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EE ol HER2 ¥4 F¥¢ 49 A5
2. oAl Mol @AM ML aRle kAW Hzx 352 W (adjuvant
chemotherapy) e W< =% £ g5 5 674 ool A3 da) &7
53 = dol4d HER2 AWEIHC 1+ E£E IHC 2+/ISH-) 1 &2
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o] ofo W fFe WY AW EE HET F AUE SAol UEd mx
o 35 13](21Y F7]) 54 mg/kgs AW W FY3t= Aol
2. AA BV e ol vAAEZHY
2¢-8% o] okl A e WY Y E: HEY F e SAol dehd wzx
o 35 13](21Y F7]) 54 mg/kgs AW W FY3= Holth
3. %4 AR EE HolA 919
o] ofo W S WY AW EE HET F Ux SAol UEhd wx
o 35 13](21Y F7]) 6.4 mg/kgs AW W FY3= Holth
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L 8|7 AAR A8 (TelerETel el BT G, AdxATY BY)

. OWOH X“’W oA g 7FA o] WiERl a¥-& w2 HER2 A#d (HC
1+ =& HC 2+/ISH-) =% HER2 =A&dAAxgto] FAE HCOFEE Sx49
25

o o]Hof Mol EANA Al 9SS AU B 388 ¥(adjuvant chemotherapy)
= HE EF e g8 $ o/l ool ApEgt @Xﬂ % 7Fsd =& o)A HER2
Xi‘:' FHHC 1+ == [HC 2+ISH-) 39k 3419 X5 2 784 FPHRY 7

W}—E W] 2Rg Frhe Be HJ«H] 2 oﬂ Hgafob B,

O &W- 8%

IHC 1+ 017%% [HC 2+/ISH—§°‘E /‘PEH§ 7]—?&2§, AA BI7}53 == Fo|lA HER2
T Alzeto] A" IHCOIHCH0<1+)
Eal

Al E7Hs7 e Aol nlaAEwd S AF
Z4d3le HER2(ERBB2) EdWo] AFE 7|Fo =, HA EVled T+ oA HlA




Azt A=E s SFAE A AH

o] of FoE Aztstr] Holl, T&£3 ASH AHAE A= AFHHE st} HER2
=ddo] FHE AT

XA

o] o2 AAAY T IYi/EE FEE FLITHAELY FolAEte] 4 o]
At Fx). 7Y B FEE Astr] flske] o] oo m Fof Mol F HA Ee
Al 7FAL ol efEo) BEaR(dl: 5-HT3 &4 234 Z2a/== NKI =84 2%
Aok GAabErE Bl g o ofF)e ARESte] A A

&%

Z27] %2 90 A9 W FAZT ol FoolM WAl 3 B, I
°F] T 872 0 FAE +F AT

A7 A #dE Sl ATH, o] % F9d SEE =FAY TEAFACK I
359 U WEe Aoles o e Fo= dTEHoE FEH o 3T

Jfr

Hol e wWzA v 3%
15219 F7)

of obe] WA gL AW M T HEY & 9
5.4 A
G QWA EE A

o] ¢ko] HA 8F2 AW 3 == 8T F gle 5480 UEE WA w 35
131219 +71) 6.4 mg/kgs A9 W F=Yst= Aol

5 =4

oA Y] #EE Hste ® 139 & 20 AFH Aol we} o] o] AHA F
9 8F A e A5 FHe 28T F U

o] ¢F2 &% A T A &S FFHA| ZKolof gt

£ 1 &% 44 44

£ 44 9F T 9 v AAEHSG A

A MA &F 5.4 mg/kg 6.4 mg/kg

1A &3F 4 4.4 mglkg 5.4 mg/kg

QHA 8 7HA 3.2 mg/kg 4.4 mglkg
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*NCI CTCAE v5.0(National Cancer Institute Common Terminology Criteria for
Adverse Events Version 5.0)° we} 55 &7

Fol Ad =E Fol F

A &F FA7F AJHAY FHE A9, v A" F71HA A g1
7He @ 3 whe] Rojsfol itk £ dAL &7 3 3F AL FASES =
oF @tk F1e 7P Ao FUCA BA7F Wik Bl 87 3 SER £
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654 o]’de] EAAE o] oFe & ZHo| LAdHA Tt

Aol

AZ(FZ#Ho el d AAE [Cler] =60 2 <90 mL/min) =& F5%(CLcr=30 ¥ <60
mL/min) A17o) SAfolAl= &7 2Ho] HAskA &tk FF5Y Ao Ao o
g &8 e HolHe AFHoln. 55 A fAolA, 155 H 25w Xt
A4 HAdSHAEFY o 2 HAEC] HEHIY FFE B TF AN 9
= A= FYste] XUE R stofof gt

P

(ZF g FW <ULNo|HA =E ASTOULN, == & UgFH>1~15

A BE AST) ) A A= &7 FHo] dadA &t F5=E(F %‘ﬂ%’»
H1>1.5~3 x ULNO]%H BE AST) 2bgo) Skxte] & Ao disll darstr]el dlo]
BE Aoty £2(F W FH>3 x ULNo||A =E AST) 7H&o) Shatel] &
28 7Hs dolgrt mE}.

o,
olN

of

o] oke Augow AgHET og AR AT HAste] W HH F

(intravenous infusion) .2 EFofsfjof st} o] ¢k F< AW F<A(ntravenous push
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D %ok 9 FE gty SAE 24 B ol F okFol o] HEHARFYY
22D, EPLEFY wE EGARFPABAC] ohdAE sy §3)
Hlolg ghle st Zlo] FRFTh o] e EGARFY Ei EfATFYY
Bl HAsAY WA EelsiA o Ak

2) A4 HARADZ

o] o ¥l A AW AdE T WA ADE D AAFe] wauFUTh 717,
EEEW, BY, Vg AZe EE dREE 557 34 EFF 4T ¥
SUHPSD ZA 2AWT 25F o4 14 AARMIZF] Y BE B
L o] oo FojE gTAHOT Fudtt

QA F o] oo 2T AF dotd AE /A F Atk BAAA olelF @
T3l wele] Wage sk dh.

2. The BAOE FalaA 2 A
o] of mi o] ofe] THAHE FElkgo] Y A

3. The Bl AFF FolF A5 GutE Fo FE)
D a4 AAREEF e B4

2) FAT DaFol e A

3) HAA 7% Bl dE R

H F5F T F39 WIEFNt de B2

4. o]FAte

AR ZE9Y g9k

o] °F 5.4 mg/kg

oA T FFol 3 YF ATl o] °oF 54 mgkgd] §FOE HA 13] Fo
o s sty F3F kA A FH(pooled safety population)e] 7= ATh
(N=2335). ©] ¢foll gt =F 7|32 Fat2 9.07/ML(H 9 0.2 ~ 45. D)0t}

o] °F 6.4 mg/kg
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A48 TF 7 W & AFNA o] oF 6.4 mg/kgel &FLE HAa 13 F
T2 fAksd st T kAA Hdo]l BIFEHATN=669). o] °Fo wiF =F
713ke] S-S 5.8/ 91 0.7 ~ 4Dl AT

D Aol et

O ¢ Z=2ud g

o] ¢F 54 mglkge kAL Study DS8201-A-J101 (WY ZSE n=7D),
DESTINY-Breast0l (n=184), DESTINY-Breast02 (n=404), DESTINY-Breast03 (n=257),
DESTINY-Breast04 (n=371), DESTINY-Breast06 (n=434) % DESTINY-PanTumor01
(n=20)¢] dA| B71s3 v Mol i A 1741989 T 44 H7HEU
o X8 7|7te] A4S 1IMLE 9 0.2 ~ 45. Do) A T}
T A7 JAHY EAL oS Btk AR A S6AAS: 22 ~ 96)R L
o4 99.5%, Ml 50.4%, oFAleld 39.1%, &% = olZE Al w=<d 2.2%2}1,
56.9%+= ECOG A3 AE(ECOG PS, Eastern Cooperative Oncology Group
Performance Status)7} 00]}aL, 42.7%= ECOG PS7} 1o]ith dAFolA =Y
A A HAS B b HAS AR oj"o] e fAe dAFoE {3t
/\17(]— 7§§]- o]E‘ﬂo] 01‘_: %}x].% ]94 01_931:]_.
3 AFAA, 71 &S o] NS (HIE==20%)2 T9(74.3%), I 2(56.9%), ©
(41.9%), TEU1%), 4T %5\_%‘(364%) H1E(35.1%), ®WH|(34.1%), A& 3
(30.4%), AAH30.4%), otvl= Ho] &4 F7H29.8%), &&4 T5(26.2%), NI
25023.7%), @42 FA5023.3%), 2 BF5204% 09t TF ATFANA, M &
ZFOS o RSN E>1%)S HEA ‘“léL(B.B%) 2 FEM3%IAT. A 17
(L0%)o] AbdS Zste o]dHh&S Yetiigleon, 169%0.9%)°] Ha4d #HHE$o
2 el EAsA L, 19H0.1%)0] dAd 4T FLAFoE Qs H“@O}‘%\‘E‘r
o] ko2 XH3 ALY 32.4%° A o] HtS 2
o Bo dAFEH #Hste 7 WA g Ol%h}%( 2%)-> z*é? A
S(14%), N&4.5%), A Z(4.4%), BT 7ZF4&F0E.9%), ¥715 #H2E.2%), 4 2
2502.8%), 2 HEAZ HAZ2.5%) L o}w o Z7H2.1%)°1 At} ©] ¢Fo
2 253 A9 20.9%04 & %‘5\_7} Elgticia ey %% ZAEAR B A I s
HiwstA e o] dRk302%)2 I =206
AT A Zo‘—(2 2%)0101‘:} °| C—’JEOE i]LGP 5]'21--/] 11. 6%°ﬂ Al o] dREgo R Qg
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o] o 54 mg/kgel £FOR HA 13 Fo] we HA BT i Hold #9
o #AA Yehd ojgukge & 39 AAHo]l itk oduigS  Medical
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1/10), &3+

(=1/100 ~ <1/10),

EEA &S(=1/1,000 ~ <1/100), =E(=1/10,000 ~ <1/1,000), = =&(<1/10,000)
% GHAA FS(FE HeF HolEERE FHo] Bilshos geoldnh 7wl
ST HFE YoA o] NS 557t AasSteE SAUE 7 A T
¥ 3. EFRAEFHUS2HZ 54 mg/kgl 2 X853 HA B3 == o)A &
ok BAol A LG o] gRkE:
MedDRA A1) 7] A B 5F o] oF
(SOC)) A g == 1 Aol et
589 53

N=1741

e 55 %) 3-459 %)

g 9l YA Aol
FAT FAaFt o] -$- &3} 36.4 18.6
A=k o9 &3} 35.1 9.1
W 7k A 2O ] - &3} 23.7 6.8
& A A=l o] -¢- &3} 23.3 4.8
Yry gz uj$- 3 111 4.6
wdd AT FAS &R & 1.0 0.9
= Aol
Az &3 6.0 0.1
Aok &3f &3} 4.7 0
AT Aol
T4 - &3+ 74.3 5.1
TE ] - &3} 41.0 2.4
H 1] - &3 34.1 0.5
A A} - &3 30.4 2.1
HEe ] $ &3} 20.4 0.9
Tl oo &3} 14.9 0.6
A3t BT - &3 11.6 0
BE % 4.2 0
aF &3} 2.1 0
A< &3 1.8 0.1
22l Aol 8 EajRe] W
¥ 2! o] -$- &3} 56.9 7.5
g o} ¢ &3 12.8 0.3
tg = Aol
olu|ix Ho] A Z7P o] -¢- &3 29.8 3.8
e " 7S e
A= 7rak o] -9~ &3 19.5 0.2
&4, F5 9 e gEF
F9] #9 gkl &3 1.3 0.1
A AHAF
A= A o} -9 &3t 14.1 0.5
g Al QA4 B3 &3 9.5 0.4
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2) AA &7}

5.4 mg/kgoll A HER2 &% H o]

el

o] oFo] otd A& DESTINY-Lung029l 4 o] <F 5.4 mg/kg

Fe TIL0ES): 0.7 ~ 20.8)019)

Gk

° &

3

2 30 ~ 8)¥, o

ECOG PS7F 0°]lar, 70.3%
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=

F2 59A(
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223.0%), T79@2.0%), TER.0%) ¥ SFLTH2.0%)°] AT
E‘& 2ol 28.7%) A o] ZHh-g o= Q1% Fof AdAFTTo] WA Y. Fof dAFTEH
dste] 7 HIHsHA EARE o] A3 02%)2 8T A4AS(11.9%) HEA H)
Zé%/wﬂm—o—(S.O%), 1 2(05.0%) 2 WE@0%wlAe. &2 13.9%00A &F 47t
LA AT & Ao #dd Hg i J o] J‘%(‘?ll::)Z% = AT Ha
(4.0%), ¥ =(3.0%) 31 A& 22G.0% AT &2k 10.9%00A o) ditso=z Qg A
T Sdo] TSN I T vdd 7}72«} A SHA AT o] &ak-E-(02%) 2
A ﬂl@ﬁlﬁﬂl"é%—@ﬂ%)oli’it‘r.

