Ao
oxtolgf A e A|SCiAALYICEH 84 ORR 2 BORS Ashst AlATAIALE 8w g 3sto] AAksich: o]
of = 235, 2FRAl R + o}F2 A = 237

P~ HER2 AEJ(IHC 3+ E= THC 2+/ISH+)of djsf &%
ZIRto 2

3

wn

Cochran-Mantel-Haenszel test&

® DESTINY-Gastric01

of ore 9&Y L ML AT U ARCIH BT 24, W, B LAY ug AqolN 45
= 9CHDESTINY-Gastric01). o] Agole Egfrszey, E2ozueud o o WF ofxE 23
stol A2 27) ol¥e] AR We Fa APY L Foly HERZ 9PY 9 Eb YUEHIR HIF




A7) 5 ohUE Fold7] glalo] 212 ©A9 gHTt $A9 uge HERZ Fe(HC

3+ i HC2+/ISH 94). ECOG AA4 HEIO0 Bt 1) % AR E& )] o5 52519

ch. o o 6.4mg/kgE 3Ol W FUFEYO D Eofsigict. ol2wElt BEeWe 250 & W

YUEYO R 150me/m2 FofstArt. MELL HERWL UFE YUXYOL 80me/m2 FoIot%

ch. IHC 3+ T HC 2+/ISH 902 Ao)9 HER2 P42 FYoIA elsts] 9stol, F A=o]
a

2759k o] APE ATely BAA 1Y

A QAHoR golst AAEE ool Qb AL @Y HMolvt
W, A, SOl M3 EL SEF & Qe S0l UEhd A RS ASEch 14 8
7} 4L RECIST vI.1o] 7]&5t0] ICRO| ©Js) B7He ZATA ¥HS-B(ORR)OIT. HA| HE(0S)
F8 28 WIPEAUCE $MY AEZIZHPFS), ¥ 7IZHDOR) % =P WA vHS-S(confirmed

ORR)S %7}A¢l 24} B7ha4gcy.

Flo of > rio

Ama P QAFEA F HojAeiel AY 5442 FAGIATE. 1889e] €At & AP FYut2 664
(9] 28~82)FaL, Fd 76%. OofAlofQl 100% It TALS] ECOG Al 38 ZJEl 0(49%) E+=
1(51%)0]tt. 87% L 9 HAE, 13% JAIEAFIHOF Hobx 76%= [HC 3+, 23%= IHC 2+/ISH
P, 65%+ = BV A AL 35% e e & ALY, 54%+= {HRlo], 29%+ mdoldTh o
g B A& 2= 47%01A4 bcm 0]gk, 30%9A 5cm o] gofA 10cm U]gF, 17%04 10cm ©]
doldth. 4 A3 Ev Aol oM 55%e ol F 7HA], 45%= o|X 371 o]4e] R E

1%

AN
wropct
Uxt £ AW, stey A2Fw vlast] o] of SojRdd EAM0R Solstn Yoz g
U]gt ORR 2 0S| QM-S Uetljolch. ERAERYS Zd QUL Fof Wx| gL At ojat
obd L gade BYsll A Ytk UAxb BAT drloled PHozvEe] a4 AUt B

B 15. DESTINY-Gastric019] G874 ZAiHIntent-to-Treat & &A1

Azt BA (Rh& Ukzk A1 20199 | QololER B4 (2 bz A
o 11¥ 89) 2020 6% 3%)
w84 Bris of o oAbt Mgt ol o o} megte}
N=126 stst2¥W N=62 N = 126 2% N=62
AR ABE 717HOS)*
12.5 (9.6, 12.5 (10.3, 8.9 (6.4,
Z=otzF 7pd 9
Zo¥7k, 71Y(95% CI) 123 8.4 (6.9.10.7) 5.2 10.4)
91 %] (HR)(95% CI)’ 0.59 (0.39, 0.88) 0.60 (0.42, 0.86)
Strahfleid Log-rank p=0.0097 p=0.0051""
p-value
2513 AE(PFS)
ZZt, 7HL(95% CI)' 5.6 (4.3, 6.9) | 3.5 (2.0, 43)| 56 (43, 69 | 3.5 (2.0, 4.3)
21 31](HR)(95% CI)' 0.47 (0.31, 0.71) 0.47 (0.31, 0.71)
72 u-3-§(ORR)'
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n (%) 61 (48.4) 8 (12.9) 61 (48.4) 8 (12.9)

95% CI (39.4, 57.5) (5.7, 23.9) (39.4, 57.5) (5.7, 23.9)

p-value™* p<0.0001 P<0.0001**

@A ¥ES(CR) n (%) 11 (8.7) 0 (0.0) 11 (8.7) 0 (0.0)

=8 ubS(PR) n (%) 50 (39.7) 8 (12.9) 50 (39.7) 8 (12.9)

obx] ®U(SD) n (%) 46 (36.5) 30 (48.4) 47 (37.3) 30 (48.4)

=19 £134(PD) n (%) 15 (11.9) 18 (29.0) 15 (11.9) 18 (29.0)

fvglf;}e(?it %) 4 (3.2) 6 (9.7) 3 (2.4) 6 (9.7)
o3 7 v-3E(ORR)

n (%) 51 (40.5) 7 (11.3) 50 (39.7) 7 (11.3)

95% CI1 (31.8, 49.6) (4.7, 21.9) (31.1, 48.8) (4.7, 21.9)

p-value™* p<0.0001 p<0.0001**

@A ¥ES(CR) n (%) 10 (7.9) 0 (0.0) 10 (7.9) 0 (0.0)

=8 ubS(PR) n (%) 41 (32.5) 7 (11.3) 40 (31.7) 7 (11.3)

obx) wW(SD) n (%) 55 (43.7) 31 (50.0) 57 (45.2) 31 (50.0)

=19 Z134(PD) n (%) 15 (11.9) 18 (29.0) 15 (11.9) 18 (29.0)

?VZ}IE;}SQ? % 5 (4.0) 6 (9.7) 4 (32) 6 (9.7)
&7 WS A4 7|ZHDOR)'

Zzh NY95% CI)' | 11.3 (5.6, NE)| 3.9 (3.0, 4.9)| 12.5 (5.6, NE)| 3.9 (3.0, 4.9)

CI = A2]3L7F NE = &8 E7}% (not estimable)

FA AE7IZHOS)E BARCR gejujs ArA wSS(ORR) ATto] T} Botal

REEER-h

=Y Y AEICR)Y B2t

195% A2t o] AlZ Pt

#Cochran-Mantel-Haenszel test 7]&

“Hy 2x02 &|ZE Nominal P-3f

A Qolio] AU

4) SgAY HHE

(1) 5= =4 oFg]
65 FHEEo ZE/dAoA
5.4mg/kgo] °F 31uj)7HX] &
Az, oy, ust 9 oA

49

u/E

rir

Iz

Ao
FOo= 350 o

bl
=/do] WEEHAY. ¥

ok Brookmeyer-Crowley

197mg/kg
, HE/EN T HH(EE
2 ohy wistE Aelsty, ¥

g ALgolo

. 0S 3 =AEA] 2 ORROJ tfeh LA}

(AUC 7]&

2] 1o
e
7‘:1-% oQ

s N |

Ol A} _g.eol

i o
]|
+

ﬂ
rr -

il




4m
)
i
oX.
re
4

hY e oA PaolofA EffARFUPEAEZ 30me/kgAUC 71E AN &
5.4mg/kgo] °F Gul7tx| 8o 3% W Eolstrh. A, nE, W, T4, A, L HojA
o] PRIt HEAe o) §2(30me/kg)ol A TR
J WE ANE 2 2R P
o). mRel AR AelF ohE AvjojA T wale
o]
o1

w W2
~
HA
rr

o ] 1=
= '
R AGE W AlFY 5= F2H HGAA o FANA T JAA oldfES B, AldH U

Alge] drE2jot S R0l AlYollA ®loldd2 FLSHAl AU

ERpARAUYSALIOR £3Y LHs APE Yok YUAA 52T SHAP Avo] g=w Ed
AERYUSAERIS GH YHAT L2E5S 2YAL & At

ERARRUYSALIIOR 23E 52 ANY EX 9d 54 A7b 9ok QU 52 549
T Avo] Gew EAEFUYCSAIIY Exoliuiztold [ OAIR] YR Wes st A
(3 , zol2ujetobd] 1 AAAL wholSHwt 57]%

O (HEA BJAAY) TR, A32Ze 2, ToFE So| obde] BF 7, A

23%9]2, "AESAAA Y FESIFAA A, A7EY2 <

m
0o
N
Y
N
V

14 SYFAA ALY AR AH 3FstE B9

15 AAAE @Ests 49
O TeFAMH | AI35x2]6

1.6 AEH
T+ & EF5HAS) A8 B A= A4 #8] A8 A=
A A L= 2026.03.06. 2026.03.06. 2026.03.06.
HAQAHAR} - - ;
LR - - -
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2026.04.30.

2026.04.30.

2026.04.30.

HFTA LA

[E< 2] AlshAd &= AY 8o

1]

29|
=

7

17t=A

[s3

17F &=

[s3

=]
EL
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(B9 1] ¢RY-FEY R J1E R AP AAED
[HEx2 2]

O #HATA : ASHHAA So FF57F - AAF A IA) Alex B3] A7 ML FeiF= 377
Il gl &F= 37haA

] 4 5 6 R
A=25
1 1 ) ) 7 M
T Al g g A g g | on | o P
1. A28 25589 O | X X X X X x | O X A X O X O O
2. MZLE eWMes O | X | X | x | x| x| x| Al x| A x| O X o 1 O
AEdn O | x X X X X X X X X X O X O O
FREAA 7187 AEFH A BT AN 9 Y% 89 - &FoE T8 Al AlE ARE A5 Tt

7. S el o) Lg% s7k W ol B AR
8. 71} W) elepEe] B4 Sl Bat AR

A H7iHeeE w7HEE 58 $Y AEGBICRO Y3 PFSE #F8 FAddixzo THP(E4E
EgxrEFy 2 HAEETE HE&H)RY T+DXd + pertuzumab—TLOH/H F2]gk PES ¢/ @ HI(HR) 7¥
BAsMHR: 056, 95% CI 0.44-0.71, p<0.00001). o]= FAPAE7|ZHPFS) Fdak 13.871€
(T-DXd + pertuzumab< 40.770€, THP 26.97]€)el bﬂ%ﬁt}

- FUHEY AHAM OS AFRE AEFIA Fhou(164% HEE, 291% AR EE), T-DXd +

pertuzumabw-oll A THP R F2ldt 23S RIS (HR: 0.84, 95% CI: 0.59, 1.19)

- 22+ H7}¥ <4<l ORR, DCRoIA = T-DXd + pertuzumabi#oll A AAE AEFES VeSS

(<]

o A B

- AR 77 LS T-DXd + pertuzumabw=(21.6571€, [H9: 0.3, 44.5D] 4 THP(16.9071 €, [H:
0.7, 41.7De]y T-DXd 5.4 mg/kg BC F&w(11.2771€, [H<l: 0.2, 76.0DET} ZA=

- T-DXd + pertuzumabw*3 T-DXd 5.4mg BC &3w<] o)dAte] LAE, FUid o)At T8 L, A
o BES s o, [EkAl o] dukge] FFE FAEEA S

- b4 EE o AME CL 2R ¥ AstA ARelT A Ea Rad 35T o4 ol
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Aty =4d0|Ue

- T DXd + pertuzumab*oll Al THP#RET o =& v &9 A7l 49 <& #4d [LDE Rugloy
ZzF 121 2 1.0%), thE-E 125302 7]& ILD 7tol=geld wgt #Hgrtsads, 5553
A 7F B A sk om Wl =(0.5%)= T-DXd 5.4mg BC £+ FA3S

- LV 7]'s%% TEAEse] WA &2 T-DXd + pertuzumab(11.0%)91 4 T-DXd 5.4mg BC &3 (6.6%) =
o o ES. a2y =355 AEle Hl&-& T-DXd+pertuzumabtoll A 2.1%, T-DXd 5.4mg BC 5%
oA 0.5% AL
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L 719 == &34 € MBS a3 A=

L1 AF3R

e International Nonproprietary Name: E&t2~F 9 &2 H|ZF

e 22 7| : HER2 ¥4 dtA]o| A} topoisomerase I inhibitor 2 A (ob] =)

12. 714 2 A2

e DXd ADCsE 9dAo=® 59 deruxtecan 7|&S& &8s, o] 7gole 4 ¢4, Ag4d A
7V @A Z4E 3 topoisomerase | inhibitor o] 2 =<l DXd(exatecan®] 34 &)7} EgHH T}

- DXd ADCs&= A"# 2ok Az AAE-S #5353 topoisomerase | inhibitor Ho]ZEo thak AAl =
& Zo|l=xE EW3 AAHAY. &d3% DXd ADCse= ¥F Ul A A4S vehdnh
tetrapeptide 7|49k At 7hs G}t Hol2es A4 A Aot AAHL AL =& F
olzE WEZ Hassld w37 9 F4 AdES #
B 2AEE gAaEd 5k o AduHom dodn

3l DXd ADC WAs} 5 F7 dd F i F5&
B AAY & ddh
- HER2 % mAbe FF AlE A == 37l HER20| A=z o= At ADC=

Alzol o WASEH, ojuf dutHor Ff AEoM FFxdH= AE W Hd&FE &

tetrapeptide 7Rt BAE A€ th. DXd #Ho|2E& Mxe] MEHRE o

HolZt &= AxE d o2 Eo)7} topoisomerase & A gt

o
=
=

ol &
A x

—

13. 4% ASF Me 2 A8

e trastuzumab % taxaneol pertuzumabS 7} HER2 ¢4 mBCe &= 1z SoCi= CLEOPATRA A
¥ A= 7dto g YA trastuzumaby} whE7FA 2 pertuzumabS Al 9] EwH|ele] HE g
LA 7| HER2Z A3t QZEE mAbolth A o &EA AE Z4 &4 o= pertuzumab-&
HER2 #A3sle] Fo3tty AZ4E= 340 HER29 o|gtAstE JATgozH N2 FHE7|HdS
ZF718kt). CLEOPATRA Al g2 HolA HER2 %4 BColl tish 12 & X Z&A pertuzumabs 37}
StAY F71skA] @Al trastuzumab + docetaxels Fo3st7] flal AIF@UGAE T2 Ao
pertuzumab®] F7}= PFS SY#S 124714 1857/H€E&E, OS TY#S 40871 LA 56.571 €=
MAste] Hold ZAFolA Abd -HER2 7|dt 8] =& s as Fourx ¢ mBC 3AE 9
3 28 SoC7F = ALt

=

o~

- HER2 ¥4 mBCe] &A 1x SoCl THPE 18571€9 F3t & mPFS #94<& zte=th E¢ THP
= A5 A4S 540 FHAksAl vrETh THPeA AR & & HER2 44 mBC $AloAl= o
2] A8 Aol vk DB-01, DB-02 ¥ DB-039] ZA3= T-DXdo| #AS dF5der, ol 8
o] o olg AFolA B WY dejy o] AW Ads ATt Bbed FHIE dob e,
E3] o8 2o A7 E e FAolA HER2 3 2ol tha Aol aAF Azt 12 ¥ A
8ol A= HER2 94 mBC ##ke] PFSE A#3tal 05 AxE AAsior & F5HA ¢ke 9

277 9

14 AARFE3 #4489 9% AL AH
ez}

o XM ALR/HAZT, ST HaT, HAAUA Ve HA



15. AFESS 37121y A o] A A
« YYAY F
gads | 299% JIAE A%

202100456 2021.05.17

(DESTINY-Breast09)

12k A& o’ HER2-
bdo3gsd gl

Trastuzumab,  Pertuzumab®  ®] @ 3}7] s

Trastuzumab  Deruxtecan

ok o)A gubetol] thal Pertuzumabs ¥ -8-317

(T-DXd)& Taxane,
Ay AE3A S

5. &g #F A7 (CTD 4.21 & 4.2.2)
52. &9AQ (CTD 4.21.1 R CID 4.2.1.2)

N FF7 A AA

hCa

n/¥ | AFEHE

HER2 <4 A& BC A=

pertuzumab ¥ = &3 ZF)
T-DXd ¢ W3}

= BT-474° A BT-474(HER2 73 BC Al | 10 xg/mL T-DXd +

10 xg/ml ¥ =35

ONC4552-0
01

EE ZAA T-DXd <& UAlst Als+= <k 604
2 AR H Ao =gtk T-DXd +
pertuzumab ¢ A slE T A== X3} AH
A 35,377 & T-DXd @52 ¢ 20,480
9], pertuzumab ©=9] 734 25,325 @ Ath
(Figure 2-1). pertuzumab ¥} &3+ T-DXd 9] W
Azt G AAl w& fFstA 7o
(ANOVA H7}e m-Z p < 0.00D). o]t 23=
pertuzumab ¢] Z=z}7} HER2 A F3HY4 AXF
o 5] T-DXd WAjstel] 3820 d&Fs v

e}
[e}e)
_/_'I,: o]____ 0]__.7~75]_]:]‘.

o
&
K

Figure 2-1

o 0 EHTAT4 . Normafised inlegeated nlerm ity

up-e- 2o A pertuzumab ¥ | HER2 <4 A BC

4 g2

| T-DXd 7.5 mg/kg &3]
AE | Ause + HEFY

W83k T-DXd 9] &% F KPL-49] o]Fo]2wd | 30 mg/kg (Day 0) and

15 mg/kg (Day 7) 23]
2 E of

CY19-H000
7-R10

T-DXd, pertuzumab, pertuzumab ¥} ¥ 83k
T-DXd & TGl & A21Lel Z+2 72%, 48%, 96% %A
o}. pertuzumab 7 ¥ &g T-DXd & #2149
T-DXd T+ pertuzumab o B3} FF A4S &
oA A THp = 0.0013 tiH] T-DXd; p <
00001 i ¥] pertuzumab, Dunnett 7). 47] +

FolA Asol g FHIEF F2E&EL AHEHA
%‘%E}.