o] Auk-&-

L gy

®© 7

o] ¢ 54 mglkgel &FoE Ha 13 Fo] W HER2 Q™07 gl dA B}
@ mE Hold vAMEAY Bl et o) duhee =

o] Hk-8-2 MedDRA AIA7|HBAEFGOC) L Wiz FHH g uat 7]1A = Aot
HE gl agsE o E3H=1/10), E3H=1/100 ~ <1/10), E3tA &-&(=1/1,000 ~
<1/100), =%(=1/10,000 ~ <1/1,000), ¥}-¢- =5(<1/10,000) L LHA A L(F& 7}
3% dolHZREE FHo] ErlesdhHoez Aol Z Hix HF Yo A o] duts
2 FEFELI} A= =AYWE 7SI

¥ 4. ERAEFNHE2HZ 54 mg/kgl E X 23+ DESTINY-Lung02¢] AA] &7}
% == Aol HlAAEZHYG A A EASE o] A RE-S-

MedDRA AlA 7] A EF o] <F

(SOC)) A go] == 1 N=101

280 Hl= 2E 595 ») 3-455 (%)

g "l HaA Aof

ZRF 7F a2 ] $ &3} 42.6 18.8

"y o] &3} 36.6 10.9

- A - 3 28.7 5.0

& AT 7Pz o) -¢- &3} 27.7 5.9

gz izt &3 6.9 3.0

AT Aol

74 - &3 67.3 4.0

1] o] - &3} 36.6 1.0

TE o &% 31.7 3.0

A AL - &3 22.8 1.0

T o] -9 &3} 15.8 0

Bl &3} 9.9 0

AA Foll 2 FEoRBQ HE

T =8 o] &3} 44.6 7.9

e 92 7S e

A71= gt &3} 8.9 0

g A
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steta ol A7 77t Fda2 287049 0.5-13. Dotk olgHZF T
ST 2870E4CHS: 05-11.3), HEIYUHE FoTe I 467HLCHS:

o] of B AL AE A 8A] FATE AT JAYE 540 FARAH. 9%
o] FL#2 66AM(HS 28-82), FA T6%, oFAloFQl 100%, 1¥]al 49%+= ECOG #
A8 AEl(ECOG PS, Eastern Cooperative Oncology Group Performance Status)”}
0oltar, 51%+ ECOG PS7F 1 ©|3lth. oW Aol 2=ed A HEAd #H A
= A HAS 25 o]Ho] e A ddHoRE FYIF AR e oY
o] A+ A= ALt
o] ¢ 6.4 mg/kgC 2 X 53+ A AA FAHZ T T3 o] TSN E=20%)=
3 Ha364.8%), T9(63.2%), & 7H2(60.8%), W1 (57.6%), 3 Z(55.2%), &
I 7H243(40.0%), BT 7FAF(38.4%), AAH32.8%), TE(26.4%), W H(24.8%), T4
(24.8%), HEZF ZFAF023.2%) 2 EH(22.4%)°1% . 714 &3 NCI CTCAE v.4.03
358 ol FAEMIEI2%E FAT H45012%), WEG84%), N HaF
(20.8%), 218 7F4(16.8%), & HA2F5(11.2%), BEZTF F4A35(12.0%), 3] =(8.8%),
(4.8%), A Z5EZ54.0%), t75 ©]733B.2%), Y
Gzl A4 B &40 F7H3.2%), BAH2.4%), ©(2.4%), ot~ ZELE ofv]
ol &4 F7H24%), A H2.4%) L AR HAS2.4%) ol AWAH AdAiE =
gt o] kg2 H ol 195 SAfol| A A5 THO.8%).
o] ¢F 6.4 mg/kgl B X 53 ALY 56.8%NA o] dHES o= Q1% Fo| AA|FHO]
LASEATH Fo AT FHstS T HIWHSHA BT o] FRES02%)S T4
T HA25028.0%), 1d(12.0%), 218 728.8%), BT #AF8.8%), I =(7.2%), Tt
24 #HAZAS4.8%), HHA.8%), AT ZASU.0%), B7 5 ZFEA.0%), BEZF T4
F(3.2%), AAH2.4%) R AZFEF2.4%) °1th. o] ko= X 53 &Ako] 30.4%°l
A &% a7 st &% A #dd P NI A gk ol ks

4
2
>
D
S
e
e d
ox
oy
ox
-
Ny
F>
ol}J

O2%)& T84T THAa35(12.8%), 218 7H400.6%), HE@B.0%), TH(.6%), 2 LA
FAT F2FQAH AT o] ko2 ARG Vel 120 %olA oW OR <l
@ A8 Fool WA 3T FUI VAW Y UM o N0 W

oﬁ:F

H (6. 4%) ol At

@ o|AHFE F

o] o 6.4 mgkge Ha 13 o) Fof W =& PG E= Fol4d HERZ 44
9 mE ANEHTE HAEF B 125F0IAA ehd o) durg-e obd E 5o A
AlEo] Tt o] o2& MedDRA AIA|1 7] A Z/G0C0) B Rl=of 7| aie]o] me}
Z1AH AT W= FhEl g w9 E3H=1/10), EFH=1/100 ~ <1/10), E3HA F+
(=1/1,000 ~ <1/100), =&(=1/10,000 ~ 1/1,000), w§-¢- E=&(<1/10,000) B L&A A]
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HolE 278 F4o] E/lsdho= Hodn. z

M= 4F 4

o)l HER2 %A

9 mx

(28 7T

A ol TRV A Adte AR Z]A s AT
# 5. 0] ¢F 6.4 mg/kge. 2 X "3 oA P =
AEHTAT ALF SANA EAT o] ks

MedDRA  A1A| 718 A & 7SO0/ -
= 1589

g 9 P ol
FAT a3

9 Ee

Wy 7k

YL e

daw o

wd FHT AaF

A8 Aol

9

TE

A AL

558

1

T ”

HAA Ao 9l Eo]B ol HE]
) 2

g

4z BF

= Aol

7% ol

e 2 Vs 44

371 = 2!

7%

&4, F5 2 e gHF
9] #d whgk

A A4

ol 2 E4 ofvl Ho| Ha F7}
b opnl Ho| a7}
gol Welew 7}

g ohzbel QI Ba) Ea 7
AL B oF Aol

ANdF dF

A& e

g

557, ¥2 2 57 2
i

g

GRS

= DESTINY Gastric-01
o] o
N=125
= 2E 58 345 (%)
(%)
w9 &3+ 64.8 51.2
m]-$- &3 57.6 38.4
- &3 384 20.8
- &3 23.2 12.0
w9~ &3+ 40.0 11.2
&3k 4.8 4.8
% &3 63.2 5.6
- &3 264 0
u]-$- &3} 32.8 2.4
m]-$- &3 15.2 0.8
- &3} 24.8 0
u]-$- &3} 11.2 1.6
w9 &3 55.2 8.8
- &3} 24.8 0
u]-$- &3} 11.2 0
&3} 8.8 3.2
o] &3+ 16.8 0.8
m]-$- &3 104 2.4
&3} 1.6 0
&3k 9.6 2.4
&3} 7.2 1.6
&3} 8.0 0.8
&3k 8.8 3.2
&3} 8.0 4.0
% &3 60.8 16.8
&3k 6.4 2.4
- &3 12.8 2.4
&31A] 240.8 0

o

‘?,]
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Medical Dictionary for Regulatory

PT = $-4l&of(preferred term)

MedDRA

& NCI CTCAE vb.0(National Cancer Institute Common Terminology Criteria for

Adverse Events Version 5.0)

mK

Njo

ol

70
Nlo

Q0

wK

TR

__OU
23!

iy

9 & F1(white blood cell)

a7 daT,

ol

o

)

H

ol
Njo

N
L

__OU ll
on 1
M e

(&)

B

ol
Njo

N

&
q
w

R

ar
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~

mK

mK

=y
)

=y

uf-

—_—

"
U

—_—

A fa A, e

3l

i

oAb

S
=

Y

g HASo R AAE ¢

pze]
e

ar

<

7h

3
2] 2.2% (70/3124)°1 A

hy2

1=
2F

b A7 AAEAS. B

¢l

Frte) S 28| 7ol

i

<)
pul

EgaE

s

*

5}

0.1% (3/3124)°] 3} ot

[elife)
=
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D A AARADE
o) ote] Eof ¥ +A4 HAY PEE AYZ At HIHATH ‘4 oA
A0 2. A9H Anl BREAY

siats 1A, &5, 29 Q/EE A2 TASAY 4FHE 557 A4S S
A Basop gtk g A HAA HAE/H IS AFol S0 A ZUH
g dof ot EA HAZE/H G 57& ZA] A oF gt HEAd H A
HAZFo] A== s A FFo = Frtslor gtk s F7IU A AdEe 3
olat= A& Yok gt T3 (%—a-) AR AAHALF BS, ZEEHA
2HZolE AF(d: ZE=YEE 0.5 mg od/kg/d & oldd &= ZDE 1
gt o] ¢ FoE 055l 35 % 7bA] BFsfjof stH, & - &% %
29] A A wet A7RE 91@(%%‘3 - & F2).
4ol v A AAHHALFCEE oDy A, SA A ZEHIHZ
T A8 Zg=<EE 1 mg lo/kg/?—__l EE old Fgste E AFREA, F
2 149 ok A& & 7901: 45 T S FXHoRE Tagt
4ol dv AR AASFHALFTCEF o) IS B2 A= o] ofo] BAE
FTHoR Foa|of "?l":]'(%m g% Ax) A AZS/HEF oy e F
TE EE T35 AU e s HEA AdHASY 2 3o S1E
T dow, Folst Eqaao}oq ofF gtHEH - &% =)
oA TF FHA g Y AFolA o] oF 54 mglkgs Fo W& FA(N=2335 )
o] 11.8 %A ZHE HAEC 93] AAHA xdA #HAZo] HASAT A5 LAY
77}%1-% ANZF 4 5.5701L(E 9 0.9~-31.5)0] . tiFEe] EA #HAF Abg
s 1 (2.8%) 2 2575(7.3%°IAth 353 AHEle A9 0.7%04 EASH L, 4
%% At E AEEA] skth 55 AtElE Y] 1.0%N A A Sk T
oA F4 Fdol e YA AFolA o] oF 6.4 mg/kgs Fol WS F2HN=669)2]
17.9%0 4 =HE AEd 93] #dd 2HdA HAZEo] TS v 114
A HAAZS A E 155d.9% 2 2530.4%010t 355 AHElE 1.3%04 st

KL, 45H AtEl= BAke 0.1%00A4 TSI S5 AEle &4 2.1%A4 &
*gﬁ}oit‘r 710 A HAEdZe] AMNE T e FAE o] of Fof F 43tE
Sed AAA HAZo HAT A WA TR 9] Ao FdES 4.270do) AT
(A9 -0.5 ~ 21.0).

2) AT HaF

o] oFe] Y AFolA TEAN TAT HaTe T AT HaT AEIE R
HAt o] oo FoE AFte] A B 4 §FS TS A, ddHcE ANT
=z dA 5 5 EYEHIF 3t AT FaTY T wE, o] o
Fo dATE E= & 44U 8744 ¢ 3

}.

O,
2
ofo
L
ofo
ol
e
w




A2l FF w30l U 9 A7l o oF 5.4 mghge Fof T FAN-2339)e]
B51%NA FAT waZo] RuHAD, 18.0%E 35T FE 453 YEDH
T A7 S 424039 19 ~ 3L97/H)olAa, A HA AbeEl el 7|xke] F
G 2149 19 ~ 17.10 Dol IddAd AT FAFTS A 1%l A]
Hu=doH (& - 8% =)

oAe] T G i 4 AFNA o oF 6.4 mglkges Fo T2 FAHN=669)<]
435%N A FAT FAFol RAHUL, 28.7%= 3575 Tt 4539S YENIATH
WE A7he] FYES 160089 19 ~ 248700l T, A WA Apde] 7)o =
G 9L 29 ~ 17270 D)ol I FAT HAETS A 3.0%0A]
HugdoH (& - &5 JFx).

3) F44 7% 2A

5t HER2 X Z Aol A HAl4A vrEE(LVEF) a7l #ZFAY. LVEF= o] oF9 &
o5 Azetr] A

A4 2 QEdE S met X5 F AVIHoE WriEo|oF gt
LVEF Zae Fo AF e = ojoF st} 40% vTHe] LVEF HE& o]
2RI 2 HE 20% 3o Ahx] HAarE SR, o] °Fo Roe JFHC=E
FToEO ok dt}h. FAo] e A AFH A A o] 2 Foe FFFHOE
FTHE o oF ITHEY - & F=).

oe] F4 FHol i 9 AFA o ¢F 54 mgkgs Fol e FAHN=2335)
= 1089 4.6%)| A LVEF ZF47 B =)

g 2 G g A AFNA o] oF 6.4 mgkgS Fof w
124 (1.8%)°l A} LVEF 7F47} B a5t

55 AZS7] Aol LVEF7F 50% w9kl 3Ajo A= o] ¢ko] X 57l AFEA &

>,

N
L
filo
of
:?‘:'

SH2HN=669)

rlo

AT,

4) v o543

o] ok JAHF A T Al HotolAl dE 71H & Utk Al F BHIuAA d4l
% HER2 &4 A3A Eg2FFus AHES A, XA # I4 Ast=
(pulmonary hypoplasia), =2 o], Ao} AlES ZHste LTy A7t

UES T sEAY A 9 o] ¢k A7 S RO R o] oFo] HEQl EXo
A gtolA|(Topoisomerase) | SAAl= P4tFoA Fo Al ElololAl NE 7]&
T QUH7. 9F 9 8B T3

o] ko] EoiE A#tatr] A, 94l TFsAlel

A= 4ol 9A FEE FAs o @
o @Al Eoto] mid A WAL Lok wh A4 TFsHel Y oA
AAE o ke Folahi Hek B o] oke] AT Fof F Hx Y Fob AHH
dAYE FES Ao ok YA el AT A8 yA AT A BA
L oo obe Feisit B @ o orol npAY ol § A 1Y BSE EIAS)
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== Aasicl SoH7. GF 8 Faiel @ Fol FD).

ol

EpK

6. FEAE

D 9& oekFol o] 9 ofsto A= F&F

OATPIB/CYP3AY] o]F AAAQ FEUHIZ =& 3 CYP3A AAAI] olEg
FIUEH B¥E& FAs A3, o] o e WEH ExolAvgolAl [ JAAS =&
of YFHoRE o e FUHE Z2YSHA Ut OATPIB == CYP3A SAIA <F
=3 o] ¢ko] W& Fo A, &% xHo] HQstA gt P-glycoprotein (P-gp),
MATE2-K, MRPI =+ BCRP %A AAQ] <EF AR ou U= A5z
&2 7|tEHA &+t

2) o] ¢fo] T E o FF Y oFFe mA= FF

ANFH U Aol mEW o] ofo ExolawmztolA] [ JAA= F2 CYP4S0 &4
& dAsIAY FEsA e

7. 9% @ SRR I Fol

D gy 2 elgel 3y

P4l TbsAol g odHe o] ko XNEIE T L BAY ol T Ak 77
2 Fek AHAQ MY Agstelol BTk QA THsAe] Y oA ATt e
gAe o) o AmIE Fo 8 rpAY Fol ¥ Ha 4NY U ARHQ )
Y& Ag3telol Ak

2) 9%

o ke PariolA Fof A Hlojels E 71A & Utk Yaroe] o] ko] Fof
t 28 /5% dolEst gtk 2y AR F BuAelA 94 F HER2 S84
AAY EGAFFEES ASH A%, A #W B4 A5Z(ulmonary

hypoplasia), =2 o, Aot A& 2ste Frdasol AZE et 5
oAl At B oo] ofef #AErHg HERoR o ‘—’M ER BExolarmetobA] |
AAA = PabRolA Fof Al EolelA siE 71 FE JATH ‘13 AEVHE AR
AR U HDFEANE AR Fx).

YabEol A o] s Fofsts AL ARFHA @gon, dAE JAlstr] A o] o9
efofell Tk AR AFS AASF ok I PAZ G2 FA AbelAl L4
of gt} o] ko' AFIe T EE AT Fo F T2

o
stAl 2 A¢, AEd EYUEPo| dadt

3) FhE
o ofo] mAE BHHEA iRt UeA YA etk B JFESC] BRE
93 Bg SR A SUE o4 Wl FAHel 9yl ME, AHEL o %oz
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ARE AR A 2f Fig FeloF dh JAE Nue ol F 7719 ol
FHE AT F Yk

H QA AsHel Y o4

94l THsAel Qi oY YAl R o o FolE Ay A Helsolok &
o,

5) s

8. dotol th Fof
o ofe o} Tl A AEHA gk WRel ojgelst 184 oske] Hadel o
3 o] oke] kA FEME BPHA B

AP Afol| thRE Fo
04'3% TE AP i I AFelA o of 54 mglkge Fo W& %‘r
T 289 %= 65A1 o, 6.3%= T5A| ol dolAdtt. 654 o] fhAtel A ¥
= oldukEel WAES 47.8%Aom H2 FANAM= 42.7 %A 0.
oA FF FIol dF UG AFolA o] oF 6.4 mglkgs Fof W
39.2%< 6541 °1%, 7.6%= 754 ool BEE 35H, 45H oldutEe A
B2 d2 FAH62.2%) B 654 o] $AHG9.9%)N A AFSEA T
A ofsst &4 d"o] o] ofo ofFstel ez Ford dFe vAA
FEte A BAFET

¢

N

10. FHEFEA A o H
o] ofe] HaFfolo] tF A gtk FFEA A A RUHPST 44T B
= B2l B AFdoF D).

Fof O RE oety] S1al, A L Fol F okEo] o] CHEBAFEIY S 1
) oln, ERtaRFY wi EgtaRR el ofdA S Seldty] 98 nold
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et an oloFEe Al Ade AxE Aeslor aok ohgel A7d 2 4 A
Aols AAF T AW Aol B,
D A7

X5t ARl A A g

13] Eof Al(full dose) 17] o]l nlolddo] WAd &4 9} Eo L3 (me), T8
gk o] ¢F AT &N F & W HQ3F o] oF vlo|de (LY - &F FX)
A AT

o FAZIE ARESte] 247H9]100 mg vloldell FAMES 5 mLE A A3 U
AFAsY, HF 52 20 mg/mLE g}

& W7kA] vlolds REYHA EdY. T4 €5

52l HAHANA AFLE SA ARESoF T SA /*]'%'5‘ A e 75 35
B84 AHE T HHALS 2° C~8° ColAl AU 48AIF & AU
A% vlo] ¢S YA A 2C~8C & 2333} E%?l"ﬂr AR FeTh
AFoll= HEAZE SHrEo] JA Bk 24413 dF B & ARESEA] g2 o]
°oF& H 7|8l oF 3ot

U = J s A ) mlm
>
ol

2) 34

Hlolt AFHRE Fol FEAAG Hul AFE 24A7HS 27A otk Fk,
ng Azke] o] HujAzhe Z3}shH Eﬂﬂau}
g FAZE Agsted, AR ¥ Ho|GEFH HAth AT g9 1

B4 % €4 RS A4uT gae vgom 2Ajol X §e Faolojof T,

.
5% WAEE G100 MLE FHF FYE Mol AR FNI AFHH o]
2 Yol HNFT HUEF 9L ASAANE & BHERY AT U F
9, 0] e TE o3 EFAAL < Ak FUS AHUEE S MY ¥
e 8T 5 onz ATH EE e AL o B, Eelgs)
d EE Zeedueldd @ ZTelzedde TEEACE WE FYUE wo)
Az}

298 Mg FEA RG] S 43 TPUTG EEA Yk

dog

A ) 4R
BR@t A ge
ool 2ol %O}EA—E W% Be w7

3) F

A" FY 89S YA HAQRC-8C) 3 Af, T A xFsie AL HIY




< olF& Ae dAI

e ZE &YW =& ZTFEHACOE THE AFH A E(nfusion seh)E AHg3ste] A
W FYshodof e

o o] 92 (0.20 T==0.22 micron U-2k0 E o EH 24 E(Polyethersulfone, PES) T
+ &4 E(Polysulfone, PS) E|E A3t AW FAo g2 FAZth g5 A
ZF<(ntravenous push or bolus)o. 2 Fojsji = oF Hr}

e HIOEHE H3I37] 93] FUHS X}ﬂat}

e o] o3} T E GEE& THSAY FLT B HlSs T3 TOE GES FAMA
= < Fh

4) #H 7

ATAE AT BEATF Qom Aoz AEsof Tk Hho]ste] olgli ]
A Be BE Bss)ok @,

12. 23 5l A543 FoA
D AFA A7A vlol e WA K I(2C ~8C )T}
2) d8A et

3 A 9 YA AR T HAE 2° C-8° CollA Huf 484 &< A5

AT
4) MAB=E AN AFS A ARESioF T SA *}%0}11 Be A5, A
& AA AHE T B A 242 AR Ao, FAE AL W o]
T EelA ATde FdsHA de T, dido=s 2 C ~8° CollA 244

)
2
off
i
L

5)

[y ot
oo
2 1L
rlo
[ N
>
>

g3t Aol AFAL. B4 AGIHA e B, 5% Hx
§ MolA Ao ATHE gL HeoH ATH
of Htl 443k FF RBFAL 2° C-8° Col A Hr) 24413F
H

>

o A | bt
o o oo

A A 1

]
-

13. A&7t S R

D oFgf2hg-

(D #8714

o] SHEGAEFHH S 2:HZHS HER2 34 A oF= EEA(ADC, Antibody Drug

Conjugate)eltt. &A= HEZEC|= 7o) £8F 7 o) A= S=

EMO]/\UiE}O}Xﬂ [ A1 Bl F2etel] F2Eo] e Axtstd & HER2 © 9
ZEYUGCUIECDolT. A o= EFA= A olA F8H ot FF A2 HER2

o 2 & EG2FEFHHI2HZES WASIEY, TF AlZAA AEdEEHE g

o

.

O
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)

Faol ofs] A% U @7 ddo] AAAT. oFF FE ZA, ALNS T4 T
= Exolzvigiold | 9AAE DNA <43 A% AEL 330 Exatecan
AEQ Exo|zmetolA] 1 ofAAE olgliHzte] 4 THAAL SN3BHT of

EG2EFUH S 2HIEe] 9y F4@Frith 6.4 mg/kg)= HER2 lz,ﬂ_ xdovg RN
o A SIS tFeE g IV, B AFelA QTc 146 o= o gl
+ YFS UEA st

2) 5T HE

1D 7=

A ofFst X mEd EmffAREFHHE2EHTY] T4 FEVoY FExEFS
268LE FARHAT AFTH W dFolA ExolawgtolA [ JAAY Atd
gwd Hd AFES o 97%9T AEH W AFolA ExolswEtolA] [ JAA
ol g o A Fx H&L 9F 0.69]th

(2) A U ¥

EHR2EFURHE2HL S4aF &40 3 A= g ddo] s &4 EX
olamgtolA [ AAAE WEsA Atk QZtstE HER2 WY EZEHUGCl dIdFE
FAE WY HHEEEUY YT HA 08 o]F FEE T3 A& Heol=9f
ofm|izto g HlE FoZ AT Azke] 3 mlo]aZ&o Ao Al W tlAL

AFE Exolavetoba] | 244 !
™ UGT ®=& 7|8} CYP &0 o3 §o]3
(3) HjAd

ol HER2 &4 T+ HER2 A3 FH<¢ 2 9 HERZ2 E=d®™o|7F &= vlA&
MEzFH G Ao A EFAEFTHE S 2HZe AW Fo 3 HAo ¢kFd B o}
29, EgAREFPHE2EZMe AALS 04 LY, Exolavelold [ A9
AAEL 184 LIhE FAHEJG. EG2FFHU S2HZHY A4 JH37](t1/2) 5%
2 54-5.740)1 3, WEH EZolAnmgtolA [ AAAe] 2R t1/2 TE#S oF
54-6.1¢°1th Al W A @olA ExoliangtolA [ AA|A= P-gp, OATPI1BI,
OATP1B3, MATE2-K, MRP1 2 BCRP®] 7] @]t} 5.4 mg/kg 2 6.4 mg/kg & kol
A EGRAREFREH S 2EHTES 552 F4o] #REHJAKCycle 1o HIs] Cycle 3
ol A <k 35%-39%).