Figure 2-2
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5.5. etelel thgt ARl
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6. ARl B A= (CID 5.3)
6.1. AAANAARE 2AHHGCP )
e AZE, B5ET F719)

6.2. A&AIEAEH /8 (CTD 5.2)
o A 17 44, 1Ibd 14, 1b/27 14, 274 114, 3% 5%, 3b/4% 14 A=
y A2z Qlz3t= A 9 4AE S DESTINY-Breast092)

6.5. &84 ® x4 (CID 5.3.5)
6.5.1. FEA-AALZAE ML

oA
faat PIAE A% 3 A o P
A3ad)
13} X8 w4 HER2-%A o)A Hureta
34 )3 Pertuzumabg ¥ £3AU #4317 g éx}} : PgSS(BICR)
DESTINY- _ o o %z 2}
Trastuzumab Deruxtecan (T-DXd)-& Taxane,|o}e] E& 3= PFS(NV), ORR, DOR
Breast09  |Trastuzumab, Pertuzumab¥} ¥ mal7] ¢k A =
g A
6.5.2. A4 dAA(Pivotal studies)
D @3AEAA
(D gHbALE}
D AING mH=
Randomiration (1:1:1) R
St;::::n (N = 113d) Treatment period Pl'a“”.,.,‘,......:drm‘hmr
(-28 days} T-DXd + Pertuzumab Placebo

Patients with HER.2-
postive advancedor 1 T-DXd + Pertuznmab
mBC m 1L sseimy
St ficaton facinm
«  Prioe nestnent stsnia Taxane + Trastuzumab + Pertuzumah

= HR stamis
+ PIRMCA munzton stangs

RECIST 1] smnons ? T I B i e rsnam ...I—F. ................. T ! ! »

ansekiEnen ginet | we Day | Day 22 Dy 43 Dy 64 Dy B5 [EOT o Bafery LTFU
] 46 weelts, and then ED]  Followsp fevery}
qfw = | week thereafier, Duratien of study treatment: Primany (47 darvs montha
sl mvestipabc-arsokied Ulenil RECIST wh. | disesns progresscen, macceptable socicmy, andpoint: i the  afierthe
dteabe profEcinen oof ATy i SEORTHTIAIOR CTASIA Wi et FFS per last dose)  valfety
For tamane 0 mummam of § cycles or until mtolerabls toxicny BICR Bollorw-gp
£ 14 davap

Partsspuurts vth HE -posation daueaier weee allovosd 15
receive ET after the discontinnaton of toesne in the
Sol aren of after & eyeles of T-DNA @ dhe

expemnenial arms

= first line; E/D = early discontinuation; EOT = end of treatment; ET = endocrine therapy; HR =
hormone receptor; LT FU = long-term follow-up; q6w = every 6 weeks; q9w = every 9 weeks
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@ k= FALSANEAGA F LA
X 8T GE £%49 Foq A=
AT T-DXd T-DXd: 5.4 mg/kg 35| 13 A= HAFY
N i ol
(Pertuzumab 2]) $J<F 9 oF: Pertuzumab Fo] Al¢} BU3 By|o] A Fu o
220 0.9% (wiv) AE)2 A4
B & T-DXd T-DXd: 5.4 mg/kg 350l 13| A® H&
N k-
Pertuzumab Pertuzumab: 1z} 7] A1 229 &3F 840 mgS
Ao Eosla o] % Fr]Eol= 420 mge 3500 13
7] o F o
C Taxane docetaxel: 4 657] ¢ =& YFEI}3 5A40]
(F2x2) + WA W7hA] 75 mg/m?S 357 13 FWEY
Trastuzumab Elr:
+ paclitaxel: #Ha 6F7] ¢ Ee WSEISTT S40]
Pertuzumab WAl wj7hA] 80 mg/m?S wlF13] A Eo

paclitaxel: H 4 657 ¢ == YFEIST E40]
WS W7hA] 175 mgm>e AME
a8
Trastuzumab: 1=} 7] A1 29 &3 8 mg/kgS
AW EAsy o]F Fr]|EdE 6 mg/kge 359 13
3 uﬂqu
a8
Pertuzumab: 13} 7] A1 29 & 840 mg<
AU FEASI o] & Fr|Eo= 420 mgS 359 13
£

@ BAA WAL ZAAAGA T 2D
B QA G A= AGUdA oF 11349 o] T-DXd+¢leF o+, T-DXd+Pertuzumab 7, THP ol (1:1:12]
H2) FQu g et B ddAFEe 153 5E4e & }%1% %% A FY HEBICR) H7to &A% Fx
Y A= 71ZHPES)e] #H A T-DXd+Pertuzumab®] F&4& 9} . H7isteE Aol olu o
He A FEE, A 240009 ojle] FHEAF Al Eo] 5%° ]J_ WA 20T Jas gz g
T-DXde} THP 2+ ¥ln 2 T-DXd+Pertuzumabs} THP ZF vl =% 21@H|7F 0.708k= 7FA 3k, o] 1
2 Hr Aol s HA G £E Su(EFS HAARNA FAH FolAdE HA: 97% o)FY ABHORE
AL & A& Aotk A@H 0.70= PFS F4ate]l THP w9 18771 €lA of /¥ AFEH= Aol
Blcaciasy
Al AE5TE BES PFS AR oF 2287d0] wrAlstal Zb wimwbth 4 15871 ©]/de] PFS Apzio] #HA g
< o PFSel 7|Wgt F&AS olf=E 3 27| F@ AFE 1HT Zolttk. B, A AETS TEO
PFS Ak oF 3997 0] wrAystar z+ wlumujch HA 2777 o]4Fe] PFS Abzdo] wtAdle w) 7] ¥ F
el gk HrbE 18 Aot 2470E T AZ A By o] Hl-F LA o|HX = 7Hg skl F-
|4 A9 dolEntde A WA AP FA A oo 2470 A7 2 Aotk 3 # &
d A HolHmd S A WA Al@UiAA T & dig 327 EArE 2 Aot

&5 5% oA AEsA FAEY] A8 EA7] dES &3 Fallback o+ 4AH
HAXHMTP)o| whz} T-DXde} THP 2+ 1@ T-DXd+Pertuzumab3} THP 7+e] PFS Hlm & A Agit) o=
HAARoAE BEE= PFS Zol7t Fostthd A Fol AaZeolgtan k52 Zolv. T-DXde+ THP
ZF vlnshe BAdE S dugt 2%E 18] 3L T-DXd+Pertuzumab3} THP 3t ¥l Aol A&
At 3%E A3t 72 PFS A6 9= &ughe Haybittle-Peto  2F(Haybittle 1971; Peto et al
1976)°) w2t S3F A HF &4 Abolo] EdE Aolth AFHOE 7|4H+= &% PFS HlE At

A 1F L/FES ¢
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ojel A= LHlE Lugte ALED 5 vk FH BHY Fo| FEL LA FAHAT HF B4
o] #¢ &2 Haybittle-Peto X2kl whe} AA Ldukgk 5%5 EUiZ dulclEE AYS Fddth

(@ P == dolAd (A % 4«] ?437} 7He3t B AR Fodol] AgetA dth

() Aol oA AHA TF AAE ENE A oA BIgF AA7F vl QFESEFSE-m= st
3](American Society of Clinical Oncology - College of American Pathologists, ASCO-CAP) 7}e]l =g}l
w2 HER2 YAIHC 3+ =+ ISHHY.

(© Ho] HejA HHAR T AAE EdE 3 AFH T4 A4 HER2 FAo] 53,

(d A9 HAAE T3l o] ZHolA ASCO-CAP 7iel=ejjlo] mE HR SAH=E=ZZ &4
[estrogen receptor, ER] ¥/ZE+= Z=ZA2HE & [progesterone receptor, PgR]l ¥4[Z, ER &2
PgR =1%)) =+ HR 402 SH¥ gxH(Allison et al 2020).

(e) 7bs3k Aol AejolA AHE T AAANA HAEHAY HEHA &2 PK3CA =dWol7 vk

A3t AAE Fol Wokd FA= HA st fAl == HERZ 431 AA
) FA o Aoy Aol X glo] 7AW eyt ALDOFDHEATE AGA 3

A& % HHE ‘3H FAFHAY (AY dhel ) 71E AY AAEH 7150 d= &4k

4. 284 ‘EE ol fFpdkel g ol 3}e e m+= HERZ 43 AA X5 o] e &4

(&, HMold frrsdel gtk old HER Y FE 2 1A7HA 9 0439) AYPRzoH T Bxayo=

A i}fi?&“éxﬂ‘/} R2 ®4 I | A
o

g &5 % 671€083
o7} 8

2 AFEA

=3 A 23 AFFA H wojxgql AW 542 T-DXd + pertuzumab<*, THP*
A3 HER2 A ZHAl Br7Hs =& HolA BC/F Jdv A9 49 oxd mxHGS
(Module 5.3.5.1¢] Study DB-09 CSR, Table 9 ¥ Table 10 %=)

rlr rlo

Table 9 Demographic Characteristics (Full Analysis Set)
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T-DXd +

Pertuzanmab THP
N=2383 N=2387 _
Age (vears) " n 383 ' IRT |
Mean 53.8 54.1 !
S0 11.14 1L.37 |
Median 54.0 4.0 |
Min 27 20 I
Max 85 | 81 |
Age group (vears) ", n (%) | I
<65 A5 | 351 |
> 65 680178 | 720880 |
Sex. n (%) | |
Female 3000 38700
e il S | sl ok .I
Black or African American 12 (3.1} i 5(L.3) |

Amencan Indian or Alaska B0 B (2.1}

Natwve

Asian 190(49.6) | 196(506) |
White 138360y | 146GTT) |
Other Q9 | 1338 |
Nat Reported 24(6.3) 1949y |
F.Ihnici!:'_f. n (%) | | |
| Hispanic or Latino 43(10.2) 57(147) |
Neot Hispamic or Latine 131 (R6.4) 3982y |
Missing | e e S 128 |
Geographical region, n (%) ] |
Asia 188 (49.1) 191 (49.4) |
West Europe and North Amenea | 87(22.7) TE202) |
Rest of the World 08(282) | 1S(G05) |

4 Derived age at randomization.

N Number of subjects per treatment group. SD Standard deviation. T-DXd trastuzumab deruxtecan. THP taxane,
trastuzumab and pertuzumab.

n Number of subjects in analysis for a continuous variable and number of subjects per category for a categorical
variable.

Table 10 Disease Characteristics at Diagnosis/Baseline (Full analysis set)

T-DXd +
Pertuzumakh THP
N=1351 N=1387
IPrimary tumor location at diagnosis of breast cancer, n (%)
Breast 375979 377974
Lymph Node 8(21) 10(2.6)
[Primary fumor laterality at diagnosis of breast cancer, n (%a)
Bilateral 8(2.1) 11(2.8)
Lefi 194 (50.7) 200 (519
Faght 174 {454) 168 (43.4)
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Missing

i 8(21)

i 9(23)

reast cancer ® om (%)

imary fumor location for patients with de novo disease at diaguosis of

Breast 199 (52.0) 200 (51.7)
Lymph Node 3(0.8) 6(1.6)
[Histology tvpe at diagnosis of breast cancer,” n (%s)
Invasive Carcmoma (not otherwvise 140 (36.6) 147 (38.0)
ppecified)
Lvasive Ductal 177 (46.2) 165 (42.6)
Tumor grad! at diagnosis of breast cancer. n (%)
Well Dafferentiated (G1) 16 (4.2) 13(34)
Moderately differentiated (G2) 124{324) 132(34.1)
Poorly differennated (G3) 149 (38.9) 151 (39.0)
Unassessable (Gx) 79 (20.6) 81(20.9)
Massmg 16 (4.2) 11(2.8)
AJCC stage at diagnosis of breast cancer, n (%s)
Stage 0 7(18) 7 (1.8)
Stage [ 6(1.6) 16(4.1)
Stage [A 12(3.1) 11(2.8)
Stage [B 3(0.8) 1{0.3)
Stage II 521} 6(1.8)
Stage 1A 3328 42(10.9)
Stage ITB 31(81) 32(8.3)
Stage OI 10 (2.8) 12(3.1)
Stage IIA 29 (7.6) 28(7.2)
Stage [IB 19 (5.0) 14 (3.6}
Stage IIC 123.1) 11(2.8)
Stage [V 197 (51.4) 197 (30.9)
Missing 16 (4.2) 10 (2.6)
[Estrogen receptor and progesterone receptor expression at baseline,
combined ™, n (%a)
ER + PgR missing 1(0.3) 1(0.3)
ER + PgR + 127 (31.9) 123 (31.8)
ER +, PgR- 72(18.8) 73 (18.9)
ER- PgR+ 12(3.1) 12(3.1)
ER-, PgR- 176 (46.0) 175 (46.0)
[HER.2 expression at baseline by central laboratory * u (%e)
| mHconsH- 103) | 0
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IHC 1 +TSH + 5(1.3) 2{0.5)
HC 2 +1SH+ 36 (14.6) 65 (17.8)
HC 3+ 18(4.7) 14 (3.0
HC 3 +1S5H+ 299 (78.1) 301 (77.8)
IHC 3 +/ISH- 1(0.3) 0
ISH ~ i(0.8) 1(0.3)
[Time (vears) from diagnesis to randomisation, n (%4)
2 214 (35.9) 216 (55.8)
2.5 106(27.7) 30(20.7)
> 5§ 46 (12.0) T1{18.3)
Missing 17 (4.4) 20(52)
Thme {days) from completion of previous anti-cancer therapy to
randomisation
n 173 174
Mean 968.2 940.0
5D 1501.57 155962
Median 4190 386.5
Man 13 19
Max 8410 9257
[ECOG performance status at baseline, n (%)
(0} Normal Actrvaty 156 (66.8) 244 (63.6)
(1) Restnicted Activity 127 (33.2) 141 (36.4)

a The data source of de novo status is from the IRT.

b The most recent results available at study entry are summarized.

¢ 'Positive’ and 'Negative’ categories used when the percentage of tumor cells demonstrating positive nuclear
staining was not available for ER/PR.

d ER +/PR + correspond to the results '1% to 10%’, = > 10% and ’Positive’, and ER-/PgR- correspond to the
results < 1%’ and ’'Negative'.

e the categories presented in the in-text table represent categories of > 35% of patients
n N&mber of patients in analysis for a continuous variable and number of patients per category for a categorical
variable.

3 a4 A9

Study DB-09+= Ho]id Aol thal ojxe] 3tstar =& F-HER2 7|¥F @S W& ZHo] gl= HER2
¥4 Hold BC A5 o= THP9F Hlwste] BICRoA #H7Ms 2 BAASE

° g ouglE PFSY 7/HAE Y=38te] T-DXd + pertuzumaboll A4 Lxp 2328 ZZF o).

T8 olxk HrF W 0Se= o] AgH FF B4 A AsshA gtk a8y F3F 0S AE+
THPe] Hl3] T-DXd + pertuzumabell 583 %7] A&FS Btk A@x 4o 9§ PFS A3+ BICR
B4 9%k PFSe} Y xgl o T-DXd + pertuzumabsoll Al THPo| B3] 4ot ddF o= oud+=
Mol FEE AT

Table 14 Progression-free Survival by BICR (Full analysis set)
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T-DXd +

Pertuzumab THF
N=1383 N =187
Event " m (*4)
Any 118(30.8) 172 (440
RECIST progression 100 (26.1) 167 (43.2)
Target lesions ¥ 26:(6.8) 47 (12.1)
MNon-target Lesions ™ 1437 27 (7.0)
New lesions ¥ 44 (11.5) 83 (214}
Death wuliout progression 18(4.7) 3(L.3)
i ensored observations. n(%a)
Any 265 (69.2) 215 (55.6)
Censored RECTST progression © 3{0.8) 5(1.3)
Censored death without progression * 11 (2.9} 17 (4.4)
Progression free 235 {61.4) 181 (46.8)
Withdrew consent 14037 12(3.1)
Oiher 2(0.5) o
Progression free survival (months) *
Median (95% CI) 40,7 (36.5, NO) 26.9 (21.8. NC)
Companson of treamment amms ©F 056 (044, 0.71) NA
HE (%3% CT)
{1-achusted alphaix100 %6 CT for HR 036, 085 NA
p-value < Q00001 NA
Mfedian durabion of follow-up m censored 27.60 2510
patients (months)
Progression-free survival rate *
%o, #5% C1
06 months 93.0(89.9, 95.2) 87.8 (840, 90.7)
12 moaths 859(819.89.1) | 724(674. 768)
18 months T7.8{731,81.8) 613 (559 662)
24 months o (648 48 521 (464, 57.5)
30 months 64.9 (59.0, J0.1) 46.6 (40,6, 52.3)

a Included progression events that occurred within 2 visits of last evaluable assessment.

b Target lesions, Non-target lesions, and new lesions are not necessarily mutually exclusive categories.

¢ RECIST progression event occurred after 2 or more missed visits or no baseline assessment available.

d Death which occurred after 2 or more missed visits in the absence of RECIST progression.

e Calculated using the Kaplan-Meier technique. CI for median is derived based on Brookmeyer-Crowley method,
and CI for survival rate is derived based on log-log transformation.

f The HR and CI were calculated using a stratified Cox proportional hazards model, adjusting for prior treatment
status, hormone receptor status, and PIK3CA mutation status. Ties were handled by Efron approach.

A HR < 1 favors T-DXd =+ pertuzumab arms. The adjusted alpha is 0.00043, which is the Haybittle-Peto boundary
and is pre-specified.

g The p-value was calculated using a stratified log-rank test, adjusting for prior treatment status, HR status and
PIK3CA mutation status. A p-value < 0.00043 is statistically significant.

Progression is determined by BICR according to RECIST 1.1.
n Number of patients in analysis. N Number of patients per treatment arm

(1) PFS(BICR)

BICROIA 743k FAH o= folsta o= ovgles PES 7i4de] THP ol ®ls) T-DXd +
pertuzumab<- ol A4 Y S = A PFS HR2 0.56(95% Cl: 0.44, 0.71; p <0.00001)©. 2 THPel Hla A® 3l
g e ALY HA el FosAUa%) FAaAT T3 BAA Abde] AHoH foA FES
0.00043(F=)°] A

PFS S4ate T-DXd + pertuzumab<-(40.77-4[95% CI: 36.5, NCDoll4 THP++(26.97H€[95% CI: 21.8,
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NCDET © At ddHo=Z ou|9l+= PES vl g9 7)Aol THP did] T-DXd + pertuzumabell A 6,
12, 18, 24702 Ao #ZAFH UKL 6712 Al-ol 87.8% thH]l 93.0%, 12712 Aol 72.4% tHH]
85.9%, 18714 Aol 61.3% thyl 77.8%, 2471E Al el 52.1% thnl 70.1%).

Figure 3 Progression-free Survival by BICR, KM Plot (Full Analysis Set)
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A

Figure 6 Forest Plot of Progression-free Survival by BICR and by Subgroup in the T-DXd +
Pertuzumab vs THP Arms (FAS)

Subgroup Number of events Median PFS (Months, 95% CI) Hazard ratio
T-DXd + THP T-DXd + THP (95% CI)
Pertuzumab Pertuzumab

All subjects 1187383 (30.8%) 172/387 (44.4%) 40.7 (36.5, NC) 26.9(21.8, NC) 8 0.56 (0.44, 0.71)
Prior treatment status; De Novo 52/200 (26.0%) 85/200 (42.5%) NC (36.5, NC) 31.2 (235, NC) o 0.49 (0,35, 0.70)
Prior treatment status: Recurrent 66/183 (36.1%) 87/187 (46.5%) 38.0 (26.9, NC}) 22.5(18.1, NC) —— 0.63 (0.46, 0.87)
HR status: Positive 65/207 (31.4%) 87/209 (41.6%) 38.0 (36.0, NC) 27.7 (224, NC) —e— 0.61 (0.44, 0.84)
HR status: Negative 53/176 (30.1%) 85/178 (47.8%) 40.7 (40.7, NC) 22.6(17.3, 32.7) —e— 0.52 (0.37, 0.73)
PIK3CA mutation status: Detected 417116 (35.3%) 64/121 (52.9%) 36.0 (29.7, NC) 18.1 (15.1, 25.6) e 0.52 (0.35, 0.77)
PIK3CA mutation status: Not Detected T6/266 (28.6%) 108/266 (40.6%) 40.7 (38.0, NC} 32.7 (24.4, NC) e 0.57 (0.43, 0.77)
Brain Metastases at baseline: Present 10/25 (40.0%) 15/22(68.2%) 31.8 (18.5, NC) 95(5.6,13.3) —e— | 0.30 (0.12, 0.68)
Brain Metastases at baseline: Not Present 108/358 (30.2%) 157/365 (43.0%) 40.7 (36.5, NC) 27.6 (22,6, NC) 8- 0.58 (0.45, 0.74)
Prior exposure to anti-HER2 therapies: Yes 39/115 (33.9%) 51/112 (45.5%) 38.0 (26.9, NC) 21.5(15.3, NC) —e— 0.55 (0.36, 0.83)
Prior exposure 1o anti-HER?2 therapies: No 79/268 (29.5%) 1217275 (44-0%) 40.7 (36.5, NC) 27.6 (225, NC) e 0.56 (0,42, 0.74)
Prior exposure to Pertuzumab: Yes 5/31(16.1%) 12/26 (46.2%) 40.8 (254, NC) 19.8 (7.5, NC) Not calculated NC

Prior exposure to Pertuzumab: No 113/352 (32.1%) 160/361 (44.3%) 40.7 (36.0, NC) 27.4 (224, NC) e 0.61 (0,48, 0.77)

0% 05 1 2 4 8
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Subgroup Number of events Median PFS (Months, 95% CI) Hazard ratio
T-DXd + THP T-DXd + THP (95% CI)
Pertuzumab Pertuzumab
|
Prior exposure to Endocrine Therapy: Yes 28/80 (35.0%) 40/88 (45.5%) 38.0 (254, NC) 23.7(19.4, NC) e 0.67 (0.41, 1.09)
Prior exposure o Endocrine Therapy: No 90/303 (29.7%) 132/299 (44.1%) 40.7 (36.5, NC) 274 (214, NC) - 0.54 (0.41, 0.70)
Prior exposure to Anthracycline: Yes 40/110 (36.4%) 57/111 (51.4%) 38.0 (25.7, NC) 19.4(13.0, 27.7) —e— 0.50 (0.33, 0.76)
Prior exposure to Anthracycline: No 78/273 (28.6%) 115/276 (41.7%) 40.7 (36.5, NC) 31.2(23.3, NC) e 0.58 (0.43, 0.77)
Age at randomization (years). <63 90/315 (28.6%) 139/315 (44.1%) 40.7 (36.5, NC) 27.4 (224, NC) & 0.50 (0,38, 0.63)
Age at randomization (years). >=63 28/68 (41.2%) 33/72(45.8%) 27.6 (14.9,NC) 21.5(13.9, NC) —e—] 0.92(0.55, 1.51)
Geographical region: Asia 62/188 (33.0%) 87/191 (45.5%) 40.7 (36.5, NC) 27.2(21.5,NC) —eo— 0.60 (0.43, 0.83)
Geographical region: Western Europe 27/87 (31.0%) 3178 (39.7%) 36.0 (30.6, NC) 31.2 (15.8, NC) —— 0.60 (0.35, 1.01)
and North America

Geographical region: Rest of the World 20/108 {26.9%) 54/118 (45.8%) NC (380, NC) 24.4 (148, NC) — 0.48 (0.30, 0.76)
Baseline ECOG: Normal Activity 71/256 (27.7%) 94/246 (38.2%) 40.7 (36.5, NC) NC (27.2, NC) e 0.60 (0.4, 0.81)
Baseline ECOG: Restricted Activity 47/127 (37.0%) 78/141 (55.3%) NC (26.3, NC) 19.2(13.2. 23.5) — 0.54 (0.37, 0.77)

T T T T

0.25 05 1 2 4 8

HR (T-DXd + pertuzumab: THP) and 95% CI

A HR < 1 favors T-DXd + pertuzumab to be associated with a longer PFS than THP

For the analysis on all patients, the HR and CI were calculated using a stratified Cox proportional hazard model
and ties handled by Efron approach, adjusting for prior treatment status, hormone receptor status, and PIK3CA
mutation status.

For the analysis in each subgroup, the HR ratio and CI were calculated using a Cox proportional hazard model
with no stratification and ties handled by Efron approach

HR was not calculated in case of less than 20 events across both treatment groups in a subgroup.

Size of circle is proportional to the number of events.

Grey band represents the 95% CI for the overall (all patients) HR.

Progression was determined by BICR according to RECIST v1.1. The subgroups of stratification factors were based
on eCRF/central laboratory data rather than IRT.

(2) OS

0Se] 8 olx H7F Hees o AgdE 3 B4 AIAHDCO: 20259 29 269l B=3HA futh
(T-DXd + pertuzumab th®] THP: A& % 16.4%, FR £33 29.1%).

0S FAAZ 77t 43S T-DXd + pertuzumabsoll Al 29.4771 28 9): 0.03~44.457) ¥)o) a2 THPol)
A 28.85714(H9: 0.07~44.687] D)ol Atk Module 5.3.5.12] Study DB-09 CSR, Table 17 %=). T-DXd +
pertuzumab<*ol| 4 THPoll vl3] FA8AA Ad3Fo] Fz= ] omHR: 0.84[95% CI: 0.59, 1.19D) AA| Al
Aol 16% FagchFigure 5). OS TY#S A= FIAAE ZDHA LUTh

Figure 5 Overall Survival, KM Plot (Full Analysis Set)
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(3) PFSUNV)

T-DXd + pertuzumab*-& Al@A7F B7HgE o2 THPwroll wlal d3dat o= oud= PFS 5
Gt M-S UERHTHHR: 049, 95% CL 0.39, 0.61; =& p <0.0000D). PFS F%at2 T-DXd +
pertuzumab(40.77H2[95% CI: 36.5, NC]) €AtellA] THP(20.770€[95% CI: 17.3, 23.5DE ™ ©f AUt}
AgA A6l 9% PFS A ¥ BICR £4¢] o3 PFS9} U2 gith

(4) ORR, DCR

BICRel 7198k 84 ORRS T-DXd + pertuzumab*(85.1%)o14 THPZRT} T =JtH78.6%; <AH] =
1.59[95% CI 1.09, 2.32]; HW& p = 0.015). Al&A} Hrle] 7|93k &4 ORRY| A= FAE A7 &
2= A THT-DXd + pertuzumab: 86.7% th¥l THP: 79.8%). BICR & Alg@zl &2 9|3 w84 ORRe 2
= 84 ORR &3 A3},

BICRo| 23+ &34 CRs® 4+ T-DXd + pertuzumabitoll Al THP#R ok o &=tz CRs 587[15.1%)
iyl CRs 337[8.5%); &4 PRsY = F+ & EFolA FASITHPRs 26871[70.0%] vl PRs 2713
[70.0%D. Al@A @7kl 7]9kgk CRs & PRsolAl fFARE A7 @& =dnr BICR 2 A|@ Ak 93
&4 CRs % PRsollAl 3" A7 &= A

(5) DOR

BICRe] 714kt 3hel®l AAA w85 7179 FU3-S T-DXd + pertuzumaba+(39.27§€[95% CI: 35.1,
NCDoll A THPw(26.470€4[95% Cl: 22.3, NCDE T O At A @A BrtoA = FARE A7t 32U
(&4 DoR Y4t 47 39.2714[95% CI: 36.6, NC] tinv] 21.07§€[95% CI: 18.6, 27.5D. BICR ¥ A&
24 EAol oJg mgA DoRel ZA3+= 4 DoR 43 A gich

KM FAXZE 7|9to 2 34 DoRe| 127§€¢l &4 wkgxte] wE g o T-DXd + pertuzumabiroll A
87.4%F o o]o) H3] THPTolAM+ 73.5%% T BICRONA H7lalS w] 24701€ AJ™o| T-DXd +
pertuzumabol A B &2 H|E9] 3AH73.3%)7} THPT(G4.9%) Hls] A wk-SA2 F-AFH A} =35,
A G237 7S w) 2470 A ™ol T-DXd + pertuzumabtol A © =& H]&9 $2H70.0%)7} THPT
(47.7%)° Hlsl] FA ¥hgA=2 FAFH AT ol A= BICR 2 Ao o v g wk-gAte] vl &
7 A

(6) PFS2

PFS2¢] A& T-DXd + pertuzumab X &
=12 20.6%%e] DCO°l PFS2 AH#lE A
0.45, 0.79]; ®= p % = 0.00038). PFS2 %
TN M E 36570 LA

FEetA AR o= gu gtk T-DXd + pertuzumabi
3l v THPZES A 3xF2] 29.7%ATHHR: 0.60[95% CI:
9 + pertuzumabtoll A =25 A 2& wkA THP
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4) AP A
ANEE 2o A F3FolM A3 ee e 4= Table 29 e} Uth

Table 2 Number of Patients in the Safety Pools

Smd‘\‘ Number of Patients Treated
T-DXN4 5.4 mg ke T-DXd S4mgke T-DXd 5.4 mg'ke
BC Pool + Pertuzumah All Tamor Types Pool
BC Pool
DB-09 0 381 | 0
DB-01 154 ] I54
DB-02 404 0 404
DB-03 257 0 157
DRB-04 3Tl 0 [ 371
DB-06 134 0 | 434
DB-07 10 50 [ 110
DEB-12 504 b | 504
DL-0] 4] 1 41
DL-02 0 0 | 101
DL-03 0 0 36
DL-05 i i 73
DP-01 20 0 [ 102
DP-02 0 o [ 267
T101 71 0 | a]
DC-02 0 0 [ 23
Total 2355 431 l 3057
D ==

2025 24€ 269¢] DCOE 7I+o =, Study DB-0994 A& 7|3t Sk T-DXd + pertuzumab<*
(21.65704[H £1: 0.3, 44.5Doll 4] THPw*(16.907 L[} <. 0.7, 41.7])01] H] 3} ?ﬂlx‘]%l ol AATH28.1% =kol).
RDI S¢S F A5T BFolA D90%A oM, o= F A8 25 Wepgol ¢-53& Uehdth

(2) oAt aof

Study DB-09¢] Ao 2& &A7F Al A8 F H4A 119 TEAES A@den, 1 5 dFE2 Tt

Al g gktH(Table 7). &2 k7 H4 1149 =3 %— TEAEE H AN 72 Aol Al ef

FTool BR3A] FUTHF, &7 AP 8 FAE ASS 5 Ue v dFS vAA Fa).
< W7/ <S= T-DXd + pertuzumabw¥ THP X+ T-DXd BC 5% tol Z10HAE ZRJE 3}9]

g BATh

¢+ THPZl w3 T-DXd + pertuzumabwoll A Al@eF AA] FECAA A 2 <& d Alg) 2 &5F

A AR R okE B AbEDA A E TEAEsS] @A Eo] dASHA o E4th

T-DXd BC &&ol vla] T-DXd + pertuzumab ol Al Al@eF dA] T3} #AHE TEAES(H A AL

2 okE AW A, &% T ddE TEAES(HA Ad 9 9& #9A Ak, =353 9= ¥4

TEAEs®] A &o] dASHA B EUTh

*
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Study DB-09¢] T-DXd + pertuzumabs oA A TEAEs® WAE3 TEAEs 3= T-DXd +
pertuzumab BC & &3 A

Table 7 Overview of Treatment-Emergent Adverse Events (Safety Analysis Set)

Number (*e) of Paticats
Smudy DB Fool
T-DXd THF T-DXd T-DXd T-DXd
Sd mghkg + Pertuzumab % =383) A mgkg 54 mykg A mgkg
™ = 351) BC Pool Pering nmab Al Tumor
(N =2355) BC Fool Types Pool
™ = 4305 (X = 305Ty
Patients with any TEAE IR0 (9T ITR{ME 2336 (09 2) 430{998) 3031 (98 1)
TEAE > Gmade 3 242 (53.5) 23B{423) 1273{%4.1) IT2{631) 1688 (58 1)
Treatment-emerzent SAEs 13 £27.00 9528510 SEG 1249 116 (2693 BAT (284
TEAE zxssociated with an outcomse of death 13(3.4) 3008} 7T 134300 26041}
TEAE amociated with study drug THI20T) 1068 {28.3) S00C17.0) 89 (2006 4550159
discontinuation
TEAE amocated with study drug =62 (55.8) LET {4200 1144 {48.6) 2BE(654) 1468 (48.0)
i beerip Hest
TEAE associated with dose reduchon 175 {4%.9) TE(18m 588 (2500 18242 2) e
Any diig-related TEAE FTI T 60 (56, 6) 22T0(96.4) A22(9T 0 R0 (84 T)
Drag-nelated TEAE with CTCAE Grade 2 3 209 {549 =M0iF24) 1010 {42.5) 232(33.5) 1289 (42.2)
Drug-related SAE 25150 314,13 174 (11.6) &4 (14.8) 376(123)
Drog-related TEAE assocuted wath an 5(L3) 1003} F1(13) (LI 40(1.5)
outeoms of death
Drmag-refabed TEAE associnted with any TiiRl) 104 {27.2) A48 TH{183) 207 (12.3)
sty druig discontinidbion
D:'l..l.g-:n.-hb.-d TEAE associnted with any 201 [52.8) L7 {2800 TES(32.T) 224{5240) Q220302
study deug memruption
Crag-melated TEAE associnted with any 162 (42.5) TE(IRID 205 168 (35,00 673(22.00
dose reduction

If relationship is missing, the AE is also considered to be related to the drug.
Percentages were calculated using the number of patients who had TEAEs as the denominator.
The pools are based on first dose received for patients in each study.

Q) EstA AT o)Ak

T-DXd + pertuzumabi*# THP# T+ T-DXd BC B+ ztol =10HAE 21

m

zlo] & Ro|l= TEAEs

o WAEL ool fokEo] Ytk

*

THP#ell wl3f} T-DXd + pertuzumabwtellAl 79, T8, ¥H], & Zk4, ol 22 H0|E ofn] 7 o
B4 37F 4% F A, AF Ta, AZEFESTY A E AAA O =3I, xEFT 9L T
= A

NREE SHELS A B Eun. T EC] § 2 EE Aldl= T-DXd9 €# % ADRs

o
£

N

152 =20 s BAALS w o] PTs thi-Eo B EL T-DXd + pertuzumabw 3 THPZ 3kl
FrAF T

T-DXd BC &3zl #Hls] T-DXd + pertuzumabstoll Al AA}, olxulZ g o]E ofnj:-Folai F7},
detd ofriHola s F7E COVID-19, AT 74, AZFIFY Y E°] A o =3t
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Table 10 Treatment-emergent Adverse Events Reported in = 10% of Patients in the T-DXd 5.4 mg/kg
+ Pertuzumab or THP Arm of Study DB-09, by Preferred Term (Safety Analysis Set)
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Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator.

The pools are based on tumor type and first dose received for patients in each study.

If relationship is missing, the AE is also considered to be related to the drug.

If a patient had multiple occurrences of the same PT, the patient is counted once for the specific PT. If a patient had
multiple PTs, the patient is counted in each of the different PTs.
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Table 12 Treatment-emergent Adverse Events of CTCAE Grade 3 or Higher Reported in at Least 10%
of Patients in the T-DXd 5.4 mg/kg + Pertuzumab or THP Arm of Study DB-09, by Preferred Term
(Safety Analysis Set)

MedDBRA Preferved Term Number (%) of Patients
Study DE-09 Pool
T-DXd 54 me'kp | THP - 5.4 mg/ke T-DXd 5.4 myg'ke + - 54 mg'ke
+ Pertuzmimal (i =382) BC Pool Perturmmal B All Tumor Tvpes
(N = 381) (N = 1355) Poal Foaol
(% =431 (N = 305T7)
Panents wath sy Crade = 3 TEAL 242.(63.5) JIB(62.3) 1273 (54.1) 72 631D 168R (55.2)
Ncmm]wm;'. SRS 2 &5 P70 M¥a (K. T) 6HT {155) 2a6 (8.0}
Nentrophi] count decreasedd 431133 TI(18.%) I51010.7) 46(10.7) AAF N0
Anaemia 31025 17 {4.5% 203 (3.6} 46 {10.7) 02 (9.9
Hypokalacmuia 5440142 10 (2,63 T5{3.2) 56113.0) 108 (3.5)
Whte bloed eell coum 14 (3.7} A8 (12.6) 112 {4.8) 15 (3.5) 138 (4.5)
decreased

Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator.
The pools are based on tumor type and first dose received for patients in each study.

If a patient had multiple occurrences of the same PT, the patient is counted once for the specific PT. If a patient
had multiple PTs, the patient is counted in each of the different PTs.

&) AP
A Astel #EE A8 & @A AEsE T-DXd + pertuzumabit(3.4%) $+x}oll 4 THP(0.8%) K.t} =2
i o] 2 H&E EA S tHTable 14).
o A} Aol #HEP TEAEs7F A3 T-DXd + pertuzumabao 2=} 139
(38.5%)1 A Atel7F Ald ek #Ho] = AR IFITH HESE, TFEH, IH FAT aF
HEF, fEE &3 7 19.
¢ RIEE THPw A A Al #AR oFE #d TEAER By shuo PTH
o A} AFE Y3 A5 F LAY AEs= T-DXd + pertuzumabw % T-DXd BC E&+ AtolA
fFAREE Hl& 2 DA P oi(Table 14).

Table 14 Treatment-emergent Adverse Events Associated with an Outcome of Death in At Least One

Patient in the T-DXd 5.4 mg/kg + Pertuzumab or THP Arm of Study DB-09, by Preferred Term (Safety
Analysis Set)
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MedDRA Preferred Term Number (%) of Paticnts
Study IVE-09 Poal
Tl 5.4 mg'ke ITHP T-DXAd 54 mgkg | T-DXd 54 mo'kg + | 1-DXd 54 mig/ke
+ Pertuzumaly &= 382) BC Fool Fertuzumal BC All Tumor Types
(% =381} N = 1355) Paol Pool
N = 431) (N = 305T)
Patients with auy TEAE associnted 13 (3.4) 3(08) 73,3 13 (2.0) 126 (4.1)
with an outcome of dently |
Pogumomns L3} 0 | L0 [ {2} | 14(0.5)
Prieusionin A010) 0 NI B 409 | Hi0.3)
Pulmanary embolisin {03} i) 0 1 (0.2} | (RYiN]
Sepne shock 103y i} 0 1 | (1
Acute RKidnew mjury 1 (0.3} 0 1 (03 14023 | 2001
Anipeni a WS 0 i | i
Dyspnoen 103 0 0 L3 i F(0.0)
Fall 0 o3 | 0 o ! 0
Febnile neutropenin 103) o | 100) ' 102y L oo
Hepatitis 0 (3] 0 o i 0
Inl-l.:l-luml iseliennn 110.3) 0 0 L) l 0
Sepsis 3¢0.5) ] 4(0.2) 205 | G{0:2)

Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator.

The pools are based on tumor type and first dose received for patients in each study.

If a patient had multiple occurrences of the same PT, the patient is counted once for the specific PT. If a patient had
multiple PTs, the patient is counted in each of the different PTs.

6) FHE ol ’FAHE
Z 3+ TEAEsE= Study DB-09¢] T-DXd + pertuzumabs @ THP#3 ZF ¢FAA B3 3
H &2 A giti(Table 15). T-DXd + pertuzumaboll Al =2%2] A} A
THPT ol A= 84 487 daFolUth T TEAEse 548 +32 F
ATH

riot

ANA FAR
B1E §9% PTE AAAT

ol ER1E A o

Table 15 Serious Treatment-emergent Adverse Events Reported in At Least 1% of Patients in the
T-DXd 5.4 mg/kg + Pertuzumab or THP Arm in Study DB-09, by Preferred Term (Safety Analysis Set)
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AledDDRA Preferred Term Nomber (%) of Patients
Stuchy DB-19 o Fool
T-DXdSdmghkg | THP | T-DXdS4mghkg | T-DXdSdmghkg+ | T-DXi 54 mgke
+ Perturamal (™ = 382) BC Fool Pertuzumab BC All Tumor Types
(™= 341) (N = 1355) Fool Pool
(™ = 431) (N =308T)
Patients with any serious TEAE 103 (27.0) W6 {251) SR6(24.9) 1l6{269) 867 (28 4)
Premmaonia 7{1.8} i3 BN 3015 Gl (2.0)
Febmle neutropenia T(1.5} 1129 IS (0.6} T(1.6) 2000.7)
Vonutimng 5(L3) ER IR (1.2 5002 45 (1.5)
[Harthoen 821} T8} Lo 0.4y {21 17 {0.6)
Pulimodinry esnbolisng S(L.3) 3 (L5} L1 (0sy Bo(l4) 14 (0.5)
Sepsis 5013 3 {05} 14 {0.6) fi_(.L_EJI I5.00.9)
COVID-19 1(0.8) 100 11 (1.3) 100.9) 18016
Nentroplul cotmt decreased 0 41 i_r;J Jikl) LH] 4] cl} ":I
Pyrexia I {0.3) 1{1.0) 14 (063 2 (0.5 2000.7)
Cellulinis 4 {1.0% 3{08) 13 (0.6) 4 (09 L6(0.5)
Hypokalnenun T{L.E) 1] 18 (0.8} LR 20007y
Mentropsen A (0.K) (1.3} 4023 4 (0.9) 5(0.2)

Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator.

The pools are based on tumor type and first dose received for patients in each study.

If a patient had multiple occurrences of the same PT, the patient is counted once for the specific PT. If a patient
had multiple PTs, the patient is counted in each of the different PTs.

(7 T83k kg AH
O g A HES

Study DB-09¢] T-DXd + pertuzumab¥} THP Ztoll #A4H <& ## ILDoA th2] AT Xol7}

2= It (Table 29):

¢+ T-DXd + pertuzumabi ol A THPFET © &2 H&2] 27t A Hd FE #d ILDE Rz
ZF 12.1 tiv] 1.0%).