ExolamzglolA | JAAE Pt BAW FAZ A3, 8 wd A= IEE
AZE 53 g djdodt. ExXolAv oA [ dAA= tH, e 2 &
b ol TAEAT. EAEFHE S 2HZE (6.4 mgkg)e YsoldA @3] A
FoAg &, AW 9 giioA vEHs ExolLweolA | oﬁﬂxﬂﬂ 7h o] A

& o) Cpsasel oi9) o
e AAA e vEhaT

_23_




(4) @A /m-AgA

A Fof A EZfAREFUHE2EHZE 9 WEEE EXolamiolA] [ JAAY k=
EFL 9o = 2559 A HE5AHAE Holy, 3.2 mg/kg-8.0 mg/kg (BT
o] oF 0.6 ~ 1.54)) & WA vt F73EAT

5) 53

At 5 BA w2, A520-96A4D, 1F, U4, 4 2 AT EgxaF
FHUS2HIE B HEH EXolivgolA] [ JAAY =Fdd ddHoE {9

T A kot AF3(F#oled A AE[CLler]
% CLcr=30 % <60 mL/min) 217e] 32xHCockcroft
5 %%ﬁ A0 A, HEH EX Nﬂ ghobA |
7
°§

o{ﬂ
L” r[r

(CLcr=90 mL/min)@} Wl sl S W] AFoA F
LIS e =

mlo &

AT o]’k W3te] IFS JdFHe= ‘?r/]‘j] 52 %= Ziﬁli oAt

6) F= 548 AT

O g2 oFEo] EZfAEFHY S 2HZEY ofFstd nxs 9

ANED Y AFo] wad Exolaueiold | AdAAE =2 CYP3A4e] 9&] thAls

M, ot %9 71"ty P-gp, OATPIB1, OATPIB3, MATE2-K, MRP1 2 BCRP.
OATPIB/CYP3A9] o]F AA|AQ S EUn| 29 BHEFAQRT7Y 174 FH 357]
o] 219A7A 1Y 23] 200 mE EZFAEFUES2HIY =EAUCES 19%, W
=9 ExolaugtolA | dAAS &< 22% S7HA AT

7483 CYP3A 2AAQ olEgtmzvEe] HE FAQF7]9 17IARE 3579 21

LA7EA 1L 23] 200 mg= EZf=FEFHHF2HZY =2AUOS 11 %, W=d
ExolamgtolA] | JAAY =FS 18 % S7HAIATE o83 Wste] F3Fe AN

Moz fonsA g Ao oy
P-gp, MATE2-K, MRP1 = BCRP 444 AA|AQ <23 Qixoz puw A
Bage dyEA gt

@ ERAFTYUS2AL0) B 48 A AT IY

AW W ATel wEw Exolamelelal 1 GlAIAE CYPIA2, 2B6, 2C8, 2C9,
2C19, 2D6 ¥ 3AE X3 =8 CYP450 E4F AASHAY F531A &= A1d
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U Ao = ExoliwglolA [ AAA= OAT3, OCT1, OCT2, OATP1B3,
MATE1, MATE2-K, P-gp, BCRP =X BSEP 4442 oAslx &AW IC50 o=
Zyzy 127 % 144 pmol/LE Holw OAT1 % OATPIBlol&= A&7 A=,
o= 357t} 5.4 mg/kg §F O R FAEE EXo|AmgolA | JAAY A4 g
9] Cmax(0.02 xmol/L) Bt F43tA =t} OAT]1 & OATPIB1 &RbA| 7]1&Q1 oF
= YAHOE [Fon|g oE Foszg2 oA gt

3 YA AR

(D "ol 4t

(D DESTINY-Breast03

o] ¢k fFEAH ¥ FHAPL 3
(DESTINY-Breast03)oll A ==}
AF= Mol Aol gl o]
2 W(adjuvant therapy)S HH=
g =& ol HERZ A 3%
HER2 IHC 3+ =+ ISH Ao =z
2ol X8 E "o = 3t& 1HAA
AgHA AZFo] A= A
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.6 mg/kg (N=263)= A
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o
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@4: 5.4 mg/kg (N=261) = EftaEF0d
FAREE 112 729 A=A 749 iAd S S22 F8A4 AH, ol HF
T E 9 WA A3H(visceral disease)o] WH| wEt F3lsidnh. AW Y, A
T, FoA H3 e 38T ¢ (e A4 YEE WkA A EE AW
12 824 H7F "4+ RECIST vllel 7| %3ty #7189 598 % HAEBICR)E
3l BrHE FX8 YEZ7|ZHPES)e| A th. A A0S F8 22k H7PHFAT
A5 b °1:rLE741 2 ool =gkl AW A4S FARSHATE 5249 o AR v E
F2 54AM(H9 20-83)F AL, oA 99.6%, oFAlolQl 59.9%, =<l
=2 7L A v=d 3.6%, ECOG 2l 43 Je] 062.8%) =+
= 84 dEl <A 51.9%, W = 3H(visceral disease)e] =) 73.3%,
Hlol =gkl o] o] EA) 15.6%ATH 25378(48.3%)°] A7} HolA A4 o)A
of g 7FA] o]%Fe] HAl A8 E Wt Mol AW tidl oldel XNEE oA &
< 32 vE2 9.5% o
24570 AbEl(HF 40 A”HE F A 9] 73%el 718k PESel ths A9
BAE FHEAAA, AT EFEFEFUHAEA Hle) o] oo FA9] widH 2
Ztell A BICR @3 PES7F AR S E foatA /IAHHUSS dASatdth HA A

141—’.3%}

_|>4
(0]
O.l.,

o%,
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E71ZH0S) BAFAIE v AlA 2022 7€ 25Y)AME, A= OS7F BAX SR
FolaA AMHRSS AU o 05 4 AMe] BCRI o7 o=

PES7} AF=E ATt FEA A= 3F 60 8oF= o U
3 6. DESTINY-Breast03¢] #&4 23
o] ¢f EgA2REFgA gl
FEAQ Hr7iEa (5.4 mg/kg) (3.6 mg/kg)
N=261 N=263
BICR®f| ¢]g+ PFS*
Al T (%) 87 (33.3) 158 (60.1)
g, M4 (95% CD NR (18.5, NE) 6.8 (5.6, 8.2)
1&g HIHR) (95% CD 0.28 (0.22, 0.37)
p-value p< 0.000001 "
A YEOS)P°
AHE 7 (%) 72 (27.6) 97 (36.9)
=S4k, 714 (95% CD NR (40.5, NE) NR (34.0, NE)
2&8l(HR) (95% CD 0.64 (0.47, 0.87)
p-value® p=0.0037
BICRell ¢]3+ PFS(Q o] E5)°
AHE < (%) 117 (44.8) 171 (65.0)
ZTak, Mg (95% CD 28.8 (22.4, 37.9) 6.8 (5.6, 8.2)
2&8l(HR) (95% CD 0.33 (0.26, 0.43)

Cl = AFHF; NR= =234 ZSnot reached), NE=54 E7}%5(not estimable),
HR=%] & ¥](hazard ratio)

TagR ol 6448 = AAH

27 w7k Al 2021 5€ 21

PALA AlglE 0S FXHEA Y AR v Al 20229 7Y 259

¢ p-valuex Stratified Log-rank A4 7%, &4 AAZS 0.0138 dq&

@ DESTINY-Breast02

] oFo] FEA H WAL AA EVFed == ol HER2 448 #d A&
=23 34, 229 wiA, gy, 2, A4 Uz AHDESTINY-Breast02)o] A 3
7+ AT

o

ATE olde] EftrRiyt duild AFH EE B4 FA Bibed e
ol HER2 A < A<l dxE x5ttt HER2 [HC 3+ =+ ISH A o
2 e HER2 94¢ 891sty] 9ls) ReE §1 54 AEo] 27HU o <
FE 2ERZE NEE WAL s A4 AABHAZ Pl ALY 23y
A A AZZH ATl e A, AREA GAY S0 e HANT Ae
B, YgHoz fo ol e BAe ASSAn. BAES o

_,_,
o>
o
i3

°F 54 mg/kge 3Fel 13 AW FostAY (N=406) °JA7E A9k 2}stay
(N=202, Eg}=T 50 + FH A BN == 2H9tEld + 7 A ERRDS Bost=s 21




A

2 73 A HAY. TR S22 T84 AH, old HAEFY A5, WA
A gk(visceral disease)®] ol we} F3}stct AW 8y, A, T4 A3 =
= ﬂ%ﬂ T e Ao Uetd w7tA A 5E AgstAth
12 7854 H7F Wa= RECIST vlle 7[x3te #7128 58 ¢ AEBICR)
63 A EZIZHPES) ol ATt A AE(0S)2 =8 22 H7PHT AT

2 2 oHol ekl AW S FAEEA T 729 wiAdH 608+ 9

2 T A=< % Fak2 SAMIOH S 22~88)R L, oA 99.2%, Wl 63.2%, oFAlok:d
29.3%, &< E& oz 7HA w=<l 2.8%‘23113}. g9 ECOG Al 3 A= 0
(57.4%) == 1 (24%)°1AH. T2 F&A HHle A 58.6%%R3, W A3t
(visceral disease)®] <A 78.3%, wlo]2=gklolA Aol &EA] 18.1%R 3L, 2HA}9
4.9%7F Aol &Aoo A o] g 7}A| o] el XAl A EE WY
AT YAIE AERE ststa el Bls] o] oo FAbe HiABHE fAfA OS 2
BICRo &) H71¥ PES 7} EAA o2 72314 MAHASS U=33u T
84 A= 7 7o 29FFo]
3 7. DESTINY-Breast029] +&4 23

- o] o o Al7h AEldt shet ey
FEA B N=406 N=202
BICRo] 2]%+ PFS
A 5 (%) 200 (49.3) 125 (61.9)
Zog, MY (95% CD 17.8 (14.3, 20.8) 6.9 (5.5, 8.4)
218 u(HR) (95% CI) 0.36 (0.28, 0.45)
p-value p<0.000001 +
A /‘31 (0S)

A 5 (%) 143 (35.2) 86 (42.6)
Z93k AL (95% CD 39.2 (32.7. NE) 26.5 (21.0, NE)
215 H(HR) (95% CI) 0.66 (0.50, 0.86)

p—valueal p=0.0021

= A E 7k NE=54 E7}5(not estimable)
TJ_%F@ ot AAHA A} 7hA FAF
8 p-value="Stratified Log-rank A ~71&.
@ DESTINY-Breast01

o,

ZAA4%21 0.004

i

=

o] ¢fo] FEAH H AL 2, ©@=F Fof, 37, vr1# AHDESTINY-Breast01)
oA PFHAT. AT EFH2FFHAEAA00%), ET=FF7(100%), HEFF5
(65.8%)2 L33t 27 o]Ale] & HER2 QWS Eo] ulo Hx B3 == A
o] HER2 <A W A< 3AE st HER2 HC 3+ == ISH YA o=
Aol® HER2 ¥Ad& &3ty | 2" 7% T4 AA7 S7=HJT o] 9+
= 23gyd dAdA A dZdE =5 HEA #JAd3] X5 o]go] e FA
of YA orE Fodt A A oj¥o] = A= AYsiutt. AW X8, A,
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YA H3) e HEF F gle 5480 UeE w7hA o] oF S4mg/kgS 35 1
3] A Botdtt. 12 834 H7F W= RECIST vllel 71Z&8te] ICRe| <&
H7tA ITT#Y &3 AAZA  w-$E(confirmed ORR)°)%ith  4¥kS 7]ZHDOR,
Duration of Response) % Fz18 Ay=7]7HPES, Progression Free Survival2 714
<l B7F AT

DESTINY-Breast0l (n=184)l] gk AR o] 22kl QA3 2 AW &
AL o2 2o A8 FdE 55AIHEY 28~96); /4d(100%); 8 <21(54.9%); ©FAof
21(38.0%); &2 =+ of=ZEFHA v]=21(2.2%); ECOG A4l 43 8] 0055.4%) =+
144.0%); Z=2& S84 Ae(A: 52.7%); WA ZH3Hvisceral disease)e] ZA)

(91.8%); Aol A HS ol A5 AT FLak 5(HS: 2~17); o]d HEF
T X 5(65.8%); 2 ®HH A& A K5em: 42.4%, =5cm: 50.0%).
834 A= oy & 89 L89FF o] t)
3 8. DESTINY-Breast01¢] ICRel 93t 84 ZA3(Intent-to-Treat )
a4 H7PHES DESTINY-Breast01 (n=184)

g3 NFA W-gE095% CD 60.9% (53.4, 68.0)

&2 WH-S-(CR) 6.0%

HB d-8-(PR) 54.9%

Fd W HH(SD) 36.4%

29 z13(PD) 1.6%

7} BV ) 1.1%

S 717 S4ak M2E095% CD 14.8 (13.8, 16.9)

H-S-717F 670L o] 2H(%)(95% CDT 81.3% (71.9, 87.8)

A8 A= 294k NL05% CDT 16.4 (12.7, NR)
ORR 95% CI : Clopper-Pearson 2 Al-&3la] AAkg
Cl = A 3+3F
95% Cis = Brookmeyer-Crowley WS Al-&3la] Al4lkg
*DOR2 111/ €9 FA7|31e TU#E 7I&o=2 &
T ZF&Sk-ulolo] FAH A 7]&
NR = =234 &e(not reached)
¥ g ASFL T AFJANSE Ao TASHA 2AESAASIE S
o] ¢ Fo A} ol HEFH X5 T=2F F&A AHlo] #IAIGle] dHH
gtE 5ol #EE AT DESTINY-BreastOlo| Al o] HEFR X85 & ¥ 3z}
379 A" ORRE 65% (95% CIL: 55, 73), ©o]d HEFY 5 vz ¢go 3zt
STl A ORRE 54% (95% CI: 41, 67)o] ). "ol Al aA T =28 84
kel 3zt sk e A ORRE 58% (95% Cl: 47, 68), Hlo]x=z}eloA HR-¢1 3}

o] oFo] S£F A W otAAES 9 AAlaoA HrlE PATHWAY/VENTANA &




HER2/neu(dB5 % =4 %+ HER2 AHIHC 1+ =+ [HC 2+/ISH-) == HER2 %A
ure WaA = dolA HR+ el Aol sl 866w o] Hzko) uﬁ%g 34}, Bz}
9 WA, o7, 78 95 Study DESTINY-BreastO60ll 4] 3 7}= 1ch. HER2 Z A
M Edo] FAE HC 0, o] AT HOKI+Z 71EH)S 10% ©lste] F%F
AxoA T&AHE Fr|sta E4xg Alxue] HER2 Ao =2 Ao, A=
(@) Aol 7oA o]del] HA 27149 WEH 88 =& (b) Mol fHAdA 1
7HA &8 8¥ =5 ZWo] PEJAa Mol A BHE fER 8 A
< 24714 o]y =& CDK 4/6 dAAer ¥E7F 12 W&EH 8 A& & 6714 o]

ol 28 A3S wol A AT Ay == Rz Ao o]lAd 38t
He e S “@ﬁ Z1Zko] 1270 dEn 1 A5 AZFAT. o] dFolM= 3
4 Ee Hold Aol tis) ool stetae W A —*—E’ﬂ” Al ZE RO E
AR = ILD/HAS AEE 8st= ILD/HAS HAH] A= &2, =H4HA &
Av Y3 AddHA 28 &, A5E HA S XdOl 2 F3A4 o Aolrt
A A = ECOG HAlsd ez 10 &A7E A2 = o,