¢ FAET EFA FHY UFEES 155 B 2 %‘01011:} >3%53 AbglE= T-DXd + pertuzumab
T 29 0.5%0A4 RuxEdh. F AHEEES 2 #AEY PTs) &5 555 AHEI AT THPF A =

359 AHEE A A= ik

o IAHHE oFE ¥H™ ILDY Hzx Abg EAA7EAY AIRF FYR(ACO] wE)2> T-DXd + pertuzumabw*
(210.5¥€)° A/ THPT(294.5€)x o} o Z3kthHTable 30).

o AAE oFE FA™ LD Hx A FYa 71AE A wE)& T-DXd + pertuzumab(60.5) ol A
THPw(16.09) 2ot o Z I tH(Table 30).

+ DCOE 7]¥o = THPT A Atel7} sf4E ko] Hl&o] w2 A& THPFAA #AHE o= ¥4

ILD AtEl & A3dd &4V 48 8IS a8t 2F3tA af4sloF goh(Table 31).

o{n

Table 29 Interstitial Lung Disease by Adjudicated Grade (Safety Analysis Set)
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Ml judivated Chatearme Mvmbeer (el of Fatienis

CTUAE Grade by [LD S:.“JI!:' THEL i) Paul
AT aarini Y wriidieiee 1-D%d e -1 -1 -5 5.4 myy s
54 mgkg # % = 852 S mpke S migiky + Al Tamsr
Perturamah BE Posl Periummah Txpes Pl
ERR i B ™ = 1851 B Pesal ™ - 258N
™ =431)
Totr] by of paisewis with events TRLMLTa | 1343.4% 35180 | o) {209 [ 437 (1711
submitcd 1o the LI} AC*
drodicated as LD *
'I..nl. Ciile I AH 126y 1 44{1.1% I Mianse | RO ELL] [ :-'E'\lll.'-'\ll
Gieade 1 [ Tiram | 2em | sogn | raw | T 130}
Cirade 2 A6 I 2 {15} L5 By I R ] I 207 (51
Urade 3 | L | o | 15 et} | itk . 19 (1073
|.|r-.||l.: - | L] | (1] | [ELURY | 1] [ Ity
Cirade ¥ [ z®m | o | wam | zos | 6 0.0y
Cirade = 3 i :ﬂlﬂ. [ 4] i IS (1.0 [ AT [ dh =)
Il:'ill"lllli.lh.'d an .!'lu_,;-qd.llr-l (RER
Any Cirnede Ati12. 0 LI 215N 312y . ATiEa)
Cicade 1 I asn | 2w sTiEty | Ve | TR
Giradke 2 I 37 | 2ms | issmm | men | mow
a3 | i | BT 102y [ 149 (73
Cirade 4 | ] [ [§] | Il | il [ il
Cicaile & | I {5 1] | 17 {09y I 2wy . RERT
Grade= 3 I 2ws | o | 3an | zom | BT
Aulpudszaned an ol drogenelaied 113 * - ) . ) ) ) o
T 2405} 0 w0 | 2T | 12405
Creade | i [ { o ] 4407 i 4k 2y
Cippdde 2 | 205 | ] | ALYy | ATy [ R ]
Girade 3 L] L] ] LU LU
Geade 4 il ] i} 1 i
Grade 5 [ i [ 0 [ 0Ly | [1] [ T Ep
Girads = 3 | i | i [ 2wy | i ' Tondy
Adljedicared =s oy 1.1 | I EEAT) | G4y | 84 (4,55 l 1879y [ (4.2

% Grade as reported by ILD AC

Table includes all events that were submitted to the ILD AC.

If a patient had multiple ILD events, the grade shown is for the event with the worst grade. If a patient had both
missing and non-missing CTCAE grades for a TEAE, the worst CTCAE grade was based on non-missing grade.
The pooled analysis group is based on first dose received for patients in each study.

Percentages are calculated using the number of patients in the Safety Analysis Set as the denominator. For the
T-DXd 5.4 mg/kg BC Pool and the T-DXd 5.4 mg/kg All Tumor Types Pool, the denominators exclude the 504
patients from Study DB-12, as ILD events were not adjudicated in this study

Table 30 Characteristics of Adjudicated Drug-related ILD (Safety Analysis Set)
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Adljudicated (haloome/

CTOAE Gar dl]rl'l-:l wdjmdication Commitier Spady INBE-ip Pl
Xd | THP TN FONG TDXA 54 mgkg |
S mglhg = ™ = 3u2) S mpikz S mglky + All Tumar
Fertarmmih BC Poal Fertusumalb I'vpes Panl
N M N = 1R51) B Pool (™ = 1853)
I =43
Teme tis first oesel of ndjudheated drugsrelated T1ED {dmye) *
n 44 4 242 53 £} i
Mean 24 | 3883 1591 3217 271
St D 2401 | mnm IMLE 664 Muogr
Meduen i 1 3 [ M5 1574 24 16,10
Minimum. wximum 10008 | 323 | 260224 17, 102 26, 1224
Tomee 10 first oot of myvestgator-reportad evers adudicmed as drog-relasad 11D (days)*
i . 46 [ 4 [ 2 3] 17
Abcan 44T [ YK (M. 1 b |30 250
Bid P WEF2 | 258 24R.53 FELE] Y3540
Adedaan riio [ 20 Y1l _'S,I'l'l b a1
Mimmuem. meismum 17, 1w I s, A L) 2, 1323 17, 1A 19, 1323
[ Duralion of first LD éve (days) N
0 . 1 . k. 16T 3 210
Mean 1401, 3 [ 330 11548 | 5T 1035
Al Ilcln. TEL N | 374 1ok 017 17 :‘E:ﬂ 132 2%
Medinn .5 [ T .0 f.'. |.| 505
‘.\1|.n|.1|.n||n AT 14785 . %17 1.9 1.8 1,7t

® Time to first onset of adjudicated ILD (days) = onset date of first ILD event that was adjudicated as drug-related

- first dose date + 1.

Soumber {950 of Patients

"Time to first onset of investigator-reported ILD (days) = onset date of first investigator-reported ILD event that
was adjudicated as drug-related - first dose date + 1.

“Duration of first ILD = investigator-reported end date - investigator-reported onset date + 1. End date is censored
for ongoing ILD.

dDescriptive statistics are based on patients with AE start and end dates. Partial date is imputed per SAP.
Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator. For the
T-DXd 5.4 mg/kg BC Pool and the T-DXd 5.4 mg/kg All Tumor Types Pool, the denominators exclude
th®504patientsfromStudyDB-12,aslLDeventswerenotadjudicatedinthisstudy.

The pools are based on first dose received for patients in each study.

Adjudicated drug-related ILD events include all events that were adjudicated and considered to be related to study
drug by the ILD AC.

Table 31 Action Taken for and Outcome of Adjudicated Drug-related ILD (Safety Analysis Set)

Number (%) of Patients
Study IVE-0% Poaol

T-Ixd HE T-Ixd - T-Id 5.4 myke

A4 mgiky ¥ ™ =381) Fd mg'ky 5.4 mpllg + All Tumaor
Fertusumab BC Paal Pertuzumah Iy pes Pl
(™ = 381) (N = 1851 BC Pool N = 2558
[ | 1_?"5 431}
Achion taken for first ofiset of adjudicated drug-celated LD (day)
Study drug discontinuation | ones [0 172093 26 (60) 217 (8.5)
Study drug imtermsption 6.5 441 4% {26} 28 (6.5 2T
Do reduction 14 (3.7 L 2211.2) 14 (3.2} 20(L1)
Crsteome of the worst TLDY event *
Fatal 4.3 IJ 13 (5.4) 2{35) L& (57
Nt recoversd not resolved 13 (28.3) i 64 (24K} 15 (24.5) ES (20.8)
Recoverning resobome 2{4.3) 1 (250} 10(4.1) 2{38) Ni6.3)
Recovered resolved with sequelae 0 { 16 (6.6} J(3.8) 16 (5.0
Recovered resolved 20 (G300 3(T50) 138 (37.00 34640 172154.3)
?.:-Ti:u_L_ng |||1L'|u_1'.1.:|: . IF__ i * (211 i B [l_."ill

# The denominator for outcome of the worst ILD event is number of patients with adjudicated drug-related ILD.
The pooled analysis group is based on first dose received for patients in each study.

Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator. For the
T-DXd 5.4 mg/kg BC Pool and the T-DXd 5.4 mg/kg All Tumor Types Pool, the denominators exclude the 504
patients from Study DB-12, as ILD events were not adjudicated in this study.
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Adjudicated drug-related ILD events include all events that were adjudicated and considered to be related to study
drug by the ILD AC.

Q@ AT AT
THP-oll Hlal T-DXd + pertuzumabollA HZz Abg A7) 9 TS D Hx Ao SYE
Z1Zko]l Bl AR, Al dA FHe 2XE FH3 A HEo] kTh.
T-DXd BC &&ol Hl3] T-DXd + pertuzumabwoll A FATF TAS(AFENFA 2 FE A A=)
o] WA Eo] A A W ESkth

k4
o %

T-DXd + pertuzumabw-¢] T4 ZA&S(AF8&°) Atgle SAESAAY AlgeF o3 ddd 357F A
o gl &A oA Argl el A= siad ol
Table 20 Summary of Neutropenia (Grouped Term) (Safety Analysis Set)
Number (%) of Palients
Stmdy IVH-09 . Pl
TDXd | THP | TDXd | TDXd | T-DXd
54 mp'kg + & =381) Sd mpke 5S4 mg'ke + 4 mg'ke
Fertueumiah BC Pl Pertuznmab All Tumor
™~ =381 (™ = 2355) B{ Poal Fypes Poal
(N =431) [™ = JISTy
Any TEAE of neutropents { groupsd tenm), (%) I 192 (50.4) . 180 437.1) . BES(36.3) I 211 (4800 I 10 (35.9)
. [EAE Grade ".4.|.1|"n.1 . a . .‘JFIIZ-I 9y . 1324034.6) | A0 (13,93 . |||;'E3-i B . .‘[‘-".LI.H.fﬂ
Drog-related TEAE, n (%5 I 186 (48.5) ' 170 (44.5) ' B36 (35, 1) ' 205 47,060 ' 10600 (34, T
SAE, ni%e) I 3 (0E) I 924 I Ti0.3) I 4 (L I 11 00.4%
Median (renge) time to onset of first event (days) * . 420 . .H.!] | 430 . 4210 . 430
{1, 1121} (=1, B4} {fh, 1567} (1, 1121) (0, 1567)
Median (ramae) durstion of first event (daxs)® 19.0 I 50 I 12 0 I Jia I 21.0
{1,839 (2 162) (1, 939 (1, 839) (1, 4349
Crteone, o (%) . .
Recovered'resolved [ 178 {92.7) [ 178 (989 [ T12(83.3) [ 193 {91.5) [ Q21 (83m
Recoveringesohing [ 306 | 1we | 3065 | 304 | 440
Recovered resolved with sequelac I L] I ] . 1 (01,13 I il I NN
Wot recovered resolved . 11 {5.7) . RG] [ 1R (127 . 15(7.1) . 1289 (FL.TY
Lieati . LH] . 1] | 1] . ] . L]
Missimg unknown . L] 0 3 {41 . L] . 1 -;.lr..h-
Action taken. 1 (%) . . . .
Seudy drug discontanwation [ 1 {15} [ I {L6) [ 506 . | {15y . Al Ey
Sty drug intermphion I GO (R].3) I 19§ In.m . 332 [3R.8) I 6T {318 I 89 (3540
Diose veduction . 6y . 1548.3) [ T2 . (152 . 100 (.23

4 Time to first onset (days) = date of onset of the patient’ s first selected TEAE - date of the first dose + 1.
"Duration of first event (days) = date of resolution of the patient’ s first selected TEAE - date of onset of the
patient” s first selected TEAE + 1. End date is censored for ongoing AEs.

Neutropenia (grouped term) includes PTs of neutropenia and neutrophil count decreased.

Percentages for outcome and action taken are calculated using the number of patients with a TEAE of
neutropenia (grouped term) as the denominator.

The pools are based on first dose received for patients in each study.

© #FHAA 7e5A
Study DB-09¢l 4] T-DXd + pertuzumabw* ##}e] 11.0% % THP &9 7.1%7} TEAEZ R1u¥ LV 7]
SRAL A HTable 32). X5 717¢ol tiaf] 2AHWLS w), LV 7]5HA g EAIRS Z+zF 0.06 2
0.05% . e dures 1ew T 25welden, 355 Ae 4 Asd datddA FARE v
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(1.8%)% R 1% tHTable 32). T-DXd + pertuzumabi* &2+ 1%(0.3%)S 455 AtElS E?&t}(‘ﬂ"é Al
Z PT7F SAEZ Hysom Ak a0 F dlag). THPFANAME 453 AHEZE %l & & 25F
A 55w AtEle il

LV 7155 Ade Hx Atd ZA7MA Y A7 F93-S T-DXd + pertuzumabi#(349.09; 9. 14~1014¥)
oA THP(273.0¢; H$: 64~602¢) 2 T-DXd BC E&7(176.0¥¢; H<: 1~1476 )R} dAsA o 2
AT

Table 32 Overview of LV Dysfunction Events by Grade (Safety Analysis Set)

Number (%) of Paticnts

Study DB-09 ' Pool
I-Ixd THP T-Ixad T-DXxd I-Dxd
S4Ampke + | (N=381)  Sdmpke | 5.4 meke + 5.4 mo/ke
Perturumah BC Pool Pertuzumahb All Tumaor
(™ = 381) (™ = 2355) B Poal I'vpes Pool
(N =4431) (N 305T)
Any patient with 4241140 2T (1Y 155 (6.6 46 (10.7) 181 (5.9
AESIof LY
d}'.-,l'unclmn
| 4 (L. [Jll I {0.3) 14 (0.6} 4 (0.9 17 (0.6)
2 H: '-?r [9¢5.00 129(5.5) 32EN 147 (4.8)
i Ti1.8) T8} 12 (0.5} £(1.0 16 (0.5)
4 1 {0.3) ] LU 1 (0.2} I {00y
5 ] 0 0 ] i
=3 8(21) T(1.8) 12(0.5) 921} 17 (0.6}

Percentages were calculated using the number of patients in the Safety Analysis Set as the denominator.

The pools are based on first dose received for patients in each study.

If a patient had multiple occurrences of the same PT, the patient is counted once for the specific PT by worst
NCI CTCAE grade. If a patient had multiple PTs, the patient is counted in each of the different PTs.

® d=o] 93k

T-DXd + pertuzumab2] =% 7|3t TYak2 <65A4I(n = 314) EAollAl =654(n = 67) AR A}

A d 27 22 3x}o) sl 234670 L(H 9: 0.3~44.5701 ) 2 1255702 (H Y 0.4~37.770 ).

T-DXd + pertuzumabwollA] X5 & A3 SAEsE =654 Ao A] <654 FAET dASA o &2

H& 2 BauE

714 &3+ TEAES(Z, T-DXd + pertuzumab el & A8 ®HF F o= sy gtz A2 =20%0 A

H1uE Z) 7k 1:}?«] A 2po] 7t <654 A} thH] =654 %ZMW JJrZLQ%‘U:}

¢ T PTse dAA O & TAEC] <654 fAelA #ZHAT: 79, of 29 2HolE ofr=d
ola4 SV &Ed ofrlHolask FUE FE, 4% 7 A

o 28 Hho PASA B EL FAEC] =654 A4 #EEHU

7. 7o ALEH] BY A”
o W=, 20251215 AgE F7}
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L 719 == 24 3 AdAL B3 A=

LL AFHEE

e International Nonproprietary Name: E&t2~F 59 & 2H|ZH

o 227 : HER2 %7 g o|=#} topoisomerase I inhibitor 23| (o}e] =)

1.2. 719 & AEAES
e DXd ADCs& /8o = HFH deruxtecan 71&S &85, o] 7|&d= 4 A A, A4
topoisomerase I inhibitor #o] 2 =21 DXd(exatecan®] 3}y &)7} £t}

2
e
e}

7V B AE3

- DXd ADCs&= Aeg# 29k ME AFES f%3FaL topoisomerase | inhibitor #o] 2= gk AAl &
£S5 Zo=E EW3 AAHJY. &AHF DXd ADCs:E ¥ W Ar] HAAES yEhit
tetrapeptide 7|9t A& 7} H A o2 A A kA Holt) kG FAE &8 F o
2 &S HAgeto 14 9 549 RS AaAUY BAE TG AxAA AP HoE FF
ZAE = YHAFAL Zadd o) degdoz dddn. HEH dHolRs Axu FigolH, ol&
&3 DXd ADC WiAis 9 "7 dAed & Hax &3¢ axrr st 28 9 FH TS AEE

2 AAS & Aok

HER2 32 mAbe % Al

i

f
o2

EHA B E EH9 HER2O] AgH o2 AFITH ADCE F
fe) =
H

Az 93] WAstEE, ojuf Wty oz T AEAA FFxAE= AE U fdiaEFH 5471
tetrapeptide 7|4k HAES Az o g Aaditl DXd HolEeE= Az Axzdg wEHArg wEd

2 I
HolZee= AXE oz Eo]7} topoisomerase [ At}

13. AA AZF M8 € X5

o Ax| F<UH 23 Q¥ A Fol= ramucirumab @58 & PTX9}e] W8 QW HER2 A T4
73%- T-DXd7} =¥t} ramucirumabe 2719 &3 AlY ZFE vigo =z JI3PA ¢ =& GE] A
Z9o] 221 2 7o) tis] FDAS %$91-& Wty REGARD A @04 Ram ©HE QS Fojuo gz
o] 0S FUa-2 5.27Lola oo mg e Fodwre Axe] A9 3874 LoIAtHp = 0.047).
RAINBOW A]&ol|4&= Ram + PTXe] W& Q% vs. PTX 95 Q¥S Hrigch A7 2w EAH
o7 593 0S Aol Y=HUoH, 4z Ram + PTXolA 9.6701€(95% CI: 8.5, 10.8), PTX ¢
EFAE 74702095% Cl: 6.3, 8.4; HR[95% CII: 0.807(0.678, 0.962]; p = 0.017)°]3t}. PFS 4zt
HaFoA 4470093, PTX @EFoAE 2.971€olAtHHR 0.635; 95% CI: 0.536, 0.752; p <
0.0001). ORRE B &7 oA 28%= 16%2] PTX @SRt #2384 o =thp = 0.0001).

14 AARFE3 #4489 593 AL AH
ez}

o XM ALR/HAZT, ST HaT, HAAHA Ve HA

15 AAEFEFS 37HAA A Hdo|Ho g AE
o UHANE 54
dEds AL PAAE A=
Eg2EF(Trastuzumab) & &3 QW F EE= o] 13 HER2 %A
202100289 2021.03.29 | "ol H/x=E HA BV o B AAEHETR(GE) ALE Ay
AE ez 3 EgAEFT o E2H ZHtrastuzumab deruxtecan)®] Al 3
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6. Y3ANFAF A #AF A= (CTD 5.3)
6.1. A3AFAR AHPGCP &)
o tAE(frH TOC AlEdoy E5ax F71EA &9

6.2. dZANAA=H /M8 (CID 5.2)
o I 1 04, 2% 04, 3% 11 A=
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O) A} A] B E 2k
faat VHAE AZ 2 DA Caee Hr1es
.]Lﬂ\:r:]
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Egt~EFW(Trastuzumab)s  Z&3 6.4 me/ke IV infusion Q3W
4 m infusion
W F w Fo] @ HER2 4| oo
34+ ol H/Ees HA EVFsd o EE|or
DESTINY- |92l A5 (GE]) MotE A3 g Ab= 13- 05
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GASTRICO4 |2 o g 3 Eg2~EFR d &2 =
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DG-04 ZHtrastuzumab deruxtecan)e] A 34},
on Days 1 and 15] and PTX
o713, 20, TR, F AN
A [80 mg/m2 on Days 1, 8, and
" 15))

6.5.2. 1443 &(Pivotal studies)

D A AFAA

(D gukArst

DG-04+ trastuzumab 5 8 = T+ Q¥ T HER2 2AHC 3+ =& HC 2+/ISH+=Z AH2lE) Aol
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A EBE 3¢ JAE 53 E] AE2 ASCO/CAP 7)o wizt HC 3+

+ HC 2+/ISH ¢Bo= A=At T2l g E 4945 AN SR T 4775 ] A3 X 5E 29k
A= T-DXd =+ Ram + PTX] 111 HI&= FALMA Ao F2AuA S o3 AR we}

35t} HER2 *PEH(H{C 3+ vs. IHC 2+/ISHH), A H (el oHZF= BE A ] vs. AFH vs. = EE/

B A ), 12 2 A5 T W IAY7EA Y AITH67HE vs. =671€)

A} H7F Wes OSH L, olaF &4 H7F Wisol= PFS 2 ORR, DCR, A &2+ %7} DoRe] Z 3=

Noofw l SR e o
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Ao AA £E MO Bk Fz BAoIA BEY FZ p gro] 0.0228) FAE A sirhu, 339
A9 05 A E 7o 0S8 A% B4 sl YPA ol ALHAS Aol

(AN EAGA F L)

B AlgL& O’ Brien-Fleming % A7} 9+ Lan-DeMets &3} & g5 o] &3 OSol tisk 3+
H7te xdste A S AAR A Ao
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Table 3.2: Demographic Characteristics in Study DG-04 (FAS)
Parameter T-DXd Ram + PTX Total
(N=246) (N=248) (N=494)
n (%) n (%) n (%)
Age (years) *
n 246 248 494
Mean 61.6 63.4 62.5
Standard deviation 10.97 10.98 11.00
Median 63.2 64.3 63.7
Min, max 21.1, 84.1 31.9, 87.0 21.1, 87.0
Age group (years), n (%)
>18 to <65 140 (56.9) 130 (52.4) 270 (54.7)
>65 to <75 82 (33.3) 82 (33.1) 164 (33.2)
<65 140 (56.9) 130 (52.4) 270 (54.7)
>65 106 (43.1) 118 (47.6) 224 (45.3)
<75 222 (90.2) 212 (85.5) 434 (87.9)
>75 24 (9.8) 36 (14.5) 60 (12.1)
Sex, n (%)
Male 187 (76.0) 205 (82.7) 392 (79.4)
Female 59 (24.0) 43 (17.3) 102 (20.6)
Race, n (%)
White 116 (47.2) 130 (52.4) 246 (49.8)
Black or African American 0 2 (0.8) 2 (0.4)
Asian 101 (41.1) 97 (39.1) 198 (40.1)
Other 28 (11.4) 19 (7.7) 47 (9.5
Multiple 1 (0.4 0 1 (0.2)
Ethnicity, n (%)
Hispanic/Latino 8 (3.3) 11 (4.4) 19 (3.8)
Non-Hispanic/Non-Latino 206 (83.7) 212 (85.5) 418 (84.6)
Unknown 32 (13.0) 25 (10.1) 57 (11.5)
Region, n (%) °
Asia (including mainland China) 97 (39.4) 95 (38.3) 192 (38.9)
Europe 123 (50.0) 140 (56.5) 263 (53.2)
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Parameter T-DXd Ram + PTX Total
(N=246) (N=248) (N=494)
n (%) n (%) n (%)
Rest of world 26 (10.6) 13 (5.2) 39 (7.9)
Weight (kg)
N 246 247 493
Mean 68.2 67.3 67.7
Standard deviation 15.72 15.53 15.62
Median 67.0 66.0 66.7
Min, max 32.9, 132.1 36.7, 123.6 32.9, 132.1
Body mass index (kg/m?)
N 245 245 490
Mean 23.9 23.4 23.7
Standard deviation 4.50 4.47 4.49
Median 23.6 22.8 23.2
Min, max 13.9, 43.7 14.5, 41.7 13.9, 43.7

* Age was calculated as the number of completed years between date of birth and date of informed consent.
Countries included in regions: Asia = China, Hong Kong, Japan, Singapore, South Korea, Taiwan; Europe =
Belgium, France, Germany, Ireland, Italy, Poland, Portugal, Romania, Spain, United Kingdom; Rest of world
= Argentina, Brazil, Chile, Israel, Turkey

Percentages are calculated using the number of subjects in the column heading as the denominator.

DCO date: 24 Oct 2024
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Table 3.3: Baseline Disease Characteristics in Study DG-04 (FAS)

Parameter T-DXd Ram + PTX Total
(N=246) (N=248) (N=494)
n (%) n (%) n (%)
Stratification factor 1 (HER-2 status), n
()
THC 2+/ISH+ 39 (15.9) 40 (16.1) 79 (16.0)
IHC 3+ 207 (84.1) 208 (83.9) 415 (84.0)
Stratification factor 2 (geography), n (%)
Asia (excluding mainland China) 57 (23.2) 60 (24.2) 117 (23.7)
Western Europe 140 (56.9) 139 (56.0) 279 (56.5)
Mainland China/rest of world 49 (19.9) 49 (19.8) 98 (19.8)
Stratification factor 3 (time to progression
on first-line therapy)
<6 Months 61 (24.8) 61 (24.6) 122 (24.7)
>6 Months 185 (75.2) 187 (75.4) 372 (75.3)
ECOG PS, n (%)
0 97 (39.4) 88 (35.9) 185 (37.4)
1 148 (60.2) 158 (63.7) 306 (61.9)
2 1 (0.4) 1 (0.4) 2 (0.4)
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Parameter T-DXd Ram + PTX Total
(N=246) (N=248) (N=494)
n (%) n (%) n (%)
Missing 0 1 (0.4) 1 (0.2)
Number of metastatic sites, n (%)
<2 73 (29.7) 75 (30.2) 148 (30.0)
>2 173 (70.3) 173 (69.8) 346 (70.0)
History of liver metastases, n (%) 147 (59.8) 158 (63.7) 305 (61.7)
Table 3.4: Gastric Cancer History in Study DG-04 (FAS)
Parameter T-DXd Ram + PTX Total
(N=2406) (N=248) (N=494)
n (%) n (%) n (%)
Time from initial histological diagnosis to
randomization (months)

N 246 248 494

Mean 17.5 18.1 17.8

Standard deviation 14.51 13.46 13.98

Median 12.9 13.6 13.3

Min, max 3.7, 135.1 2.2, 89.5 2.2, 135.1

Cancer type, n (%)
GC 153 (62.2) 149 (60.1) 302 (61.1)
GEJ 93 (37.8) 99 (39.9) 192 (38.9)
Histology, n (%)

Adenocarcinoma 245 (99.6) 248 (100) 493 (99.8)
Diffuse 25 (10.2) 19 (7.7) 44 (8.9)
Intestinal 69 (28.0) 66 (26.6) 135 (27.3)
Mixed 6 (2.4) 10 (4.0) 16 (3.2)
Unknown 145 (58.9) 153 (61.7) 298 (60.3)

Other 1 (0.4) 0 1 (0.2)

Histological grade, n (%)

Well differentiated 25 (10.2) 26 (10.5) 51 (10.3)

Moderately differentiated 99 (40.2) 96 (38.7) 195 (39.5)

Poorly differentiated 54 (22.0) 47 (19.0) 101 (20.4)

Undifferentiated 1 (0.4) 5 (2.0 6 (1.2)

Unknown 67 (27.2) 74 (29.8) 141 (28.5)

ol M4l & aWE A5 ARk A FARTH ol ofES 23 AR Y AFEA ER A o4
H ozRon, (s ditelA fFAT dFEY ARV H4 DRY HE ofEs Fougith
BE FEL tREe] Bud kB tis] T-DXdw¥} Ram + PTX el tix & #3& o] AUt

3 FEH A3
D oS

T-DXd 6.4mg/kg Q3W X &+ Ram + PTXel W] EAZ oz {ols}
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Z# Y HTable 3.5 ¥ Figure 3.1). Ram + PTX$} Hlw @S w T-DXdzZ2 2+ Aldo| AA" 0SS TYak
I ¢ E& 0S HE&S Vet T-DXd#S Ram + PTXiol Hlal Ate)7t s Adaa vlgo)

O wnh & 266712 OS Abell7h 2 Eglem, AR 32 78.5%AT

OSol !k A3t= Sl HER2 A A @hdAH T doll A A ke HER2+ 2 A 51 A oA HAL
® HER2+ 23edel the T4 FF4 24 U 1A= E40A dA =2ydde] 0S 2¥e} nlust
o dAAUH.

Table 3.5: Analysis of OS in Study DG-04 (FAS)

Statistics T-DXd Ram + PTX Difference
(N=246) (N=248) (T-DXd vs.
Ram + PTX)
Subjects (%) with events (deaths) 124 (50.4) 142 (57.3)
Subjects (%) without events (censored) 122 (49.6) 106 (42.7)
Alive 117 (47.6) 93 (37.5)
Withdrawal by subject * 4 (1.6) 12 (4.8)
Lost to follow-up * 1 (0.4) 1 (0.4)
Stratified log-rank p-value " 0.0044
Stratified HR ° 0.702
95% CI (0.550, 0.896)
Median OS (months) (95% CI) ¢ 14.7 (12.1, 11.4 (9.9, 15.5)
16.6)
OS rate (95% CI) °©
3 months 94.1 (90.2, 91.4 (87.0,
96.5) 94.4)
6 months 83.5 (78.0, 74.4 (68.0,
87.7) 79.7)
9 months 70.3 (63.8, 62.2 (55.1,
76.0) 68.4)
12 months 57.6 (50.3, 48.9 (41.5,
64.2) 55.9)
18 months 39.7 (32.0, 34.1 (26.6,
47.3) 41.8)
24 months 29.0 (21.3, 13.9 (7.8, 21.8)
37.2)

* Censoring reasons were based on those collected from End of Study CRF page.
Two-sided p-value from stratified log-rank test and stratified Cox proportional hazards model adjusted for
IRT stratification factor: HER2 status (IHC 3+ or IHC 2+/ISH+).

¢ Median OS and OS rates at specified timepoints are from Kaplan-Meier analysis. CI for median is computed
using the Brookmeyer-Crowley method; CI for OS rates is computed using the Greenwood formulation.

OS is defined as the time from the date of randomization/enrollment to the date of death from any cause. If

there is no death reported for a subject before the DCO for OS analysis, OS will be censored at the last

contact date at which the subject is known to be alive.

DCO date: 24 Oct 2024

_76_



Figure 3.1:

Kaplan-Meier Plot of OS by Treatment Arm in DG-04 (FAS)

100 - N Median (95% Cl)
i T-DXd (246) 147(121,166) HR(95% Cl) 0.702 (0.550, 0.89%)

80 iy e RAM+PTX (248) 11.4(99,155  P-due 0.0044
— S
2 ++}-ﬂ w“o
\(_-vf ""*H o -
= 60 "’h{ Wy

Ty

% ¢ Censored | o o
e bty ey g
T 40 T,
T gy TE—
3 R

20 it - H—H- -+ 4

+ n
0 T-DXd RAM+PTX | -
T T T T T T U T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 2
Time (Months)
Patients still at risk (Event number)
T-DXd 246(0) 219(14) 185(38) 134(65) 94(87) 65(100) 45(111) 30(117) 21(121) 12(128) 2(124)  1(124)  1(124)  1(124)  0(124)
RAM+PTX 248 (0) 204 (20) 150(56) 109 (79) 76 (101) 52(109) 36(119) 18(131) 9(137) 4 (141) 3(141) 3 (141) 0(142)
OS a9l 49 Ax= dA=E FASe OS 43 ¢Xxglom, X5 &3 HRL HER-2 E|(HC 3+

vs. IHC 2+/ISH+), A|gj2 A9 E== ol 12 89 A5 F AA7HA9 Atz @Agle] T-DXdTel +#

2] gl thFigure 3.4). 1 Q¥ k(A A,

o] 7 ¢] ® %[adjuvantl/4l ¥ Z[neoadjuvant] A& 5)9

A AP 2 A 2 Q18] 95% Clse Wi A SHEAM, oldd &4 F3te] 43
o g},
Figure 3.4: Forest Plot of Treatment Comparison for OS by Subgroup in Study DG-04 (FAS)
Mo o Suhedtsuats  Meden (Moihs Y85 01)
Subey cups Td Pene P T-Oid P PTH HR(95% C1)
HER2+ Status. IRT
IHC 245+ [n=T13] xar 40,25 177191 N i T.A4[4510.7) — | 0.35[0.18, 0.68]
IHC 3+ [r=d15] 207407 208A17 144 9 6.4] 13.4[10.8.165) v 079061, 1.03)
Geogy aphy. IRT
Aaaln=117] 57 B 1440105 194] 161108189 b IJEEEIJ 50.1.34]
Westerr Ewope |n=274] 14067 13m0 157119188 M. [AT155 I 062045, 088
M sl and CranaRONW [r=38] 4956 4929 14B8(BT.NE) AT7(74.160) — 078 (0,46, 1,33
Time to Progeessa on on First Line Thes apy, IRT
<6 Months [nm122) 6138 6138 102(81.144) 7.3(50.101] F—— 070045 1,100
-A!;.E Morths [n=372) 1e58E  187A0  TEINAT.194] 135(1.0.17.8) = QEB (05, 09)
<85 o s (n=270) 14069  1IELTS ISTNI21.1871) M (96187 o OER[045. 034
h;ﬂ-ﬁirwsin-ﬁl] 10655 118&7 137105175 11.5(89,168) = 07305105
75 poars [red 34) 22015 2120717 14.4120.164] 11137, 155) = 07D (054, 0.9
sé.ﬁyu&lnnﬁﬂl 244 e e | 1TSNDI.KE] 13572183 —— 057 (026, 1.26)
Femade [n=102 54,0 432 1N5(88.160) 134(92 22E) —————] 1.05 (080, 1.8
ﬁ;ﬂ!mmj 187483 208421 1SINIETEE N0 [96155 s | B3 (048 03
o
A afindudrg eardand Chinal (n=152) 9752 9554 144(115181] 14E6(AT 182) mmae— A5 (058 1.24]
Eurapes [ne263) 12360 14080 71590125735 11.0086 139) p— O5B[0.41,0.81)
Eﬁ%wuld[mw: [m=39) 202 138 THIAT. 224) 122130.176) i m— | 0181 [0.32. 204)
0 [n=185] T GBAS  TB1(131. 276 17626 208 — .68 (044, 1.05]
100 2 =308 14386 1545 139N020600 98177114 — 071 (055 0%
r T T 1
0 1 2 3
Feur Uhfaur

_77_



b o SubjectsEarts  Meden (Months, 95% C1)

Suboy oups TiMd FeaePTY T-{Kd R PTX HR (95% C1)
Frim oy umor location

Gatrie [ re202) 15383 14383 119000148 114196, 161) | 086 064, 1.17)
foﬂ Junction [ne152) 3341 9953 180147225 115(32,162) — 049033, 0.74)

i

rieting el 1 11.5, 1 146(3.3, 183) fr——— 4045, 1.78]

| o ?gr:a BAS5 BE3A BE&(11.5 205 126(939,183 074047, 1.18

Doiffiese | rmd 4 2505 1941 54|?5,1E 0 B7[4E 161 B 0?1%03‘4,1 %

Ellhu,-[nliﬂ I 15274 163483 147([11.3.194) 1132 161) i D86 (049.0

of metatatic stes
':J.?nﬂﬂ 7406 JoA4  136(100. 224) 1550108 17.6) —— D$5|$5-5.1 33{
E— A 17363 17388 47 (MATT] 104[87.135) b=t 064 (048, 0LES
vt desnach unvant Hhes apy

Ym[n-m NA4 3015 144187 175 166110, 21.5 | e E—— 1.[I3P15‘r.2£{

No [red33) 215110 218427 14T (120177 10156, 14E) b 0BT (DS, O
Priod mivolumab o pem beooli zum b b ealm ent

o [rm 37 il 1704 16EBT. N | B7 (58 11.00 | | 03‘5}1]15,035]

Ho [re=d5 _ o A ZNAZE 14412018 3410481 = D057, 034
Frior reatment vath immune-dveckpoinl indabbor

Tﬁ.[n-?:‘, Jane 224 16 1EIF: HE 4.1351 Lo 05'3}03?.1 10{

Mo [r=d17] 7N 210008 1\1.4[ 3.175 19, 181 = 071056, 033
Fresence of lives metasis ab baseline

e [rm 305) 14773 15887 14.2(11.6 166} .7, 15.5) = 070{051, 0.95)

N-ﬂmwﬂj 51 9055 148(M15.223 7. 18E) — 071 (0048, 1.04)

Tundion a basedine

Hetmal [ra237) 11753 120402 159(136, 155; 99849, 131| [ OEE (047, 053

Mild [ r=1TE] 8843 BAME  144(11.6 181) 1EO[10.4, 18 [ D?E*DSE,L%‘Q){

Moder & [rmB1) ; .22 A0.24 S8 IFE 122163 1$EI ——— DR 0 122

Hepaticiundion al baseline

Mezmal [r=371) 18668 18544 5‘?[13'3 1E8) 146(11.0.176) = El?-iiD'E'rﬁﬂéﬂ}I

Mild Modeate, of Sevee|we]22) BOAE B2A7 105179.131] E9[46 .98 —— DUs2 (0140, O

I L L
0 1 3
Frur Lhfaur

Includes subgroups with at least 10 subjects in each arm.

HR is from the unstratified Cox proportional hazards model.

The median OS estimates are from the Kaplan-Meier analysis. The CI for median are computed using

the Brookmeyer-Crowley method.

DCO date: 24 Oct 2024

(2) PFS

T-DXd& Ram + PTXol| wls) EAZ o= #293% PFS =
T-DXd*ol 4 Ram + PTXT# Xt} ©] =9tk Table 3.6).

Ae Ak

7 A7e] PFS ¥l gL

Alg A 71 PFSe] 71&@-tlolo] E& A4 T-DXd ¥ Ram + PTX 42 6712 AIFEH &85 yE
WA HFigure 3.2).
Table 3.6: PFS Based on Investigator Assessment in Study DG-04 (FAS)
Statistics T-DXd Ram + PTX Difference
(N=246) (N=248) (T-DXd vs.
Ram + PTX)

Subject (%) with events 166 (67.5) 156 (62.9)

Progressive disease by investigator 149 (60.6) 127 (51.2)

assessment

Death 17 (6.9) 29 (11.7)
Subject (%) without events (censored) 80 (32.5) 92 (37.1)

No baseline tumor assessment 0 1 (0.4)

No post-baseline tumor assessment 12 (4.9) 27 (10.9)

New anticancer therapy 21 (8.5) 17 (6.9)

Missing 2 consecutive tumor 5 (2.0 6 (2.4)

assessments

Withdrew consent 1 (0.4) 1 (0.4)

Ongoing without progression 41 (16.7) 40 (16.1)
Stratified log-rank p-value® 0.0074
Stratified HR® 0.740
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Statistics T-DXd Ram + PTX Difference
(N=246) (N=248) (T-DXd vs.
Ram + PTX)
95% CI (0.594, 0.923)
Median PFS (months) (95% CI)b 6.7 (5.6, 7.1) 5.6 (4.9, 5.8)
PFS rate (95% CI)°
3 months 80.3 (74.5, 76.0 (69.5,
84.9) 81.2)
6 months 52.6 (45.7, 41.5 (34.3,
59.1) 48.7)
9 months 33.4 (26.7, 20.4 (14.3,
40.1) 27.2)
12 months 22.9 (16.9, 13.6 (8.4, 20.0)
29.6)
18 months 10.7 (5.9, 16.9) 7.6 (3.7, 13.4)
24 months 9.3 (4.8, 15.6) 3.8 (0.9, 10.2)
4 Two-sided p-value from Stratified log-rank test and stratified Cox proportional hazards model adjusted

for IRT stratification factor HER2 status (IHC 3+ or IHC 2+/ISH+).

b Median PFS is from Kaplan-Meier analysis. CI for median is computed using the Brookmeyer-Crowley

method;

¢ Estimate and CI for PFS rate at the specified time point are from Kaplan-Meier analysis.