A= o] oF 5.4mg/kg(N=436)= 35l 3 ¥ A™ o F Tl A AE
3 99 332 H(N=430, 7}HAEFRL 60%, LRT 284 24% == 1t

Ast
Y84 16%)e FAREER L1z 749 A3 FE9 wiAde ol
CDK4/6 oA AFE(AHE e mARR), HIHolAg S04 ol ik ARB(ALE
T HARR), T A1E2 HER2 IHC AEi(IHC 2+/ISH- %=+ IHC 1+ = HCX0K1+)
o Wt S3tE AT o] oF2 AW Y, A, FolA HI e 58T F U= 5
dol vebd w7AA Fo = A
12+ 24 Z3= RECIST vllel 71%kste] BICRe °lsf #H7te HERZ A&d #+13
o g2te] PES®E S48t 8 22 #8384 A3e= A HDHER2 Add H
HERZ2 ZA&&)o| 4 RECIST vl.1e| 7]Zste BICRe| &} #H7}H PFS, HER2 #&
d &Ake] OS, AA Ao OS= =438tk ORR, DOR 2 4 A3 ®31(PRO)
© 22 BrhdEeAH.
AA JollA JAF-5A B wolz=gk] FF 54 AB5T Lol FAHSHATE 8667
of &9 wiAdd A T AP T STAICES: 28 ~ 8L, 664 o]
31%, oA 99.9%, ®M1 53%, oFAlobl 35%, 51 E+= ofZgFHA Hl=<l 1%A T
gxke] wlo] 22kl ECOG HAlsd dul= 009%) == 169%)°1Lar, THC0<1+
18%, IHC 1+ 55%, IHC 2+/ISH- 27%, %t o] 67%, ¥ o] 32%, 8% | Zo] 8%,
= ©F Aol 3%t SATE Aol ANA olHd w2 WEH 8X Y TUw
= 231( 91 1 ~ DAeH, 18] 17%, 23] 68%ATE ALY 89%7F Aold 27 ol A
CDK4/61 = =2} WH-&3ate] old WiEn WS Wk, 41%= HIHo)d A A o
Aol Bate A8
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o] A7 HERZ Add Lo ES A4 AT ZrolX
Hog

249l w8 E A A TAACE Fo st A
oAt AA AE(0S) HolEl& 4 Al FH
F# 99 QofE o] At
3% 9. DESTINY-Breast06¢] 244 23}

HER2 A&rd

#FEA Bhas

o] oF (N=359) 3}&aH
(N=354)
BICRol| )3} ¥-%13) A Z(PFS)
ALl (%) 225 (62.7) 232 (65.5)
Zozk, MYO5% 13.2 (11.4,
TdE A ( 8.1 (7.0, 9.0)
CD 15.2)
o] H)(HR) (95%
AREIHR) 0.62 (0.52, 0.75)
CD
p-value <0.0001
A A=(0S)
ALl (%) 136 (37.9) 146 (41.2)
Zd7k, MNL95% 28.9 (25.7,
CD 33.7)
o1& H)(HR) (95%
AREIHR) 0.83 (0.66, 1.05)
CD
p-value 0.1299
12719 HEs 87.6% 81.7%
(95% CDT (83.7, 90.6)  (77.1, 85.4)
1871Y HEs 74.0% 69.6%
(95% CDs™ (68.9, 78.3)  (64.3, 74.3)
BICRO| &3t &4 A#ZA Hk-§-Eli]
n(%) 203 (56.5) 114 (32.2)
95% CI 51.2, 61.7 27.4, 37.3
kA HH-2(CR)
9 (2.5) 0
n(%)
s "2 (PR) 194 (54.0) 114 (32.2)

I EEEE e
402 o] gl prsel AL
A9 ol ATHI%). FEA 7}

flr =2 -d

AA Ak

(HER2 ##¥ 9 HER2 ZA23)
°] k(N=436) LR

(N=430)

269 (61.7) 271 (63.0)

13.2 (12.0, 15.2) 8.1 (7.0, 9.0)
0.64 (0.54, 0.76)

<0.0001

161 (36.9) 174 (40.5)

27.1 (23.5, 29.9) 28.9 (26.4, 32.7) 27.4 (23.9, 29.9)

0.81 (0.66, 1.0D)

*

CRERR
87.0% 81.1%
(83.5, 89.9) (77.0, 84.6)
74.8% 68.7%
(70.3, 78.8) (63.8, 73.1
250 (57.3) 134 (31.2)
52.5, 62.0 26.8, 35.8
13 3.0) 0
237 (54.4) 134 (31.2)
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n(%)
BICR®| ¢]3+ wkg- 73t

=obzt, 71Y¥O5% 14.1 118,
sd% 4 8.6 (6.7, 11.3) 14.3 (125, 15.9) 8.6 (6.9, 11.5)

CD 15.9)
Cl = A= +3k
*HERZ2 ATd o] OS p-valueZt AHA o] BAIE f824 BAE A= #%ers

Z IIT e OSe= AAHA Z+=.

T7bE=-wlolo] 43 7|+

HER2 dAHCX0<1+, HC 1+, [HC 2+/ISH-), o]x 2] CDK4/6 SAA| AF&(AHE E=
HALE), Bl &AM o]de] Bk AFE(AHE e HARR), HolAd 7 Oﬂ/ﬂ
ol WiErl 8W 3lFE XSt Ao BMAE o7 el doH PES

o) o] #Az ),

HER2 A& st PFS T4t o] ofoll 749 wiAdd &34 45 13.274
4(95% Cl: 9.8, 17.3), slgra ol F2r9 wiAddE Ao 34 837H%J(95% CL: 5.8,
15.2)01Q a1 Y @Hl= 0.7895% CI: 0.50, 1.2De|t}. &8 AAH dlg-EL o] <o
I gsta e F2bel wiA" SAeA A7 61.8%(095% Cl 50.0, 72.8) %
26.3%(95% Cl: 16.9, 37.D%th. ®Hg 71X 4k o] oF ststayol] 729 w3
H 2o 27 14.371€495% Cl: 9.2, 20.7) 2 14.170€95% CI: 5.9, 4 E7}%)
o]tk

(® DESTINY-Breast04

o] ofo] FEA % AL AA EVFsT T ol HERZ AEd et A<
B2; 5578 S S5 3, FAE uiA, 9o, 371 5 Study DESTINY-Breast04
oA H7tE AT o] AFoe TEE FE&A FAHHRY) A 49497 T2 5
A S HR-) A} 63%’33 2709 ZZEV} E3E QT HER2 Atd e FoF A
Ao A 7l PATHWAY/VENTANA 3 HER-2/neudB5E =4=+= HC 1+ =
IHC 2+/ISH-= A &= ot i‘rZP—L— Aol Aol sstaHS WA Hx 3}
ARE e B e g5 3 671 ool AEFlolof Atk HR+o|W A=
WEH S-S HA 13 B AY |EH SRl AdstA Zstolor o A=
o] °F 5.4 mg/kgIN=373)& ® 35 AW U FYo=E Fof DAY A7t A3 3}
SFQH(N=184, ogjE™ 51.1%, ZFHAIAIERRL 20.1%, AAERL 10.3%, 479 A 3
g4 10.3% == FFEAA 82%) <= Fo BEE 21 F&9 wiAHAUT. F
29 w2 T HA el HER2 IHC AEl(IHC 1+ =+ [HC 2+/ISH-), Zo]Ad 279
A ol st awl kA1 == 2) 2 HR AHEl/e]de] CDK4/6i x| 5(e]d e CDK
46 AAAZ X753 HR+, o]ZFe] CDK 4/6 AAAZ X 73HA & HR+, E=
HR-)oll &3 F3tEAct. AW X3, A, 594 3] == 8T T fle =4
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of Febd @b A =g AWSA o] AFE ZH =0t Nug Az se
48 AYWAYT 99 £5 23209 4 TIY ALRALT0] Az B
24 gAY B

FAoZ Fol A ddo] e FAE ALstATh. E=3, A8
o] & HHol7}l Qe A ®mE ECOG PS7} D12l A% A 9 0}‘23113}

12} f-8A4 H7}F "= RECIST vlle| 7]x3stod BICRe 9] H7FH HR+ 3¢+
gkt PESAHE +8 ZXP 84 Bl Haes AA JAHEE FAS 98" HR+
gz}e} HR- 3=xPol 4] RECIST vl.1e] 7]%3}a] BICRo <&l 7% PES, HR+ 3+A}
9] OS @ AA Hel 0OSAth. ORR, DOR, A A3 =31 (PRO, Patient Reported
Outcomes)&= 2%} 371 WAt

A5 3 AFSA H Hol=giel TF S-S FASEATE 55789 F-4ke w8 H
sz £ AHol FUFL 565408 284 ~ 80.5)R L, 23.5%7F 654 ool om,
o 99.6%, HAd 0.4%, WA 47.9%, obAlokl 40.0%, =<1 E& otz 7tA H=<l
1.8%A( k. Ao ATl el wlol =gkl 0064.8%) Ev 1(45.2%)°] AL,
IHC 1+ 57.6%, IHC 2+/ISH- 42.4%, %t Zd°] 69.8%, #H Zo] 32.9%, ¥ o] 5.7%RTh.
Aol FHNA, BAEL oA A oW FAFo FUZE 30H: 1 ~ 9ol
3L, 57.6%7}F oldel 17}A] o]/e] Fetar& wtom, 40.9%71 ol del 271 <] 3}
StQWMS Wk, %7 Xfﬂi S AP/ Rz A 13yE) 3.9%H%Th HR+3H
28] G ol WiEnl &X oAy FIE> 20891 0 ~ DR, T0%7F o)A
CDK4/61 A5E IO

o] Ad7& HR+ IS ES} A Fhol
Z]-_/] OS¢} PES7F SAIH o2 79

E
o
_CI>L'
N fo
o oE

of ulsh o] o] F-agl Wi 3
2 foueA ARERSS o

ofN ot

Trﬁ/“ A= 3F 100 29F% o] Ut
3% 10. DESTINY-Breast04¢] &4 2}

o5 A HR+ Z S E (HR+ Z 5 E 9}

- e HR- Z 3 E)

B7rar o] of 3ot 2.1 o] of R

(N=331) (N=163) (N=373) (N=184)
AA AE7I13E
AHE 7 (%) 126 (38.1 73 (44.8) 149 (39.9) 90 (48.9)
FUzt 7N
23.9 (20.8, 24.8) 17.5 (15.2, 22.4) 23.4 (20.0, 24.8) 16.8 (14.5, 20.0)

(95% CD
%) & H](HR
AR HIER) 0.64 (0.48, 0.86) 0.64 (0.49, 0.84)
(95% CD
p-value 0.0028 0.001
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BICRel oJ3k Fx13) A&7t
A = (%) 211 (63.7) 110 (67.5) 243 (65.1D 127 (69.0)

TdH, hE

(95% CD
A HIHR)

(95% CD
p-value <0.0001 <0.0001

Cl = A g 3

R 2], o] CDK4/6i X &, o] 3staw kx| [HC 1+ 2 [HC 2+/ISH- 2} E)
£ I3t Aol gGAE ST W d#"E OS I PFS o]ojo] #HZF AL
HR- &F9ftoll A o] ofof] F-2+9] s | xte] OS Fdak2 18.271€(95% CL: 13.6,
74 EB7Pe)dd vlE), 53ta o —‘?%M Wl dE #FAke] 05 FYaS 8.37/M€(95%
CL 5.6, 20.6)01l 3, $1&H= 0.48(95% CI: 0.24, 0.95)¢]2ith. PFS g2 o] ¢k
229 wAE Ao A 85/ML5% CL 4.3, 11.D93 stao] F29 mjA=
Aol A 2.970€295% Cl: 1.4, 5.Do1om, $dul= 0.46(95% ClL: 0.24, 0.8 Th.
2) HA BE7led = HolA nlaAZdY

o] & DESTINY-Lung013} 27}#] 3o & <33+ Destiny-Lung02o)| 4 H7}= S}
T}. DESTINY-Lung029] dj 35 A™ U F=+= A &% 5.4 mglkgol ol 7]
&5o] 9Tt

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

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

of ofe] HEA B WAL 24, FAS WA, AL, BB AFeIA BrhE A,
of ATAE MF /W HFLWALS TFsolok s ool FLaWL A 139
we, HER2 Edel7} Qi Aoy maMZae 42 S47 £k B4E
% A9 HER2 34 3HERRBD) Edvio] §%ol met of ofe] X& thaoz A
3 435 HERZ E9%ol7} gl maMEngde Aasr] 9, s A

1 ASE AAPHGEA Y 97144 l"&:—*. NGS) Polymerase chain reaction, 2 %
H)e AREsER T T-DXd 5.4mg/kg Ed T5HE A=Y e Ba
YEE 2 FE EdxHo] x2T % 14 vtebdl 2e|(FFPE) #4823
AQE Z Y HAAZ]#o| A4 Oncomine Dx Target Test (ODxT Test)=Z 7
S Bx= v 35 o] ¢F 5.4 mg/kg EE% 6.4 mgkgS Fo HEE

2 2 o2 ro
> 9
o
ﬂﬂ

AE R Et

2:1= Z47; FARe HHWQ‘HE} 29 A S ol 3 A" AZEAE FEA
-1(programmed cell death receptor-1, PD-1) @/E: ?'f} AHH MEAE =
-1(programmed cell death-ligand 1, PD-L1) X&& & 3xtel 183 X8 E 1A
B St o3 FEHAT. A Y, /\PJ YA HI = LY F e
=A40] Uelbd w7tx] A 5E AT o] A7+ ZEH|EOlE ARE BLE
= EAY AZEHAS HY B2 2499 /\] AN HAZH AT A= At
of Ao w {3 A Aol e FAE AYIHAT. E=F, XE5HA Fa
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= Y H@ol7t 9 A == ECOG PS7F >1¢ A% A 93t
g RECIST 1.1& BICR®l & H7l" &34 ORRo|lth DOR,

ATEA L wlojxeiql AW EAL 5 2yt d8 T34 5944329 31 ~
84), o34 (63.7%), ©}Ao}Ql(63.7%), M(22.5%) == 7]EH13.7%), ECOG Al <=3
) 0028.4%) == 1(71.6%). 97.1%7} ERBB2 Q14kstas ddo] Sdwolr} =43}
Fa, 2.9%7F ME o FHo A7 ESASEA T 34.3%7F HH A o7}
ZAFR L, 46.1%7F A FAARL, A FAA= AT 21.6%7F ol H
AA &S Wtk Mol AAA 32.4%7F o]l 271K o] Al aHE Wk
3, 100%7F @ 7)1 WS weka, 73.5%7F 3 PD-1/PD-L1 W& wtom,
50.0%7} o] Zol W= QW3 & PD-1/PD-L1 89S W& Fof dgir)
824 A= F 119 9= o x7] HEE7EA ] AZEe] FHake 1.871€
A9 1.2 ~ 7.0/ D)ol Ak
¥ 11. DESTINY-Lung02¢] §&4 23}

DESTINY-Lung02

84 HI7IHS 5.4 mg/kg
N=102
A NP3 HSE
n (% 50 (49.0)
(95% CI) (39.0, 59.1)
oA ¥he n (%) 1 (1.0)
HE HS 49 (48.0)
e 7z 16.8 (6.4, NE)
ZAdk, MLO95% CDT R

*ORR 95% CI calculated using Clopper-Pearson method
= A ZF7 NE = 3 E7}5(hot estimable)
‘I‘95% Cl: Brookmeyer-Crowley W& AF&3}o] A4k
(3) 511/\ x]sgm = HdolA o
A S 2 dEOA FaE 24, oo, 3, A9

g3 Sl
A 03?01]/\1 9] =5 9 tHDESTINY-Gastric01). ©] AT = EE} Ezdl Z20 27
guld ofA] 9 wlg oRAlE E?ﬁkﬂ Ha 27 ol AEE W2 I4 YA
= #HolA HER2 %A 9 =X AT AHIE AMokzx A9l §]_;<],7 Z3E Y} 3
A= o] ¢Fn=126) == A7} 4

Fdifz 3}st @ M(o] gl B ZHn=55) =& u-ZF et
(=7) & 3HE FoqL7| %’46} 2:12 F29] ajAg = At F2H9 H?ﬁi HER2
AEJ(HC 3+ =& [HC2+/ISH © ECOG #4143 480 == 1D ¢ A
=)ol o) S3E A l °F2 6.4mg/kgE 350l T AHFlo

Q
Aok ol HZ dEaHe 250 3 H AHWF oz 150mg/m® Foistth B
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JEd dEame vjF Ao s 80mg/m’ Foishith HC 3+ == HC
2+/ISH 44 ©. HER2 ¥4& FdolA FAAst7] gistel, FF B0 a7
HRxe ol A7 2aEd dACA G HAS g/Es HEA HES A=
olgfol gl A, YHHOR FolF HFAH oo & B, B WMo}

9

l—

AE A= Attt AW 3, A, FoA HI = 58T T gle 540
Ueld mi7tx] X5 E Aldistyth 12 84 H7F W= RECIST vl 7
o] ICRoll 9J3f H71d A#AA H-3-E(ORR)OIATE AA AHE0S)- F2 23 H7HH
FAT. Fd AYE7|ZHPFS), ¥-§ 7]ZHDOR) ¥ &4 A=A ¥k-g-E(confirmed
ORR) =710l 23} W7} 2=},

Az 2 AFTA L wojxgkl AW EALS fFASIATH 188 A & A=
o] FLEE 66AI(HSY 28~82)F 1L, HA T6%, °FAlold 100% Aok 2] ECOG
A2 8 AEH 049%) == 161%0lAdth 8% ¢ ALE, 13%c ANE-HGRS
Ao, 76%+= IHC 3+ 23%+= IHC 2+/ISH <A, 65%+= % B7ls3 2P <,
I%E TE T ALY, 54%e= HHA o], 29% = uﬂﬂxdol?iﬁk g ¥ AE FA=
47%N A 5cm w9k, 30%9) A4 5cm o] Ao A 10cm %, 17%9l 4] 10cm ©]4Fo] At
T4 FPAF = Aol BBHAA 55%= ol F THA, 45%= ol 37FA] o]/

—_—

%3}

A5E Wkt

dxt w4 Ay, ssta Ry A BT Bluste] o] of RO FAHORE {935
I YEFeE Fong ORR ¥ 0S¢ /MAHdes YeddY. EgxEas 233
e Fol B2 e Aol i tAAE ¥ FEAHALS FHEO A Foh LAt
A% HJUolEd #A4CE2HEY Fa3A Ade F 120 8°FE o] gtk

¥ 12. DESTINY-Gastric019] &4 Z3(Intent-to-Treat £2)

dulol=g B4 (4
A BY (A2 vhzt ) o

Al 20199 114 8<)

64 3%
#E4 Arhd o) o A1}
T A1 &8}
N o] o EEL! o] of _
st a
N=126 CREER N=126 :
N=62
N=62
HA AE 71Z7HOS)Y
12.5 12.5 8.9
RS 8.4
5% O " 05 (6.9.10.7) 1o (6.4,
o 14.3) o 15.2) 10.4)
213 ) (HR)(95%
A 0.59 (0.39, 0.88) 0.60 (0.42, 0.86)

cD*
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Stratified
Log-rank

p-value™
T8 AYEPFS)*

%OO]-%}\" 7H -(‘)%]-
95% CD*t

£ BI(HR)(95%

ch*
A3 w-8E(ORR)®

n (%)

95% CI"

p-value ™ #
2k ®E3-(CR)

BE u-S(PR)
n

b4 HW(SD)
AW 23H(PD)

7} B7HNot
Evaluable) n
(%)

p=0.0097
5.6

3.5 (2.0,
4.3, 13
6.9) '

0.47 (0.31, 0.7D)

61

34 A gEORR)

n (%)

95% CI™

p-value ™ #
4 78(CR)

& RES(PR)
¥ (SD)
2 x13(PD)

7} E7HNot

12.

(48.4) 8 129
(39.4, (5.7,
57.5) 23.9)

p<0.0001
11 (8.7 0 (0.0)
50

12.

(39.7) 8 129

46 30 (48.4)
(36.5) '

15 18 (29.0)
(11.9) '
4 (3.2 6 (9.7)

51

7 (11,

(40.5) e
(31.8, 4.7,
49.6) 21.9)

p<0.0001

10 (7.9) 0 (0.0)

4 7 (11.3)
(32.5) '

= 31 (50.0)
43.7) '

15 18 (29.0)
(11.9) '
5 (4.0) 6 (9.7)

p=0.0051"
5.6 3.5
(4.3, (2.0,
6.9) 4.3)

0.47 (0.31, 0.7D

61 8
(48.4) (12.9)
(39.4, (5.7,
57.5) 23.9)

P<0.0001"

11 8.7) 0 (0.0)
50 8
(39.7) 12.9)
47 30
(37.3) (48.4)
15 18
(11.9) (29.0)
324 6 (9.7)
50 7
(39.7) (11.3)
(31.1, 4.7,
48.8) 21.9)
p<0.0001"™
10 (7.9) 0 (0.0)
40 7
(31.7) (11.3)
57 31
(45.2) (50.0)
15 18
(11.9) (29.0)
4 (3.2) 6 (9.7
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Evaluable) n
(%)

4 ®k$ 24 7]ZHDOR)®
11.3 12.5 39
sdR, N4 3.9 (3.0,
5% O " 56, 49) (5.6, 3.0,
O NE) ' NE) 4.9)

Cl = 218|137k NE = 33 E7}% (not estimable)
A WEZIZHOS)S BAAHOZ foud ABA ¥r-$E(ORR) Ao wet ot
3},
T} Z @ -ulolo] FAH X WE ZFzk Brookmeyer-Crowley WS AL-g3te] A4k
H 47 95% A FH 7
Ha Z313h
=9 AE(CR)S H7}
195% A& o]g A F 3k
#Cochran-Mantel-Haenszel test 7]
an] BHow 2% Nominal P-3k OS 2 SHA =¥z ke ORRo w3k Iz &
oA FAA FoAdeo] SHEHAS
4) SAANY AR

\M

:F

)

§

i
e 18

(¢] =]
(1) 5% 549 WEE okle
67 FEXS SAATAN A=A EASRTINI 2L 19mghg KUC A%

o2 35 & W FAsin. &, d=Z/E
31;&1. o olUo| A E=Ao] BHHQTE 13
Z

MY MEE] EHATN AgololA EctiRrgE S HE 30mg/kgAUC 7]
&% 5.4mglkge] oF 9IZAA §Fo R 3Fo) W BT F, nE,

SR me A% R AA E4o] BAHYT AEAL A §2H30mgkg)l A
BEHAT, zARH 0T )Y VAN F NS Hols B4 HE O
AME R 294 AT QEE A4 929 Pfos EAAHT. Wie 1%
g AT T AroN B2E WHE UL VAN T e = s
4 Zow Age Yeun

(2) Wo] 1k

Eglag iy S e 7he] Exo|avigtolal | oAAl AEe A W Ade] A=
24 nAE B4 9 AFW Y Ao 32 P28 AGAH ol BAA BF
QAR ol Afe HAT, AFB U A wHcl B SAwo] AFIA W
ol futatA erstn
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EgaR i S2Eto 2 B A7E FHEA @t

3) rels Aol R H7FA

EftaRFgds2gtoR w3 THSs A7 stk diEdd s 5497

Aol MEW EfASFUHSLHIE 49 44" FHss S3ANE 5

A

EGARFHOS2HRIoR 38 5 44Y e Be 54 A7 e sl o

]l ' 5497 ﬁﬂroﬂ 2y EGAEFUU S Exo|sviEiobA] |

AAA BE2 WA Edshs AXEI/Z=E7E, & e 1o F4& vl

AL, ExolhvtolAl | dAAl= wiok=xAH X794 HAEe dells #3

=740 A

13 37tz (87 5T 44)

O (fE4 HYAY) "BEXAAA o FEIVLAA FA, ATER2 <9
2 z>

14 TIFAAAALS A2 A (FFste B9

O At Sl

15 ARAE @gsts 49)

O sfigAtd (s
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16 AEH

T EE07437} MR- FEA FE A=
AR LA} 2025.04.11. 2025.04.14.
BaAdUzt 2025.05.23. 2025.05.01.
Hebgaedat 2025.12.09. 2025.12.09.
FHFA LA 2026.01.19. 2025.12.11.
9 1] 13- FEAR AA AR
€4 2] 38 A=Y AY 8oF
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[EY 1] ¢8A-7E8 FH 7]

AT A A

AN
ek

[H&xE 22]

O AT : AEFAAA T FEHI/FAATFHAF FFEAATA) [EE > A28 > 1. I3

%_E.
= 1 han |
SI7MHA > 1 N2 85 -89, 2 NZ &9 - &%
A 5 W 5
. JE=A = 2 3 4 5 6 .
- 1 7} o 7t i 78
VBBE s hEBLRE B 7D 2B L2 *