PFS is defined as the time from the date of randomization to the date of the first radiographic disease

progression or death due to any cause, whichever comes first. See the SAP for the handling of

censored cases.
DCO date: 24 Oct 2024

Figure 3.2: Kaplan-Meier Plot of PFS by Treatment Arm in Study DG-04 (FAS)
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Figure 3.5: Forest Plot of Treatment Comparison of PFS by Subgroup in Study DG-04 (FAS)
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No. of Subjects/Events Median (Months, 95% Cl)

Subgroups T-DXd RamtPTX T-DXd  Ramt+PTX HR (95% Cl)
HER2+ Status, IRT

IHC 2+/ISH+ (n=79) 39/27 40/27 44(3.0,9.7) 3.6(2.4,54) - 0.64 (0.37, 1.11)

IHC 3+ (n=415) 207/139 208/129 6.7 (5.6,7.1) 5.6 (5.1,6.4) = 0.76 (0.60, 0.97)
Geography, IRT

Asa(n=117) 57/39 60/37 6.9 (4.4,10.9) 5.4 (4.0,8.1) p—— 0.74 (0.47, 1.16)

Western Europe (n=279) 140/94 139/83  5.9(5.6,6.9) 56 (4.8,5.9) = 0.77 (0.57, 1.04)

Mainland Ching/ROW (n=98) 49/33 49/36 7.2(4.2,9.6) 56(4.4,7.0) f——A 0.62 (0.38, 1.00)
Time to Progression on First Line Therapy, IRT

<6 Months (n=122) 61/49 61/41 5.4 (4.0,5.7) 4.2(2.8,5.0) P 0.78 (0.51, 1.18)

>=6 Months (n=372) 185/117 187/115  6.9(5.9,8.1) 5.6 (5.4, 6.6) = 0.72 (0.55, 0.93)
Age

<65 years (n=270) 140/96 130/86  6.8(5.7,7.5) 56 (4.2,6.4) —=— 0.75 (0.56, 1.00)

>=65 years (n=224) 106/70 118/70  5.7(5.3,7.8) 5.6(4.8,6.5) = 0.72 (0.52, 1.01)
Age

<75 years (n=434) 222/153 212/134 6.7 (5.6,7.1) 5.6 (4.8,5.7) - 0.71(0.56, 0.90)

>=75 years (n=60) 24/13 36/22  6.9(5.6,11.2) 6.5(4.2,9.9) -— { 0.78 (0.39, 1.55)
Sex

Female (n=102) 59/40 43/26 6.8 (4.3,7.4) 56(4.0,8.0) - 1.01(0.61, 1.67)

Male (n=392) 187/126  205/130 6.7 (5.6,7.1) 5.5(4.4,5.8) = 0.67 (0.52, 0.85)
Region

Asia [including mainland China] (n=192) 97/66 95/63 7.0(5.4,84) 56(4.2,7.0) —= 0.72 (0.51, 1.02)

Europe (n=263) 123/84 140/87 6.7 (5.6,7.1) 55 (4.4,5.8) = 0.72 (0.54, 0.98)

Rest of World [ROW] (n=39) 26/16 13/6 5.6 (3.2,7.8) 5.7(0.7,NE) } -— 0.76 (0.29, 2.01)
ECOG PS

0 (n=185) 97/63 88/43 6.9 (5.6,8.3) 6.0(4.4,7.9) = 0.80 (0.54, 1.19)

1 or 2 (n=308) 149/103 159/113  6.3(5.1,7.0) 5.5 (4.4,5.7) - 0.74 (0.57, 0.97)

0 1 2 3
Favor Unfavor
No. of Subjects/Events Median (Months, 95% Cl)

Subgroups T-DXd Ram+PTX T-DXd Ram+PTX HR (95% ClI)
Primary tumor location

Gastric (n=302) 153/102  149/86  5.9(5.1,7.4) 5.6 (4.4,6.8) f—=— 0.83 (0.62, 1.10)

Gastroesophageal Junction (n=192) 93/64 99/70 6.9(5.7,8.0) 5.5(4.4,58) = 0.62 (0.44, 0.88)
Histol ogical subtype

Intestinal (n=135) 69/47 66/36 6.3 (5.1,8.7) 4.9(4.2,5.6) f—= 0.75 (0.48, 1.16)

Diffuse (n=44) 25/13 19/13  6.9(5.6,14.0) 4.2 (2.6, 8.0) = | 0.44 (0.20, 1.00)

Others (n=315) 152/106 163/107 6.7 (5.6,7.2) 5.6 (5.3, 6.5) - 0.78 (0.60, 1.02)
Number of metastatic sites

<2 (n=148) 73/43 75/57 6.8 (5.6, 8.6) 5.8(4.8,7.9) = 0.71(0.47, 1.05)

>=2 (n=346) 173/123  173/99 6.7 (5.6,7.1) 5.4 (4.4,5.6) . 0.74 (0.57, 0.97)
Prior adjuvant/neoadjuvant therapy

Yes(n=61) 31721 3017 57 (4.1,84) 5.4(4.0,8.1) - 0.83 (0.43, 1.59)

No (n=433) 215/145 218/139 6.8(5.6,7.2) 5.6(4.8,5.9) = 0.73 (0.58, 0.92)
Prior nivolumab or pembrolizumab treatment

Yes(n=37) 20/14 17/12 8.0(3.2,9.6) 4.4(2.6,8.1) f—= 0.45 (0.19, 1.05)

No (n=457) 226/152 231/144 6.7 (5.6,7.1) 5.6(5.0,5.9) - 0.76 (0.60, 0.95)
Prior treatment with immune-checkpoint inhibitor

Yes(n=77) 39/28 38/27 7.2 (4.4,9.6) 5.4 (4.2,8.1) P 0.74 (0.43, 1.27)

No (n=417) 207/138 2101129 6.4(5.6,7.0) 5.6(4.8,5.8) — 0.75 (0.59, 0.95)
Presence of liver metasis at baseline

Yes (n=305) 147/93  158/97  6.8(5.6,7.9) 5.6 (4.4,6.0) f—=—o 0.73 (0.55, 0.97)

No (n=189) 99/73 90/59 6.6 (5.4,7.2) 5.5(4.8,6.6) == 0.75 (0.53, 1.06)
Renal function at baseline

Normal (n=237) 117/86  120/83 6.3 (4.4,6.9) 5.5(4.2,5.9) = 0.81(0.59, 1.09)

Mild (n=176) 88/54 88/49 6.8 (5.6,9.6) 5.6(4.4,7.1) —i 0.71 (0.48, 1.05)

Moderate (n=81) 41/26 40/24 7.2 (4.3,84) 5.6(4.0,8.0) f—= 0.61 (0.34, 1.09)
Hepatic function at baseline

Normal (n=371) 186/126 185/112 6.8 (5.7,7.4) 5.6 (5.3, 6.8) — 0.76 (0.59, 0.99)

Mild, Moderate, or Severe (n=122) 60/40 62/43 54(3.9,78) 43(3.1,5.7) | 0.69 (0.45, 1.07)

0 1 2 3
Favor Unfavor

Includes subgroups with at least 10 subjects in each arm.

HR is from the unstratified Cox proportional hazards model.

The median PFS estimates are from the Kaplan-Meier analysis. The CI for median computed using the
Brookmeyer-Crowley method.

DCO date: 24 Oct 2024

(3) ORR, DCR

T-DXd¢] Ram + PTX thH] EAH o= Fofstal o= ou|gls 7fAde] Ada H7F 24 ORRol
A JZE T Ram + PTXeF ¥lwgk T-DXde #4= AdA B7F &4 DCReIAM &=l tiTable
3.7.

Table 3.7: Confirmed ORR, BOR, and DCR Based on Investigator Assessment in Study DG-04 (FAS)

Statistics T-DXd Ram + PTX Difference
(N=246) (N=248) (T-DXd vs.
Ram + PTX)
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Statistics T-DXd Ram + PTX Difference
(N=246) (N=248) (T-DXd vs.
Ram + PTX)
Eligible subjects (%) 235 (95.5) 237 (95.6)
Confirmed BOR (%)
Complete response® 7 (3.0) 3 (1.3)
Partial response 97 (41.3) 66 (27.8)
Stable disease” 112 (47.7) 111 (46.8)
Progressive disease 13 (5.9) 22 (9.3)
Not evaluable 6 (2.6) 35 (14.8)
Confirmed ORR (CR+PR)
n (%) 104 (44.3) 69 (29.1) 15.1
95% CI*¢ (37.8, 50.9) (23.4, 35.3) (6.1, 24.2)
P-value (stratified analysis)® 0.0006
Disease control rate (CR + PR + SD)
n (%) 216 (91.9) 180 (75.9) 16.0
95% CI*¢ (87.7, 95.1) (70.0, 81.2) (9.1, 22.9)

* Subjects without target lesions at baseline who had CR are included.

" Subjects without target lesions at baseline are who did not have CR or disease progression are included.

¢ Based on Clopper-Pearson method for single proportion.

¢ Two-sided 95% CI for the difference in ORR/DCR is based on Wald method using continuity correction.

¢ P-value for the difference in ORR uses the Cochran-Mantel-Haenzel test adjusted for stratification factor:
HER2 status (IHC 3+ or IHC 2+/ISH+).

ORR-eligible subjects are those who were randomized at least 77 days (i.e. 2 x6 weeks - 1 week) before

DCO date of interim analyses.

Percentage of eligible subjects is calculated using the FAS as the denominator.

Confirmed BOR, confirmed ORR, and DCR are calculated using the ORR-eligible subjects as the denominator.

DCO date: 24 Oct 2024

DoR &%z T-DXdF oA Ram + PTXIo] 8] R &Ho|glem 2.1/0€ o ZtHTable 3.8).

Table 3.8: DoR Based on Investigator Assessment in Study DG-04 (FAS)

T-DXd Ram + PTX
(N = 246) (N = 248)
Subjects with confirmed CR/PR 104 69
Subject with events (%)* 62 (59.6) 52 (75.4)
Disecase progression 59 (56.7) 46 (66.7)
Death 3 (29 6 (8.7)
Subjects with no events (censored) (%)* 42 (40.4) 17 (24.6)
New anticancer therapy 10 (9.6) 4 (5.8)
Missing 2 consecutive tumor assessments 3 (2.9 1 (1.4)
Withdrew consent 1 (1.0) 0
Ongoing without progression 28 (26.9) 12 (17.4)
DoR of confirmed CR or PR (months)
Median (95% CI)° 7.4 (5.7, 10.1) 53 4.1, 5.7)
DoR rate at 3 months® 86.3 78.8
95% CI (77.6, 91.8) (66.8, 86.8)
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T-DXd Ram + PTX
(N = 246) (N = 248)
DoR rate at 6 months® 58.4 35.7
95% CI (47.4, 68.0) (23.6, 47.9)
DoR rate at 9 months® 44.7 24.3
95% CI (33.6, 55.2) (14.0, 36.1)
DoR rate at 12 months® 29.7 15.0
95% CI (19.4, 40.7) (6.7, 26.4)
DoR rate at 18 months® 19.0 6.0
95% CI (10.1, 30.2) (1.2, 16.6)
DoR rate at 24 months® 19.0 6.0
95% CI (10.1, 30.2) (1.2, 16.6)

* Percentage is calculated using number of subjects with CR/PR.
® Median is from Kaplan-Meier Estimate. CI for median is computed using the Brookmeyer-Crowley method.
¢ Estimate and CI for DoR rate at the specified time points are from Kaplan-Meier analysis.

DoR in defined as the time from date of initial response (CR or PR) to the date of disease progression or
death due to any cause for subjects with a confirmed CR or PR.

DCO date: 24 Oct 2024

Figure 3.3: Kaplan-Meier Plot of DoR by Treatment Arm in Study DG-04 (FAS)
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(4) Study DG-04 ¥ Study DG-02¢] &4 wln
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Table 3.9: Efficacy Results of Studies DG-04 and DG-02 (Investigator Assessment for Tumor-related

a4 ZA¥+= Study DG-04 2 DG-02 7ol =] sl oh(Table 3.9).

Assessments)
Study DG-04 Study DG-02
T-DXd Ram + PTX T-DXd
(N=246) (N=248) (N=79)
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Study DG-04 Study DG-02
T-DXd Ram + PTX T-DXd
(N=246) (N=248) (N=79)

ObS median (95% CI)

14.7 (12.1, 16.6)

11.4 (9.9, 15.5)

12.1 (95% CIL: 9.4, 15.4)

p-value 0.0044 °© NA
OS at 12 months *° 57.6% (50.3, 64.2) 48.9% (41.5, 55.9) 50.6% (95% CI: 38.4, 61.5)
OS at 24 months *° 29.0% (21.3, 37.2) 13.9% (7.8, 21.8) NE (NE, NE)

PbF S median (95% CI)

6.7 (5.6, 7.1)

5.6 (4.9, 5.8)

5.5 4(95% CL: 4.1, 6.9)

ORR (confirmed) °

44.3% (37.8, 50.9)

29.1% (23.4, 35.3)

36.7% (95% CI: 26.1, 48.3)

DoR median (95%
cp

7.4 (95% CI: 5.7,
10.1)

5.3 (95% CIL: 4.1, 5.7)

8.3 (95% CI: 4.3, 18.2)

DCR, confirmed (95%
CI) °

91.9 (87.7, 95.1)

75.9 (70.0, 81.2)

82.3% (95% CI: 72.1, 90.0)

* based on Kaplan Meier estimate.

> 95% CI for medians computed using the Brookmeyer-Crowley method. CI for OS rates is computed using
the Greenwood formulation.

¢ Two-sided p-value from stratified log-rank test and stratified Cox proportional hazards model adjusted for
IRT stratification factor: HER2 status (IHC 3+ or IHC2+/ISH+).

¢ DCO 09 Apr 2021.

€ 95% CI based on Clopper-Pearson

DCO for Study DG-02 is 08 Nov 2021 unless stated otherwise.
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Table 1.1: Studies Contributing Safety Data to the Current Submission

Study DC | Study Title (Location in Module 5) Number of Subjects Treated as of the
Number/Status | O Study DCO Date
Date

Studies including GC subjects _ _
DS8201-A-U3 |24 | A Phase 3, Multicenter, 2-arm, e 244 subjects treated with T-DXd
06 Oct | Randomized, Open-label Study of 6.4 mg/kg _
(DESTINY-Ga | 202 | Trastuzumab Deruxtecan in Subjects e 233 subjects treated with Ram +
stric04, 4 with HER2-positive Metastatic and/or PTX: 28-day cycles (Ram [8 mg/kg
DG-04) Unresectable Gastric or on Days 1 and 15] and PTX [80

Gastro-esophageal Junction (GEJ) me/m2 on Davs 1. 8. and 15
Completed Adenocarcinoma Subjects Who Have g S D

Progressed on or After a

Trastuzumab-containing Regimen

(Module 5.3.5.1 [DG-04]

DS8201-A-U306 CSR)
DS8201-A-U2 | 08 A Phase 2, Open-label, Single-arm Total of 79 subjects treated with
05 Nov | Trial of T-DXd (DS-8201a) in T-DXd 6.4 mg/kg

202 | HER2-positive, Unresectable or
(P_EEEINY-Ga 1 Metastatic Gastric or
?)rcl;c()z’ Gastro-esophageal Junction (GEJ)
-02) Adenocarcinoma Subjects Who Have

Completed Progressed on or After a

Trastuzumab-containing Regimen
DS8201-A-J10 | 01 A Phase 1, Two-part, Multicenter, Total of 280 subjects treated with
1 Aug | Nonrandomized., Open-label, T-DXd 5.4. 6.4, or 8.0 mg/ke for a
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Study DC | Study Title (Location in Module 5) Number of Subjects Treated as of the
Number/Status | O Study DCO Date
Date
Completed 201 | Multiple-dose First-in-human Study of | variety of tumors:
9 T-DXd, in Subjects With Advanced e 91 subjects treated with T-DXd
Solid Malignant Tumors 5.4 mg/ke
e 183 subjects treated with T-DXd
6.4 mg/kg
e 6 subjects treated with T-DXd 8.0
mg/kg
Total of 25 subjects with
HER2-positive GC treated with 6.4
mg/kg T-DXd
DS8201-A-J20 | 03 A Phase 2, Multicenter, Open-label Total of 169 subjects treated with
2 Jun | Study of DS-8201a in Subjects with T-DXd:
(DESTINY-Ga | 202 | HER2-expressing Advanced Gastric or . ..
stricO1, 0 GEJ Adenocarcinoma Prlrnary‘ cohort (HER2-positive
DG-01) tumors):
e 125 subjects treated with T-DXd
Completed 6.4 mg/kg
e 62 TPC subjects (55 treated with
irinotecan, 7 treated with paclitaxel)
Exploratory cohorts (HER2
low-expressing tumors):
44 subjects treated with T-DXd 6.4
mg/kg
D9676C00002 | 28 A Single-Arm Study of Trastuzumab | 95 subjects treated with T-DXd 6.4
(DESTINY-Ga | Feb | Deruxtecan (T-DXd) Monotherapy for n
stric06, 202 | Patients with HER2-expressing mg/kg
DG-06) 4 Locally Advanced or Metastatic
Gastric or Gastroesophageal Junction
Completed

(GEJ) Adenocarcinoma Who Have
Received 2 or More Prior Regimens

(Module 5.3.5.2 [DG-04],
DESTINY-Gastric06 CSR Synopsis)

Studies in other tumor

types

DS8201-A-U2 | 08 A Phase 2, Multicenter, Open-label Total of 253 subjects treated with
01 Jun | Study of T-DXd, an Anti-HER2 ADC | T-DXd:
(DESTINY-Br | 202 | for HER2-positive, Unresectable e 184 subjects treated with T-DXd
east01, 0 and/or Metastatic BC Subjects 5.4 mg/ke
DB-01) Previously Treated With T-DM1 . ‘48 subjects treated with T-DXd
Completed 6.4 mg/kg
e 21 subjects treated with T-DXd
7.4 mg/kg
DS8201-A-U2 | 03 A Phase 2, Multicenter, Open-label, Total of 181 subjects treated with
04 Dec | 2-cohort Study of T-DXd, an T-DXd:
(DESTINY-Lu | 202 | Anti-HER2 ADC, for Subiects with HER? .
ng01) 1 HER2-overexpressing or -mutated, NuS(JZiCCS' wi -overexpressing
Unresectable and/or Metastatic T _
Completed NSCLC e 49 subjects treated with T-DXd
6.4 mg/kg (Cohort 1)
e 41 subjects treated with T-DXd
5.4 mg/kg (Cohort 1a)
Subjects with HER2-mutant NSCLC:
e 91 subjects treated with T-DXd
6.4 mg/kg (Cohort 2)
DS8201-A-U2 | 23 A Phase 2. Multicenter, Randomized | Total of 151 HER2-mutant NSCLC
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Study DC | Study Title (Location in Module 5) Number of Subjects Treated as of the
Number/Status | O Study DCO Date
Date
06 Dec | Study of Trastuzumab Deruxtecan in | subjects treated with T-DXd:
(DESTINY-Lu | 202 | Subjects with HER2-mutated e 101 subjects treated with T-DXd
ng02) 2 Metastatic Non-small Cell Lung 5.4 mg/ke
C Cancer (NSCLC) . : - :
ompleted e 50 subjects treated with T-DXd
6.4 mg/kg
DS8201-A-J20 | 28 A Phase 2, Multicenter, Open-label Total of 86 subjects treated with
3 Dec | study of DS-8201a in Subjects with T-DXd 6.4 mg/kg:
(DESTINY-CR | 202 | HER2-expressing Advanced Colorectal | ¢ 53 subjects with HER2+ (IHC 3+
CcoD) 0 | Cancer or IHC 2+/ISH+)
Completed e 15 subjects with HER2 THC
2+/ISH-
e 18 subjects with HER2 THC 1+
DS8201-A-U2 | 01 A Phase 2, Multicenter, Randomized | Total of 122 HER2-overexpressing
07 Nov | Study of Trastuzumab Deruxtecan in | CRC subjects treated with T-DXd:
(DESTINY-CR | 202 | Subjects with HER2-overexpressing e 83 subjects treated with T-DXd
C02) 2 Locally Advanced, Unresectable or 5.4 me/kg
Completed Metastatic Colorectal Cancer e 39 subjects treated with T-DXd
6.4 mg/kg
O ==

Study DG-04ell4 A& 7|3t B+

EUR e

T-DXdi#oll 4] Ram + PTXT Rt © AAHZHZ 6.56 vs.