Z—"%Z]—g_ 1. O |x X X X X X X | x X X X X X X X X X X X X X X X X X X X o] X A X O [x

Z‘"%Z]-g_ 2. O [x [x [x [x [x |x |x |[x |[x [x |x |x |[x [x [x [x |[x |[x |[x |x |[x |[x [x [x |x |[x |[Aa]Aa |x |&a |x |O|x

X‘"%—Oq_'t‘— O X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X

A A b5 4, vl&, 5. 715, O 2HE7]3 9 BEoubHol FYsty JS VA AlEE ARE TS
O AEAE 55

1. 71 == oA g g 9e #3k A5

6. PEAHAHA B A2

7. FW-SelAe] Ag B AT ol B AR
8. 718 1 HEY B4 BE AR
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o 85 HA o A

- U 3 WA OAA AR §FolH ETF HSFolA AMER &8 - £ YT

o At o] AL JAFEA, AW B4 SolA vluA #5sHA A=A

- HER2 ZA'#3& 9 HER2 A3 34 AehS 93 S gr] 7S 2o 37 gsrgon 3
7F & g B4 ARS8 - 8% Pl 9AE A

o fFHEAC] EFA

- HER2 2423 =& Add 2 HR 94 AP =& HolAd 7y 2 z}i u%fulﬁ%‘ oo
o g ays B H e FAUF gdelH q

A, 7}11]/\15} el A
- 1z B7AS] PES ZWol A HREte o
4 Al HERZ ‘?3*—‘1“, o]x CD
Aol #FE7 BEFe HERd
- HER2 2424 #249] 7, HRe| &3to] 1< A3stsiov aarrt 4 A
Kaplan-Meier Plote] #w g &), OS, ORR, DOR & 2z H7pdse d#d F44 AIFHS
2 5} —irﬂ Hebs 8734 &
- 22k B7pE]l OS SHolM A4
al

o

=3

%57} vol fo8k xol2 Holx| ekgtor} Bz W42l PES2
<] O‘*JZ#QE o3t e A = ez o

sge W, AEIT Aol IHA Gl 9

- 598% GER EFEAMFN AFTES BuFS o, COVID-19 HAS ALg oA
g FZ5 ZHA 2o]E Holx FUS. FE2YY A9, Wy Ao o3 HAoZ AP
I ABAFLS e o= ddd

- Aol "zl vl =& HEE A% oA FE, BE, 79 Tolslen 34539
AS, TATEART ¢ ®Hol RIS

- Study DB-069 T 8% =T

ANA APGAFAE = F TEAEs7F A3 &Apo] &2 Sk
T-DXd @l Eud Aadytel #dd TEAEsE = =
oA Ri=d<. Study DB-069] T-DXd w3} bHA S 3t AMGAAE FHkgE TEAEs9

B E] BEHUS.

n
iRy

[0 2 A ol]

Abbreviation or Explanation

special term

ADA anti-drug_antibody

ADC antibody-drug conjugate

ADR adverse drug reaction

AE adverse event

AESI adverse event of special interest
ASCO/CAP American Society of Clinical Oncology/College of American Pathologists
BC breast cancer

BICR blinded independent central review
BOR best overall response

CDK 4/6 cvclin-dependent kinase 4 and 6
CI confidence interval

COVID-19 coronavirus disease 2019

CSR clinical study report
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Abbreviation or
special term

Explanation

CTCAE Common Terminology Criteria for Adverse Events

CTD common technical document

Ctrough observed lowest concentration before the next dose is administered

DAR drug-to-antibody ratio

DB-06 D9670C00001; DESTINY-Breast06

DCO data cut-off

DoR duration of response

DXd the released payload (MAAA-1181a)

EAIR exposure-adjusted incidence rate

EMA European Medicines Agency

EORTC European Organisation for Research and Treatment of Cancer

ER estrogen receptor

ESMO European Society for Medical Oncology

EFAS Full Analysis Set

FDA Food and Drug Administration

gBRCAm germline breast cancer mutation

GHS Global Health Status

GI gastrointestinal

HER2 human epidermal growth factor receptor 2

HR hazard ratio

HRQoL health-related quality of life

ICH International Council for Harmonisation

ICR independent central review

IDMC Independent Data Monitoring Committee

IHC immunohistochemistry

ILD interstitial lung disease

ISH in situ hybridization

IRT interactive response technology

ITT intent-to-treat

v intravenous

Lv left ventricular

LVEF left ventricular ejection fraction

mAb monoclonal antibody

MedDRA Medical Dictionary for Regulatory Activities

mTOR mammalian target of rapamycin

MTP multiple testing procedure

NA not applicable

NAb neutralizing antibody

NCCN National Comprehensive Cancer Network

NE not evaluable

NSCLC non-small cell lung cancer

ORR objective response rate

oS overall survival

PFS progression-free survival

PFS2 time to second progression or death

PgR progesterone receptor

PI3-K phosphoinositide 3-kinase

PIK3CA phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha protein
coding

PK pharmacokinetic(s)

PopPK population PK

PRO Patient Reported Outcomes

PT preferred term

Q3W every 3 weeks
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Abbreviation or Explanation
special term
QLQ Quality of Life (questionnaire)
RECIST vli.1 Response Evaluation Criteria in Solid Tumors Version 1.1
SAE serious adverse event
SAP Statistical Analysis Plan
SCE Summary of Clinical Efficacy (CTD Module 2.7.4)
SCS Summary of Clinical Safety (CTD Module 2.7.3)
SMQ Standardized MedDRA Query
SoC standard of care
T-DXd trastuzumab deruxtecan, DS-8201a, Enhertu®, fam-trastuzumab
deruxtecan-nxki (US)
TEAE treatment-emergent adverse event
TPC treatment of physician’s choice
usS United States of America
Vs versus
1. 71 == 2 2 sfed o &st Xtz
11. AFRE

¢ International Nonproprietary Name: E&t~FF7d & 2H| 7
o At AgF  AARIIES e Hold SHAAY Aol dYay
- oldel Mol FAHA I A o]Fe] YEH] @& e HER2 AEd (HC 1+ =& [HC
2+/ISH-) == HER2 A SN xo] A= [HC 0)9 3xlo =
o 2-27|2 : HER2 ®7F gAo]=#} topoisomerase I inhibitor 2 (o}e] =)

12. 719 2 AEA S

e DXd ADCse= d4& o2 HZFH deruxtecan 71&S &831H, o 7I&odes 4 AAHA, Add A
o 7bs #AS 723 topoisomerase | inhibitor #lo]E£=¢1 DXd(exatecan®] A E)7} Z 3Tt

(Nakada et al 2019, Ogitani et al 2016a, Okajima et al 2021, Hashimoto et al 2019, Koganemaru et

al 2019, Haratani et al 2020, Chen et al 2023, Cortés et al 2022, Modi et al 2022).

- DXd ADCs= A&z Zok A AEE §%3FaL topoisomerase 1 inhibitor #o] 2= thak A4l
LES Fo|EE EWH3 A FANakada et al 2019, Ogitani et al 2016a, Okajima et al 2021,
Hashimoto et al 2019, Koganemaru et al 2019, Haratani et al 2020, Chen et al 2023, Cortes et al
2022, Modi et al 2022, Ogitani et al 2016). =% DXd ADCse= @4 Wl A7) HAHAZS YepdTh
tetrapeptide 71¥+ HAg Jbs  #HAS HolE2rx dAola oA oltk(Nakada et al
2019, Ogitani et al 2016a, Koganemaru et al 2019). ¢t AR A= & T o2t H&ES F
A3tste] 77 2 E49 9dS ZAaAZItk(Nakada et al 2019, Ogitani et al 2016a, Hashimoto et

al 2019, Koganemaru et al 2019, Haratani et al 2020). P#AE= F& A XA AFHo=zw Hg =
e e gadti i 93 Addow dddn WEd HolEt & Axu Fi4doln, ol
Fa DXd ADC HAg 2 F7 Ad & waz FFF a37F 2Aste #2239 FH & AX
Z 2% AAL 4 JdvHNakada et al 2019, Ogitani et al 2016a, Okajima et al 2021, Hashimoto et
al 2019, Koganemaru et al 2019, Haratani et al 2020, Chen et al 2023, Cortés et al 2022, Modi et
al 2022, Ogitani et al 2016).
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HER2 7 mAbe U4 AlE WA BFd== F2<QA HER2e| Mgz o=z AggHOgitani et
al 2016a, Okajima et al 2021, Hashimoto et al 2019). ADCE ZoF AlZol] o3 WAFEHM, oluj
dutz o2 FF AEANA FEF2HEE= HAE U 2gaFY E47) tetrapeptide 71HF HAE A€
2 o7 A3tH(Ogitani et al 2016a, Hashimoto et al 2019). DXd #Ho]|2Ex= A|Z Axd=Z W
ZHH(Ogitani et al 2016a, Hashimoto et al 2019). &% Hol2tx AX oz Eo7}
topoisomerase 15 < A gFthH(Ogitani et al 2016a, Hashimoto et al 2019, Ogitani et al 2016).

13. A4 A5 M8 & ANEY

BC 3} & ¢F 80%~85%+= BC 7lel=gklell A ASCO/CAP HER2 Aol 23] AFE Ao wet
HER2 SA42o 2 ERIE TUL 7IA JoKGiuliani et al 2016, Tarantino et al 2023). 7]&ol
HER2 &4 BCsZ ZtH+= ®HE WA, IHC 2+/ISH- 2 [HC 1+% ¥ HER2 [HC 1+ ¥Wd Rt YA
1} HER2 & o] glar ASCO/CAP 7tel=giRlel oa dx == Mo wet HC 022 gRIE= F
ol o] 277HA] FFoll= g HER2 M3 o] EA o (Wolff et al 2018). HER2 HC7} 1+X. o} v
A HAE 7bsd HER2 €94, ie, 10% ©lste] Al = 2o v g FiE dMo] e TS
HER2 244 FFolegta gt
AU == Mol =2 84 ¥4 HERZ 54 BCol thdk Ad FolA Fae oF 60%~65%
7} HER2 Aol oF 20%~25%7F HER2 =& o]dtH(Chen et al 2023, Denkert et al 2021,
Mehta 2024, Viale et al 2023, Module 5.3.5.1¢] CSR, IEMT 0166).
T8 784 ¢4, HER2 &4 HolA BC &9 HA A5 &A= 12 &8 &8 + CDK 4/6
AAA, o]F <& ®F QW¥(eg, mTOR T+ PI3-K JAAPIK3CA EAWHo] T2 ALDe HE
St 4 UlEY] 8o AFgoZ ZFFHETHNCCN 2024, Gennari et al 2021, Cardoso et al 2020).
sist g o] AREE= A o8 7HA 8R0S TAE ddAY HEAH FoA AAs QHES
HQlstgiet. dwkA oz £x &dAl awol MEaHKEY MadAti(Cardoso et al 2009, NCCN
2024, Cancer Facts and Figures 2024). Zol]Ad AZko] sl o] 0~17}#] 3}gta S v 52
2 &4 <44, HER2 &4 BC &AdA @A 38tay & AH83& ol PES T4#k2 oF 6~771
golgom 0SS T2 <oF 20~2571 L] JATHO” Shaughnessy at al 2021a, O’ Shaughnessy at al
2021b, Robert at al 2011, Baselga et al 2017).

- Aol AENA ool Bt ale WY B2 setay] F e g5 F 67]d oyl ZH

Aol WAYF HA Bl e Mol HER2 AFHC 1+ 2 IHC 2+/ISH-) BC A}o) A
T-DXde oAl 322 F&A Zeiet Zdaglol edd FAolt

28 784 44, HER2 54 Hold BC Sx= dwtx o= 1x &8 &% + CDK 4/6 A A
X 5|4 PFS F4#k 25-2871€, OS S4# 54~67T/M€E 2 3 Ax4E ZPshFinn et al 2016,
Finn et al 2022, Hortobagyi et al 2018, Hortobagyi et al 2022, Johnston et al 2019, Goetz et al
2022). 23} CDK 4/6 9AIA =& 3 22 A5 A"AA A ol& 7lss A5 FHSEE T5
=9 PFS #94d%t #ZHUAH. CDK 4/6 AAA <t HE&S WEH oA 2 I & F71
H eW+/-% 3] AAE T =28 £8A 4, HER2 54 IPFA/Held BC 45 iy
o2 3 AldoA PFS F4ake oF 2~67) Dol tiTurner et al 2023, Bidard et al 2022, Kalinsky, et
al 2024).

- o Ao WEREN - £4 el dWel AAHAAL oldel nx ey Ex 13
2o o)A @wol §43 WA BC B FP, HFaWL ol §F NE/t WY §4Y
F itk 2 o] AEelA HAA 53 uER:

StaWe AR 2 FA1-A 0-171A] 3
o

= W2 A PES T4tol o 6-THd)S HolFH, 5t 54, o4, 7E, €25 % JR

o
%

e



14.