5.3271€ & 5.40 vs. 4.60701¢; Table 1.3). T-DXd ¥ Ram RDI S¢#2 54302 ™(94.86%) PTX RDI %

SrET

= TH74.39%).

Table 1.3: Summary of Exposure (Safety Analysis Set)

Parameter Study DG-04 HER2-posit All
T-DXd Ram PTX Ram + | .ve GC | Tumor
64mg/kg | (N = 233) | (N = PTX T'rax‘}'k&“ Ppes
(N = 244) 233) (N = P9 |9
233 00 6.4
(N = 546) | mg/kg
Pool
(N =
1133)
Treatment duration (months) ?
Mean (Std Dev) 6.56 (5.238) 492 497 5.32 6.27 7.14
(4.309) (3.641) (4.392) (5.161) (6.426)
Median 5.40 4.34 4.60 4.60 4.65 5.06
Minimum, maximum 0.7, 30.3 0.5, 349 0.9, 225 | 09, 349 0.4, 30.3 04, 41.0
Treatment duration categories (months) ¥ n (%)
0 to <3 71 (29.1) 86 (36.9) | 84 (36.1) | 81 (34.8) | 185 (33.9) 372
(32.8)
>3 to <6 67 (27.5) 81 (34.8) | 82 (35.2) | 81 (34.8) | 141 (25.8) 265
(23.4)
>6 to <9 53 (21.7) 40 (17.2) | 40 (17.2) | 41 (17.6) | 99 (18.1) 188
(16.6)
>9 to <12 20 (8.2) 13 (5.6) 17 (7.3) 16 (6.9) 53 (9.7) 107 (9.4)
>12 to <18 24 (9.8) 10 (4.3) 8 (3.4) 10 (4.3) 48 (8.8 118
(10.4)
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Parameter Study DG-04 HER2-posit All
T-DXd Ram PTX Ram + | .Ive GC | Tumor
64mg/kg | (N = 233) | (N = PIX | T 3’(‘}1(6'4 Ppes
(N = 244) 233) (N = o A
233) o0
(N = 546) | mg/kg
Pool
(N =
1133)
>18 to <24 5 (2.0) 1 (0.4) 2 (0.9 2 (0.9 13 (2.4) 46 (4.1)
>24 4 (1.6) 2 (0.9) 0 2 (0.9) 7 (1.3) 37 (3.3)
LI)Datient—years of exposure 1334 95.5 96.4 103.4 285.1 6744
Number of cycles
Mean (Std Dev) 8.8 (7.07) 53 (4.25) | 5.1 (3.60) | 5.5 (4.40) | 8.5 (6.99) 9.6
(8.57)
Median 7.0 5.0 5.0 5.0 6.0 7.0
Minimum, maximum 1, 43 1, 37 1, 22 1, 37 1, 43 1, 53
Relative dose intensity © (%)
Mean (Std Dev) 90.21 90.97 73.29 - 90.54 90.26
(12.027) (11.210) (19.377) (11.704) (11.614)
Median 94.86 94.86 74.39 - 94.66 94.10
Minimum, maximum 445, 104.5 50, 107.7 24.9, - 445, 445,
107.2 106.5 109.3
Relative dose intensity categories <, n (%)
>90% 154 (63.1) 149 (63.9) | 53 (22.7) - 339 (62.1) 685
(60.5)
<90% to =80% 47 (19.3) 44 (18.9) 46 (19.7) - 110 (20.1) 244
(21.5)
<80% to =60% 37 (15.2) 34 (14.6) | 78 (33.5) - 87 (15.9) 183
(16.2)
<60% 6 (2.5) 6 (2.6) 56 (24.0) - 10 (1.8) 21 (1.9)

* Treatment duration (months):

T-DXd = (date of the last dose - date of the first dose + 21) / 30.44

Ram = (date of the last dose - date of the first dose + 14) / 30.44

PTX = (date of the last dose - date of the first dose + 28, 21, or 14 depending on the number of dose in
1ast cycle) / 30.44.
" Total patient-years of exposure = sum of duration of treatment (months) / 12.
¢ Relative dose intensity (%):

T-DXd = dose intensity / 6.4 (mg/kg / 3 weeks)

Ram = dose intensity / 16 (mg/kg / 4 weeks)

PTX = dose intensity / 240 (mg/m* / 4 weeks).

(2 o)A Qo

Study DG-049l A T-DXdie 2E A )dA9} Ram + PTXE A dddzbe] 97.9%7F 4 1749 TEAE
£ 7 g3 HTable 2.2).

T—DXdﬁLoﬂAﬂ Ram + PTX3ol ®la] @A A o wFe(=10pp 2to]) HAEL AP} A Zoz #d

H oFE #¥ TEAEs7} AT

ANl o #EE TEAES(RE AR 9 oFE #d Apzd)e] BHAELS T-DXd 2 Ram + PTXF oA

frALEI T T-DXdioll Al Al @k ¢33 ##HE TEAEs7E 2Ask Adidae] dAEe F2 B4gd oF

E @& ILD Aol o3 = ATHAF A+ 16/357).

T-DXdZ A @zt & 2290.0%)7 Ram + PTX A2 359 (15.0%)0] X2 TEAEsES 7238
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Study DG-04°l4 T-DXdwe| 23+ HER2 ¥4 GC 2 BE F

(Table 2.2).

Table 2.2: Overview of TEAEs (Safety Analysis Set)

Astol fATH

Parameter Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 Ram + GC Types
mg/ PTX T-DXd 6.4 T-DXd 6.4
(N = 249) (N = 233) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Subjects with any TEAE 244 (100) 228 (97.9) 546 (100) 1133 (100)
;FEAEs with worst CTCAE Grade >3 166 (68.0) 172 (73.8) 392 (71.8) 799 (70.5)
Serious TEAEs 100 (41.0) 101 (43.3) 223 (40.8) 445 (39.3)
TEAEs associated with study drug 137 (56.1) 141 (60.5) 284 (52.0) 561 (49.5)
interruption
TEAEs associated with dose 77 (31.6) 87 (37.3) 165 (30.2) 344 (30.4)
reduction
TEAEs associated with study drug 35 (14.3) 40 (17.2) 86 (15.8) 223 (19.7)
discontinuation
TEAEs associated with an outcome 22 (9.0) 35 (15.0) 50 (9.2) 103 (9.1)
of death °
Subjects with any drug-related TEAE °© 227 (93.0) 213 (91.4) 522 (95.6) 1091 (96.3)
Drug-related TEAEs with worst 122 (50.0) 126 (54.1) 307 (56.2) 629 (55.5)
CTCAE Grade >3 *®
Drug-related serious TEAESs 45 (18.4) 41 (17.6) 102 (18.7) 214 (18.9)
Drug-related TEAEs associated with 94 (38.5) 119 (51.1) 199 (36.4) 398 (35.1)
study drug interruption
Drug-related TEAEs associated with 76 (31.1) 84 (36.1) 158 (28.9) 328 (28.9)
dose reduction
Drug-related TEAEs associated with 28 (11.5) 31 (13.3) 58 (10.6) 164 (14.5)
study drug discontinuation
Drug-related TEAEs associated with 4 (1.6) 2 (0.9) 8 (1.5) 21 (1.9)
an outcome of death °

* A subject was counted once at the maximum severity.

® For specific TEAEs associated with outcome of death, refer to Table 2.9. For drug-related TEAEs associated

with an outcome of death, refer to Module 5.3.5.3 ISS Table 1.2.1.17.
¢ If relationship was missing, the TEAE was considered to be related to the drug.

Study DG-04¢]

=234 TEAE ¥A&E2

>335+ TEAEs,

& TEAEs,

NPk =dy Add

TEAEs, A Aol ##E TEAEso] ths] T-DXdwellA4l Ram + PTX+RE ot © Y gtth(Table 2.3).

Study DG-040ll4 T-DXdz2] ZA3= HER2 44 GC ¥ RE TY #3 539 A7 FAtHTable

2.3).

Table 2.3: Exposure-adjusted Incidence Rate of TEAEs (Safety Analysis Set)

Parameter Study DG-04 HER2-positive All Tumor
GC Types

mg/kg (N =233) mg/kg Pool mg/kg Pool

(N=249) (N=546) | (N =1133)

Subjects with any TEAE, n (%) 244 (100.0) 228 (97.9) 546 (100.0) 1133 (100.0)
EAIR per 100 patient-year 3957.4 3482.9 4907.1 5735.7

Subjects with TEAEs of Grade >3 166 (68.0) 172 (73.8) 392 (71.8) 799 (70.5)

n (%)

EAIR per 100 patient-year 230.9 338.0 279.3 229.9
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Parameter Study DG-04 HER2-positive All Tumor
TDXd 64 | Ram + PTX |  1.pxg 64 e
/kg (N = 233) y :
(Nmf 244) mg/kg Pool mg/kg Pool
(N = 546) (N =1133)
Subjects with any serious TEAE, n 100 (41.0) 101 (43.3) 223 (40.8) 445 (39.3)
(%)

EAIR per 100 patient-year 89.3 113.0 87.8 72.2
Subjects with any TEAE associated 35 (14.3) 40 (17.2) 86 (15.8) 223 (19.7)
with study drug discontinuation, n
(%)

EAIR per 100 patient-year 24.3 39.7 273 30.9
Subjects with any TEAE associated 77 (31.6) 87 (37.3) 165 (30.2) 344 (30.4)
with dose reduction, n (%)

EAIR per 100 patient-year 72.2 117.0 72.8 67.1
Subjects with any TEAE associated 137 (56.1) 141 (60.5) 284 (52.0) 561 (49.5)
with study drug interruption, n (%)

EAIR per 100 patient-year 158.2 270.3 152.8 126.2
Subjects with any TEAE associated 22 (9.0) 35 (15.0) 50 (9.2) 103 (9.1)
with an outcome of death, n (%)

EAIR per 100 patient-year 15.1 31.0 15.7 14.0

* A subject was counted once at the maximum severity.

Note: EAIR = the number of subjects with at least 1 event incidence (n) divided by the sum of the
patient-years of at-risk exposure over subjects in the Safety Analysis Set (patient-years of exposure).
Patient-years of exposure are either 1) time to first onset of AE - first dose date + 1 if subject has
the AE; 2) min (last dose date + 47, date of study discontinuation [if subject was discontinued from
study], date of data cut-off) - first dose date + 1 for subjects who have no such AE.

(3 E3iAl TS o)Al

Study DG-04e14 F A&

T-DXde] ¢# % oA zeads d#AHA TD

gt o] Aot

= e F o oM AFUAA =10%9014 R1E TEAEs =, X34 ¢

A Eo] thgol s #EE A

o T-DXdiollAl 241, 218 ZFA, ofn]
A, #AgE ks A4 ILD

¢+ Ram + PTXollA T2 77t AW S, 113

Study DG-040ll4 T-DXdw¢] A= HER2 94 GC ¥ =& T4 #3 ST Zget s8I =,

o ]2 T-DXdeellX & TF 73 3w & @AsA o 2E2(=10pp #o]) 24 TEAEsS] =AY

E°] AAHTable 2.4).

Bu¥E TEAEE HEJHIFE]: Table 2.4).
Xdwoll Al k9] TEAEsE= 2 A o= Gl =+ €9

=2(=10pp #ke])
EelgAa

S7HIFE)), B4 ZaF(aAFE, TE, AF

EONER

Table 2.4: TEAEs Reported in =10% of Subjects in Either Treatment Arm in Study DG-04, by
PT/Grouped Term (Safety Analysis Set)
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MedDRA PT/Grouped Term * Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 | Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool | mg/kg Pool
(N = 546) (N = 1133)
Subjects with any TEAE 244 (100) 228 (97.9) 546 (100) 1133 (100)
Fatigue 141 (57.8) 114 (48.9) 297 (54.4) 649 (57.3)
Nausea 129 (52.9) 47 (20.2) 312 (57.1) 728 (64.3)
Neutropenia 121 (49.6) 117 (50.2) 282 (51.6) 520 (45.9)
Anemia 120 (49.2) 104 (44.6) 293 (53.7) 543 (47.9)
Decreased appetite 98 (40.2) 70 (30.0) 252 (46.2) 530 (46.8)
Diarrhoea 86 (35.2) 66 (28.3) 172 (31.5) 374 (33.0)
Transaminases increased 69 (28.3) 37 (15.9) 148 (27.1) 299 (26.4)
Leukopenia 67 (27.5) 52 (22.3) 194 (35.5) 353 (31.2)
Thrombocytopenia 67 (27.5) 37 (15.9) 194 (35.5) 373 (32.9)
Constipation 66 (27.0) 43 (18.5) 142 (26.0) 319 (28.2)
Vomiting 64 (26.2) 33 (14.2) 167 (30.6) 393 (34.7)
Alopecia 61 (25.0) 62 (26.6) 115 (21.1) 329 (29.0)
Abdominal pain 56 (23.0) 50 (21.5) 100 (18.3) 177 (15.6)
Weight decreased 53 (21.7) 26 (11.2) 121 (22.2) 220 (19.4)
Hypokalemia 40 (16.4) 21 (9.0) 86 (15.8) 171 (15.1)
Hypoalbuminaemia 39 (16.0) 23 (9.9) 98 (17.9) 152 (13.4)
Pyrexia 39 (16.0) 34 (14.6) 91 (16.7) 194 (17.1)
Interstitial lung disease (adjudicated 34 (13.9) 3 (1.3) 64 (11.7) 170 (15.0)
drug-related 1L.D)
Cough 31 (12.7) 34 (14.6) 49 (9.0) 130 (11.5)
Lymphopenia 29 (11.9) 18 (71.7) 79 (14.5) 139 (12.3)
Musculoskeletal pain 28 (11.5) 48 (20.6) 69 (12.6) 176 (15.5)
Blood alkaline phosphatase increased 25 (10.2) 16 (6.9) 55 (10.1) 104 (9.2)
Oedema peripheral 25 (10.2) 30 (12.9) 48 (8.8) 117 (10.3)
Stomatitis 17 (7.0) 35 (15.0) 39 (7.1 135 (11.9)
Peripheral sensory neuropathy 8 (3.3) 35 (15.0) 13 (2.4) 41 (3.6)
Neuropathy peripheral 7 (2.9) 24 (10.3) 9 (1.6) 18 (1.6)
Hypertension 6 (2.5) 44 (18.9) 12 (2.2) 34 (3.0)
Epistaxis 4 (1.6) 34 (14.6) 20 (3.7 61 (5.4)

Study DG-040l 4 A& A}ol] ols] F&E3} Fo] = Aoz 539 TEAESE H P33 A
270 A ZETol A FAFTHTable 2.5). T-DXd#ol Al AlgdeF & TEAEsS tithes EFFo=Z Gl &

EE LR

4 e re

10pp #Ho]) FAEC] t=oll thal A=A

¢ T-DXde oAl T Z2(FE), 24,
o), 7E, ¥4H <%= @4 ILD
e Ram + PTXZ A =3, = 77+

Study DG-04¢ll4 T-DXdw¢] A¥+= HER

A48 ga

H3, 1d

|l del w&

=0

AzT T o= styolA AFEA =10%A Riad o= #d TEAEs &, A o =2

, dad FAaF(AFR), otrndolas F7H

ok

I=]

G GC % RE F4 78 59
gz oA 9 AL 7+A TEAEsE T-DXdZA mE

10pp =to]) WA E=Z K 1= THTable 2.5).

Table 2.5: Drug-related TEAEs Reported in =10% of Subjects in Either Treatment Arm in Study
DG-04, by PT/Grouped Term (Safety Analysis Set)
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MedDRA PT/Grouped Term Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 | Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Subjects with any drug-related | 227 (93.0) 213 (91.4) 522 (95.6) 1092 (96.4)
TEAE
Fatigue 117 (48.0) 88 (37.8) 260 (47.6) 572 (50.5)
Neutropenia 117 (48.0) 114 (48.9) 275 (50.4) 507 (44.7)
Nausea 108 (44.3) 33 (14.2) 276 (50.5) 672 (59.3)
Anemia 76 (31.1) 77 (33.0) 201 (36.8) 403 (35.6)
Decreased appetite 71 (29.1) 42 (18.0) 207 (37.9) 454 (40.1)
Leukopenia 65 (26.6) 52 (22.3) 192 (35.2) 342 (30.2)
Thrombocytopenia 65 (26.6) 32 (13.7) 190 (34.8) 355 (31.3)
Diarrhoea 63 (25.8) 7 (20.2) 133 (24.4) 293 (25.9)
Alopecia 59 (24.2) 62 (26.6) 111 (20.3) 318 (28.1)
Transaminases increased 53 (21.7) 22 (9.4) 109 (20.0) 222 (19.6)
Vomiting 49 (20.1) 16 (6.9) 130 (23.8) 324 (28.6)
Interstitial lung disease 34 (13.9) 3 (1.3) 64 (11.7) 170 (15.0)
(adjudicated drug-related ILD)
Weight decreased 27 (11.1) 9 (3.9 66 (12.1) 127 (11.2)
Constipation 26 (10.7) 12 (5.2) 65 (11.9) 180 (15.9)
Lymphopenia 25 (10.2) 13 (5.6) 73 (13.4) 116 (10.2)
Stomatitis 12 (4.9 33 (14.2) 29 (5.3) 117 (10.3)
Epistaxis 4 (1.6) 30 (12.9) 10 (1.8) 39 3.4
Peripheral sensory neuropathy 2 (0.8) 34 (14.6) 6 (1.1) 29 (2.6)
Hvpertension 1 (04 36 (15.5) 1 (0.2) 5 (04)
(4) CTCAE W& =357 A5 3 A o] AL
Study DG-04°14 =357 TEAEsS A@@ Adtdael mee 20 J2TolH fAAHTable 2.6)
T-DXdw*ell A/l =353 TEAEs®] vt B2 ox dAgHo|ln
T ABT F o= sl AP =5%004 BuE =357 TEAEs %, 1¥Y THES Ram +
PTXZol A T-DXdzell nls] @A3A o =%t (=10pp =ke)).

Study DG-04o|4 T-DXd#9 ZA+=
(Table 2.6).

HER2 ¢4 GC %

BE 3 7Y 5FTY

Table 2.6: TEAEs of CTCAE Grade 3 or Higher Reported in
Arm in Study DG-04, by PT/Grouped Term (Safety Analysis Set)

Astol fATH

=5% of Subjects in Either Treatment

MedDRA PT/Grouped Term Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Subjects with any TEAE Grade 166 (68.0) 172 (73.8) 392 (71.8) 799 (70.5)
>332
Neutropenia 72 (29.5) 84 (36.1) 174 (31.9) 322 (28.4)
Anemia 56 (23.0) 48 (20.6) 145 (26.6) 258 (22.8)
Thrombocytopenia 22 (9.0) 8 (3.4) 63 (11.5) 122 (10.8)
Fatique 20 (8.2 13 (5.6) 48 (8.8) 99 (8.7)
Hvpokalemia 20 (8.2 8 (3.4 34 (6.2) 66 (5.8)
Leukopenia 19 (7.8) 29 (12.4) 69 (12.6) 139 (12.3)
Nausea 13 (5.3) 0 33 (6.0) 63 (5.6)
Disease proaression ° 8 (3.3) 18 (7.7) 14 (2.6) 33 (2.9)
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MedDRA PT/Grouped Term Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Hypertension 1 (0.4) 25 (10.7) 3 (0.5 9 (0.8)

For each PT/grouped term, a subject was counted once at the maximum severity.
® Reported according to the protocol. Disease progression could be reported as an SAE if there were no other

immediate causes.

) AP
Study DG-0404 =&

oA AW zlgo|glth(Table 2.8). o] dAtel&

F AT RROIM AR AP
A2 2] 6.4%).

Aoz =54 FHEJAMNT-DXdT A @ ohdAte] 5.3%, Ram + PTXT*

Study DG-04ol4 T-DXdw9] Az “AW 3 L A FA AW Y {FAG &0l 1HT o
HER2 ¥4 GC 2 mE %% 7% T#Te A5t FAIUKTable 2.8).
Table 2.8: Primary Cause of Any Deaths and On-treatment Deaths (Safety Analysis Set)
Primary Cause of Death Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 Ram + GC Types
ma/kg PTX T-DXd 6.4 T-DXd 6.4
(N = 244) | (N = 233) | mg/kg Pool | mg/kg Pool
(N = 546) (N = 1133)
Any death 122 (50.0) 133 (57.1) 318 (58.2) 631 (55.7)
Disease progression 102 (41.8) 105 (45.1) 221 (40.5) 438 (38.7)
Adverse event 13 (5.3) 15 (6.4) 32 (5.9 65 (5.7)
Other 3 (1.2 5.1 6 (1.1 19 (1.7)
Unknown 4 (1.6 8 (3.4) 10 (1.8) 43 (3.8)
Related to  disease  under 0 0 48 (8.8) 65 (5.7)
Investigation
Missing 0 0 1 (0.2) 1(0.1)
On-treatment death 21 (8.6) 34 (14.6) 50 (9.2) 105 (9.3)
Disease progression 9 (3.7) 20 (8.6) 20 (3.7) 44 (3.9
Adverse event 12 (4.9) 14 (6.0) 25 (4.6) 52 (4.6)
Other 0 0 0 0
Unknown 0 0 0 1.(0.1)
Related to  disease  under 0 0 4 (0.7) 7 (0.6)
investigation
Missing 0 0 1 (0.2 1 (0.1

Study DG-040l A

A Astsl BE" 74 B9 TEAES: F

T-DXd# ol Al Ram + PTXZHth >2v] B w2 HAEZ B EJtHTable 2.9).

thee] Ab Aztsl Pel®l TEAEs:

Al Abell ofs oF=3t #FH ol

o T-DXda Ao 19olA 22k A, &5 33 =4, A4, FA4

¢+ Ram + PTXF Al ofdA} 1ol A

271 ¢ Ag 21D

A 7T BEFolA AW APl A=H,

AE Ho g NFHAU

o

Table 2.9: TEAEs Associated with an Outcome of Death Reported in a Least 1 Subject in Either
Treatment Arm of Study DG-04, by PT (Safety Analysis Set)
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MedDRA PT Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 64 | Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Subjects with TEAEs associated 22 (9.0) 35 (15.0) 50 (9.2) 103 (9.1)
with outcome of death
Disease progression *? 8 (3.3) 18 (7.7) 14 (2.6) 33 (2.9)
Death 3 (1.2) 0 5 (0.9 5 (0.4)
Intestinal obstruction 2 (0.8) 0 3 (0.5) 4 (0.4)
Respiratory failure 2 (0.8) 1 (0.4) 2 (0.4) 5 (0.4)
Ascites 1 (0.4 0 1 (0.2) 1 (0.1
Dyspnoea 1(0.4) 0 1 (0.2) 2 (0.2)
Lymphangiosis carcinomatosa 1 (0.4) 0 2 (0.4) 2 (0.2)
Pneumonia 1(0.4) 1 (0.4) 3 (0.5 3 (0.3)
Sepsis 1(0.4) 1 (0.4) 1 (0.2) 2 (0.2)
Sudden death 1 (0.4 1 (0.4 1 (0.2) 1 (0.1
Upper gastrointestinal 1 (0.4) 1 (0.4) 1 (0.2) 2 (0.2)
haemorrhage
Adjudicated drug-related ILD ° 0 1 (0.4) 1 (0.2) 5 (0.4)
Cardiac arrest 0 1 (0.4) 0 0
Cardio-respiratory arrest 0 1 (0.4) 0 0
Device related infection 0 1 (0.4) 0 0
Gastric perforation 0 1 (0.4) 0 0
General physical condition 0 2 (0.9 0 1 (0.1)
abnormal
Oesophageal haemorrhage 0 2 (0.9 0 0
Tumour haemorrhage 0 2 (0.9 0 0
Tumour perforation 0 1 (0.4) 0 0

* Reported according to the protocol. Disease progression could be reported as an SAE if there were no other
immediate causes.

® Interstitial lung disease included all adjudicated study drug-related events by the Adjudication Committee.

6) FHRE o)At
Study DG-04°14 F 3t TEAESE @3 Aldehdate] vl&2 278 A ZTolA FAREHTable 2.10).

Table 2.10: Serious TEAEs Reported in =2% of Subjects in Either Treatment Arm in Study DG-04, by
PT/Grouped Term (Safety Analysis Set)

MedDRA PT/Grouped Term Number (%) of Subijects

Study DG-04 HER2-positive All Tumor
T-DXd 64 | Ram + PTX GC Types

mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4

(N = 244) mg/kg Pool mg/kg Pool

(N = 546) (N = 1133)

Subiects with any serious TEAE 100 (41.0) 101 (43.3) 223 (40.8) 445 (39.3)
Anemia 12 (4.9) 8 (3.4 19 (3.5) 31 (2.7)
Pneumonia 10 (4.1) 8 (3.4) 24 (4.4) 38 (3.4)
Vomiting 9 (3.7 2 (0.9 14 (2.6) 23 (2.0)
Disease progression 8 (3.3) 18 (7.7) 14 (2.6) 33 (2.9)
Dysphadaia 7 (2.9 4 (1.7) 8 (1.5) 10 (0.9)
Febrile neutropenia 6 (2.5) 6 (2.6) 8 (1.5 15 (1.3
Abdominal pain 5 (2.0) 5 (2.1 9 (1.6) 12 (1.1)
Dvspbnoea 5 (2.0) 2 (0.9 5 (0.9 11 (1.0)
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MedDRA PT/Grouped Term Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
T-DXd 6.4 | Ram + PTX GC Types
mg/kg (N = 233) T-DXd 6.4 T-DXd 6.4
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Interstitial lung disease 5 (2.0) 3 (1.3) 15 (2.7) 50 (4.4)
(adjudicated drug-related
ILD)
Neutropenia 4 (1.6) 6 (2.6) 4 (0.7 12 (1.1)
Upper gastrointestinal 4 (1.6) 6 (2.6) 5 (0.9) 8 (0.7)
haemorrhage
Ascites 3(1.2) 8 (3.4) 3 (0.5 5 (0.4)
COVID-19 1 (0.4 5 (2.1 7 (1.3) 8 (0.7)
Gastric_perforation 1 (0.4) 521 1 (0.2) 1 (0.1)

(1) T83 A ABH
O A3 AdgHES

Study DG-04¢ll 4 oo ILD/HEF A& & ILD #e A wet #e 7tsglon, q7]ds
AE F A 713, 2d, 32D RUHI R 27 FAC]: &% 24, A8, ARX 2y 2T
ATh.

T-DXdol A A@oid# & 34W(13.9%)°) <& #¢ ILDE #FH AAE Ak o2& 153
(2.9%) =+ 25500.7%°1At. 3559 AAE oFE #4H LD+ 19H0.4%)9] A @ dApel A S ot
4573 £E 5539 #4E oE #¥W LD AdS RuE X 2gktiTable 5.2)

Ram + PTX oAl 3W(1.3%)° A@hdA7E k& #d ILDE #AHH AAdS A #4849 & &
@ ILD Abd-e AR 290.9%00 4 357,

NP HEA 178(0.4%)° A 555 °] AATHTable 5.2).

Table 5.2: ILD Events by Adjudication Outcome and Adjudicated Grade (Safety Analysis Set)

Adjudicated Outcome/ Study DG-04 HER2-positive All Tumor
CTCAE Grade Reported by the | 1pxg Ram + PTX | T-DXd 64 T-DR 6.4
AC 6.4 mg/kg | (N = 233) | mg/kg Pool | mg/kg Pool

(N = 244) (N = 546) (N = 1133)

Subjects with any event of 48 (19.7)° 7 (3.0) 92 (16.8) 212 (18.7)

potential ILD, n (%)

Adjudicated as ILD 34 (13.9) 4 (1.7 66 (12.1) 174 (15.4)
Grade 1 7 (2.9) 0 15 (2.7) 46 (4.1)
Grade 2 26 _(10.7) 0 44 (8.1) 97 (8.6)
Grade 3 1 (0.4) 2 (0.9 4 (0.7 12 (1.1)
Grade 4 0 0 1 (0.2) 1 (0.1
Grade 5 0 2 (0.9) 2 (04 18 (1.6)
Grade >3 1(0.4) 4 (1.7 7 (1.3) 31 (2.7)
Adjudicated as  drug-related 34 (13.9) ¢ 3 (1.3) 64 (11.7) 170 (15.0)
ILD
Grade 1 7 (2.9 0 15 (2.7) 44 (3.9)
Grade 2 26 (10.7) © 0 43 (7.9) 96 (8.5)
Grade 3 1(0.4) 2 (0.9) 3 (0.5) 11 (1.0)
Grade 4 0 0 1 (0.2) 1.(0.1
Grade 5 0 1 (0.4 2 (0.4) 18 (1.6)
Grade >3 1 (0.4 3 (1.3) 6 (1.1) 30 (2.6)

* The ILD AC assigned grades to those events that were determined to be ILD.

One subject with 1 ILD event that was unable to adjudicate due to insufficient information.

¢ One event adjudicated as drug-related Grade 2 ILD was not included. This event was initially reported as
lung infiltration; however, subsequently it was not considered an AE by the investigator.
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Study DG-04ell4 #A4HE k= ¥4 ILD A A A B dR7AA 9 A TSk T-DXde o] 7

T 10404089 34 ~ 542)°|R 3L Ram + PTXw 9] A5 41.04(H: 13 ~ 58Y)°]| A t.

Study DG-040llA =35+w<¢ #AFH
1.3%)) vla) o @& vL&E Ba HJAHTable 2.27).

Table 2.27: Overview of Adjudicated Drug-related ILD Events (Safety Analysis Set)

okg #d ILDsE T-DXdw AFhdAH04%14 Ram + PTX

Parameter Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
GC Types
T-DXd R PTX T-DXd 6.4 T-DXd 6.4
- am + mg/kg Pool mg/kg Pool
6.4 (N =233) | (N = 456) (N = 1133)
mg/k
(N =
244
Subjects with any event adjudicated | 34 (13.9) 3 (1.3) 64 (11.7) 170 (15.0)
as drug-related ILD
ILD CTCAE Grade >3 @ 1 (0.4) 3 (1.3) 6 (1.1) 30 (2.6)
Serious ILD 5 (2.0) 3 (1.3) 15 (2.7) 50 (4.4
ILD associated with | 16 (6.6) 3 (1.3) 35 (6.4) 111 (9.8)
discontinuation of study drug °
ILD associated with dose 2 (0.8) 0 4 (0.7) 8 (0.7)
reduction
ILD associated with study drug | 17 (7.0) 1 (0.4) 25 (4.6) 52 (4.6)
interruption °
ILD associated with outcome of 0 1 (0.4) 2 (04) 18 (1.6)
death ©

* The ILD AC assigned grades to those events that were determined to be ILD. A subject was counted once

at the maximum severity.
" Based on investigator assessment

¢ Adjudicated drug-related ILD associated with death was derived based on adjudicated CTCAE Grade 5

events.

Study DG-04 A B3 =
AAH11.9%) 9l vls] & A &FA
Study DG-042] T-DXd*oll A

=
T

AL A A Fth

of= #d ILDo THES L&

i)
=4
_T’d_— =+

Table 2.28: Outcome of Events Adjudicated as Drug-Related ILD (Safety Analysis Set)

A A AH30.8%)7F DB o]9] =7t AP
H E& Ao 2(=10-pp =)
oo S48 of= &9 ILD

= DCO &t AlHol sz ATh
(Table 2.28). Ram + PTXT oA X|HZ A £ 179 #AH

@4 ILD AHd S sladAARE o

Outcome of Event Study DG-04 HER2-positive | All Tumor
GC Types
T-DXd 6.4 T-DXd 6.4
T-DXd Ram + mg/kg Pool | mg/kg Pool
6.4 mg/kg PTX (N = 546) | (N = 1133)
(N = 244) (N = 233)
Subjects with any event adjudicated as | 34 (13.9) 3 (1.3) 64 (11.7) 170 (15.0)
drug-related ILD
Recovered/resolved 19 (55.9) 1 (33.3) 29 (45.3) 72 (42.4)
Not recovered/not resolved 11 (32.4) 1 (33.3) 22 (34.4) 63 (37.1)
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Outcome of Event Study DG-04 HER2-positive | All Tumor
GC Types
T-DXd 6.4 T-DXd 6.4
T-DXd Ram + mg/kg Pool | mg/kg Pool
6.4 mg/kg PTX (N = 546) (N = 1133)
(N = 244) | (N = 233)
Recovering/resolving 1.(2.9) 0 6 (9.4) 12 (7.1)
Recovered/resolved with sequelae 2 (5.9) 0 3 (4.7) 5 (2.9)
Death 0 1 (33.3) 2 (3.1) 14 (8.2)
Missing/unknown 1(2.9) 0 2 3.1 4 (2.4)
Study DG-04914 B = <& #H [LDE 4 g3k T-DXd AN A 34/2447 5 237 (67.6%)°] 2=H|
2olEE Foukgty 7H(20.6%)°] FHAE FoAdom 49 (11.8%)0] 2EHEo|E9} FYAE BT F
of jkQkt},
Q@ T AT
FAT FAZ(1E80]) TEAEse HAE 2 z2ade Study DG-049] 27) X BFA AR =T, o
#]&2 T-DXdwollA Ram + PTX<el] Hl&| O @2 A ES AP A T 9 &F o] AATh
(Table 2.15).
Ram + PTXT 9 Al A 18 2353 AT Z2aF(OAFLe]) =& 94 AT Z2F5PDo] &
AT F 1 ol A A B
T- DXd:r" ABSA & 55 (22.5%) Ram + PTX 58H(24.9%)e ST ZFAF(OAFE]) A A
289 ool FAF FRU AF A% AEE Hggm.
Study DG-040| 4] T-DXdv¢] Z3}= HER2 ¥4 GC & Z&E FT¥ 73 53T 23} FA.

Table 2.15: Summary of Neutropenia, Grouped Term (Safety Analysis Set)

Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
GC Types
T-DXd 6.4 | Ram + PIX | 1pxd 6.4 T-DXd 6.4
mg/kg (N = 233)
(N = 244) mg/kg Pool mg/kg Pool
(N = 546) (N = 1133)
Any TEAE of neutropenia (grouped 121 (49.6) 117 (50.2) 282 (51.6) 520 (45.9)
term), n (%)
Grade >3 TEAE, n (%) 72 (29.5) 84 (36.1) 174 (31.9) 322 (28.4)
Drug-related TEAE, n (%) 117 (48.0) 114 (48.9) 275 (50.4) 507 (44.7)
SAE, n (%) 4 (1.6) 6 (2.6) 4 (0.7) 12 (1.1)
Median time to onset of first event 16.0 15.0 16.0 16.0
(days)
Median duration of first event (days) 9.0 14.0 9.0 9.0
Action taken, n (%)
Study drug discontinued 0 3 (2.6) 0 1 (0.2)
Study drug interrupted 31 (25.6) 73 (62.4) 80 (28.4) 166 (31.9)
Dose reduced 20 (16.5) 40 (34.2) 42 (14.9) 72 (13.8)
@ A 7)sRA
AA4d A7 LVEF A A= NCI-CTCAES wet swol AFHIUT. ©] Hr7tE 7|Wro 2 T-DXde Al

oAk 129(6.3%) thHl Ram + PTX Al @Ak 79H(4.5%)2 o]l =gl & L
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AE4d 7lEe SFIAeH, T-DXdT A IdhEA 29(1.1%) thHl Ram + PTXZ Al o &=t
s S5 tHTable 2.29). Hlo] =2kl & -4 Al LVEF # <20%= o= 4

Table 2.29: Summary of LVEF (%), Based on ECHO/MUGA Scan Data (Safety Analysis Set)

Parameter Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
GC Types
T-DXd Ram + PTX T-DXd 6.4 T-DXd 6.4
6.4 mg/kg (N = 233) | mg/kg Pool | mg/kg Pool
(N = 244) (N = 546) (N = 1133)
Subjects with worst LVEF CTCAE grade post-Baseline, n (%)
Non-missing n 190 156 444 953
Grade 2 12 (6.3) 7 (4.5) 35 (7.9) 114 (12.0)
Subjects with LVEF measurement 4 4 17 72
after worst grade
Recovered from worst grade to 3 (75.0) 4 (100) 12 (70.6) 54 (75.0)
>90% of baseline ®, n (%) ©
Grade 3 2 (1.1) 1 (0.6) 3 (0.7) 11 (1.2)
Subjects with LVEF measurement 1 0 1 7
after worst grade
Recovered from worst grade to 1 (100) 0 1 (100) 2 (28.6)
>90% of baseline ®, n (%) ¢
LVEF measurements at Baseline
n 244 233 545 1131
Mean (Std Dev) 62.2 (5.56) 62.6 (5.58) 63.7 (5.95) 64.4 (6.17)
Median 62.0 62.0 64.0 64.0
Minimum, maximum 50, 81 50, 81 50, 84 50, 85
40% to 49% 0 0 0 0
20% to 39% 0 0 0 0
<20% 0 0 0 0
Lowest LVEF measurement post-Baseline
n 190 156 444 953
Mean (Std Dev) 60.3 (5.92) 61.8 (6.36) 61.9 (6.05) 61.7 (6.37)
Median 60.5 62.0 62.0 62.0
Minimum, maximum 35, 78 40, 87 35, 82 22, 82
40% to 49% 3 (1.2) 3 (1.3) 5 (0.9) 13 (1.1)
20% to 39% 1 (0.4) 0 1 (0.2) 5 (0.4)
<20% 0 0 0 0
Change from baseline to lowest post-baseline LVEF measurement
n 190 156 444 953
Mean (Std Dev) -2.2 (4.79) -0.9 (5.16) -2.1 (5.30) -3.0 (5.91)
Median -1.0 -1.0 -1.0 -2.0
Minimum, maximum =22, 7 -24, 9 -27, 14 -40, 14
10% to 19% decrease in 12 (4.9) 6 (2.6) 34 (6.2) 110 (9.7)
absolute value
>20% decrease in absolute 1 (0.4) 1 (0.4) 2 (0.4) 10 (0.9)
value
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Parameter Number (%) of Subjects
Study DG-04 HER2-positive All Tumor
GC Types
T-DXd Ram + PTX T-DXd 6.4 T-DXd 6.4
6.4 mg/kg (N = 233) mg/kg Pool mg/kg Pool
(N = 244) (N = 546) (N = 1133)
Highest LVEF measurement post-Baseline
n 190 156 444 953
Mean (Std Dev) 63.6 (5.84) 63.9 (6.54) 65.5 (6.10) 66.4 (6.45)
Median 63.0 64.0 65.5 66.0
Minimum, maximum 45, 84 40, 87 45, 84 34, 85
Change from baseline to highest post-baseline LVEF measurement
n 190 156 444 953
Mean (Std Dev) 1.1 (4.97) 1.1 (5.19) 1.5 (5.44) 1.7 (5.69)
Median 1.0 1.0 2.0 1.0
Minimum, maximum -14, 19 -24, 15 -26, 19 -34, 25
10% to 19% increase in 9 (3.7) 5 (2.1) 30 (5.5) 77 (6.8)
absolute value
>20% increase in absolute 0 0 0 3 (0.3)
value

* Non-missing n was the number of subjects with both baseline and post-baseline data. Percentages were
calculated using the non-missing n as the denominator.

® >90% baseline since worst grade was defined as the highest post-baseline LVEF after the measurement with
worst grade that was >90% of the baseline LVEF value.

¢ Percentages were calculated using the number of subjects having worst post-baseline LVEF at the specific
grade. If there was no LVEF measurement after the worst grade of LVEF, the subject was not included in

the denominator.
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