S-S 23H3 {23 AEset® #HEFJATHO’ Shaughnessy at al 2021a, O’ Shaughnessy at al
2021b, Robert at al 2011).

w3 2 A dHolHE oA /‘ﬂE‘Oﬂ/ﬂ 12 y&Er 8¥+CDK 4/6 AA|A| o]F s}stame
e 3lzto] st eyl gk PFS SYate] oF 4-571¥€2 vluzd #Se YFIkMartin et al
2022, Karacin et al 2023). o] &2 AP = HEHILH + CDK 4/6 JAAANA o] w2 A
P A5 doez Fr7F EH 2 tidl Fstano] Addd Ao g #zEdkKaracin et
al 2023).

o KA sAdLA HEAE A=

Aojgro] i@ WEnay Zol dwol ddd HERZ AW, S2F +

32799 2020.07.08 AlgA7E gk st H vln Hrlslkr] gk A3, FEEEA, o
713, Z/etE JAAE (DESTINY Breast06)
2. *x=Z2Hd-Selzey M 2 MESY MZA e ANER(ZSRY HsS XR)
o FFAE §la
3. et Mo st A=
o S FAME gl
4., 5Mof| 3T X=
o FFAE §la
5. ekg|&rgof &St K=
o FFAE §la
6. YMAIE Mo Tat AE

6.1. O'I}\J-}\]B‘JZ]-EA /\]E]}b(GCP =T )
o AZGEIZFE - #7)

6.2. YFAFAEH A&

dd 174 04, 2% 04, 33 1A A=
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o Az
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Figure 1Study DB-06 - Study Design
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Figure 1Multiple Testing Procedure
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Table 5 Demographic Characteristics - Study DB-06

ITT Population HER2-low Population HER2 THC > 0 < 1+
Population
T-DXd Chemother T-DXd Chemotherap | T-DXd Chemother
apy y apy
(N =436) | (N=430) | (N=359) | (N=354) | (N=76)| (N =176)
Age (years) N 436 430 359 354 76 76
Mean 58.2 58.2 58.1 58.1 58.6 58.5
SD 11.46 10.92 11.29 10.90 12.31 11.07
Median 58.0 57.0 58.0 57.0 58.0 57.5
Min 28 32 28 32 33 34
Max 87 83 87 83 85 82
Age group < 65 302 (69.3) | 297 (69.1) | 252 (70.2) | 244 (68.9) | 49 (64.5) | 53 (69.7)
(years) n (%)
> 65 134 (30.7) | 133 (30.9) | 107 (29.8) 110 (31.1) | 27 (35.5) | 23 (30.3)
Sex n (%) Male 0 1 (0.2) 0 1 (0.3) - -
Female 436 (100) | 429 (99.8) | 359 (100) 353 (99.7) 76 (100) 76 (100)
Race n (%) Black or 4 (0.9) 3 (0.7) 1 (0.3) 3 (0.8) 3 (39 0
African-Ame
rican
American 1 (0.2) 0 1 (0.3) 0 0 0
Indian or
Alaska
Native
Asian 154 (35.3) | 151 (35.1) | 122 (34.0) 127 (35.9) | 32 (42.1) | 24 (31.6)
White 231 (53.0) | 230 (53.5) | 194 (54.0) 186 (52.5) | 36 (47.4) | 44 (57.9)
Other 7 (1.6) 12 (2.8) 6 (1.7 10 (2.8) 1 (1.3) 2 (2.6)
Not reported 39 (8.9 34 (7.9 35 (9.7 28 (1.9 4 (5.3) 6 (7.9

Table 6 Baseline Disease Characteristics - Study DB-06

Number (%) of patients
ITT Population HER2-low Population HER2 THC > 0 < 1+
Population
T-DXd Chemother T-DXd Chemother T-DXd Chemother
apy apy apy
(N=436)  (N=430) (N=359)  (N=354) | (N=76) | (N =176)
AJCC stage at Stage IV 133 (30.5) | 132 (30.7) | 111 (30.9) | 104 (29.4) | 22 (28.9) | 28 (36.8)
diagnosis of breast
cancer n (%)
ER expression at <1% 4 (0.9 2 (0.5) 3 (0.8) 2 (0.6) 1 (1.3) 0
baseline n (%)*
1-10% 17 (3.9) 12 (2.8) 15 4.2) 11 3.1 2 (2.6) 1 (1.3)
>10% 364 (83.5) | 355 (82.6) | 301 (83.8) | 288 (81.4) | 62 (81.6) | 67 (88.2)
Negative” - - - - - -
Positive” 51 AL.7) | 61 (14.2) | 40 (11.1) | 53 (15.0) | 11 (14.5) 8 (10.5)
ER and PgR ER-, PR- 1 (0.2) 0 - - 1 (1.3) 0
expression at
baseline, combined n
)" *
ER+, PR- 167 (38.3) | 181 (42.1) | 141 (39.3) | 152 (42.9) | 26 (34.2) | 29 (38.2)
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Number (%) of patients

ITT Population

HER2-low Population

HER2 THC > 0 < 1+

Population
T-DXd Chemother T-DXd Chemother T-DXd Chemother
apy apy apy
(N=436) | N =430) | N=359) | N=354) | N=76) | (N =176)
ER-, PR+ 3 (0.7) 2 (0.5) 3 (0.8) 2 (0.6) - -
ER+, PR+ 253 (58.0) | 237 (55.1) | 206 (57.4) | 193 (54.5) | 46 (60.5) | 44 (57.9)
ER+, PR 12 (2.8) 10 (2.3) 9 (2.5) 7 (2.0) 3 (3.9 3 (3.9
missing
ER missing, - - - - - -
PR+
ER missing, - - - - - -
PR missing
HER2 expression at | [HC 0 1 (0.2) 1 (0.2) 1 (0.3) 1 (0.3) - -
baseline by central
laboratory n (%)"
IHC > 0 < 76 17.4) | 76 (17.7) - - 76 (100.0) | 76 (100.0)
1+
HC 1+ 239 (54.8) | 234 (54.4) | 238 (66.3) | 234 (66.1) - -
IHC 2+/ISH- | 117 (26.8) | 118 (27.4) | 117 (32.6) | 118 (33.3) - -
[HC 2+ 3 (0.7) 1 (0.2) 3 (0.8) 1 (0.3) - -
Measurable disease Yes 393 (90.1) | 389 (90.5) | 326 (90.8) | 324 (91.5) | 67 (88.2) | 65 (85.5)
at baseline by BICR®
n (%)
No 43 (9.9 41 (9.5 33 9.2) 30 (8.5) 9 (11.8) | 11 (14.5)
Measurable disease Yes 426 (97.7) | 419 (97.4) | 350 (97.5) | 344 (97.2) | 75 (98.7) | 75 (98.7)
at baseline by
Investigator
assessment' n (%)
No 10 (2.3) 11 (2.6) 9 (2.5 10 (2.8) 1 (1.3) 1 (1.3)
Bone-only disease at | Yes 13 (3.0) 13 (3.0) 11 (3.1) 10 (2.8) 2 (2.6) 3 (3.9)
baseline by
Investigator
assessment® n (%)
No 423 (97.0) | 417 (97.0) | 348 (96.9) | 344 (97.2) | 74 (97.4) | 73 (96.1)
Endocrine resistance | Primary 128 (29.4) | 140 (32.6) | 105 (29.2) | 116 (32.8) | 23 (30.3) | 24 (31.6)
at baseline” n (%)
Secondary 308 (70.6) | 288 (67.0) | 254 (70.8) | 236 (66.7) | 53 (69.7) | 52 (68.4)
Missing 0 2 (0.5) 0 2 (0.6) - -
ECOG performance (0) Normal 252 (57.8) | 257 (59.8) | 207 (57.7) | 218 (61.6) | 44 (57.9) | 39 (51.3)
status at screening' activity
(1) 178 (40.8) | 163 (37.9) | 148 (41.2) | 128 (36.2) | 30 (39.5) | 35 (46.1)
Restricted
activity
(2) In bed 1 (0.2) 1 (0.2) 1 (0.3) 0 0 1 (1.3)
less than or
equal to
50% of the
time
Missing 5 (L1.1) 9 (2.1) 3 (0.8) 8 (2.3) 2 (2.6) 1 (1.3)

a

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

In 4 patients with HER2 THC 2+, ISH was not evaluable per central lab. In 2 patients the final baseline
HER2 IHC score per central lab was HER2 THC 0; IPDs were reported for all 6 patients.

Measurable disease defined as having at least one measurable lesion, not previously irradiated, which is >
10 mm in the longest diameter (LD) (except lymph nodes which must have short axis > 15 mm), with
CT or MRI and which is suitable for accurate repeated measurements by BICR.

Measurable disease defined as having at least one measurable lesion, not previously irradiated, which is >
10 mm in the longest diameter (LD) (except lymph nodes which must have short axis > 15 mm), with
CT or MRI and which is suitable for accurate repeated measurements by Investigator assessment.

‘Bone and locomotor’ as only site of disease, with ‘Bone’ as the only anatomical location of target and
non-target lesions by Investigator assessment.

Primary endocrine resistance was defined as: relapse while on the first 2 years of adjuvant endocrine
therapy, or progressive disease within first 6 months of first line endocrine therapy for metastatic breast
cancer, while on endocrine therapy. Secondary (acquired) endocrine resistance was defined as: relapse
while on adjuvant endocrine therapy but after the first 2 years, or relapse within 12 months of
completing adjuvant endocrine therapy, or PD > 6 months after initiating endocrine therapy for metastatic
breast cancer, while on endocrine therapy (ESO-ESMO ABC Guidelines)

ECOG performance status at screening is derived as the last observed measurement prior to or on
randomization. All 14 patients with missing ECOG status at baseline had ECOG 0 or 1 recorded in the
eCRF within 6 days of randomization.

Table 7 Previous Disease Related Treatment Modalities - Study DB-06

Number (%) of patients
ITT Population HER2-low Population | HER2 THC > 0 < 1+
Population
T-DXd | Chemothe T-DXd | Chemothe T-DXd | Chemothe
rapy rapy rapy
(N = N = N = N = (N =76) | (N =176)
Previous treatment modalities 436) 430) 359) 354)
Median (range) number of prior lines of | 2.0 (1 - 2.0 (1 - 2.0 (1 - 2.0 (1 - 2.0 (1 - 2.0 (1 -
ET in the metastatic setting 4) 5) 5) 5) 4) 5
Number of patients with at least one 435 428 358 352 76 (100) | 76 (100)
prior line of endocrine therapy in the (99.8) (99.5) (99.7) (99.4)
metastatic setting”
Number of prior lines of ET in the
metastatic setting
1 65 82 54 67 11 (14.5) | 15 (19.7)
(14.9) (19.2) (15.1) (19.0)
1 prior line and time to 37 (8.5) 40 (9.3) 33 (9.2) 33 (94) 4 (5.3) 7 (9.2)
progression from start of ET +
CDK4/6i < 6 months
Remaining patients with 1 prior 28 (6.4) 42 (9.8) 21 (5.9) 34 (9.7 7 (9.2) 8 (10.5)
line
2 295 288 242 236 52 (68.4) | 52 (68.4)
(67.8) (67.3) (67.6) (67.0)
>3 75 58 62 49 13 (17.1) 9 (11.8)
(17.2) (13.6) (17.3) (13.9)
Number of patients with at least one 388 385 318 316 69 (90.8) | 69 (90.8)
prior line of ET + CDK4/6i in the (89.0) (89.5) (88.6) (89.3)
metastatic setting
Number of prior lines of ET +
CDK4/6i in the metastatic setting”
0 48 44 41 37 7 (9.2) 7 (09.2)
(11.0) (10.3) (11.4) (10.5)
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Number (%) of patients
ITT Population HER2-low Population | HER2 THC > 0 < 1+
Population
T-DXd | Chemothe T-DXd | Chemothe T-DXd | Chemothe
rapy rapy rapy
(N = N = N = N = N =76) | (N =176)
Previous treatment modalities 436) 430) 359) 354

1 353 358 292 293 60 (78.9) | 65 (85.5)

(81.0) (83.4) (81.3) (83.0)

2 35 (8.0) 27 (6.3) 26 (7.2) 23 (6.5) 9 (11.8) 4 (5.3)
Hormonal therapy + targeted therapy 143 127 120 105 22 (28.9) | 22 (28.9)
(other than CDK4/61) (32.8) (29.5) (33.4) (29.7)

Hormonal therapy + mTORi 104 102 89 (24.8) | 81 (22.9) | 15 (19.7) | 21 (27.6)

(23.9) (23.7)

Hormonal therapy + PIK3CAi 24 (5.5) 12 (2.8) 19 (5.3) 11 (3.1) 5 (6.6) 1 (1.3)

Hormonal therapy + PARPi 3 (0.7) 5 (1.2) 2 (0.6) 5.4 0 0

Hormonal therapy + Other 16 (3.7) 11 (2.6) 14 (3.9) 11 (3.1) 2 (2.6) 0
Adjuvant/Neoadjuvant setting prior 291 281 240 237 51 (67.1) | 44 (57.9)
treatment(s)* (66.7) (65.3) (66.9) (66.9)

Hormonal therapy 275 256 227 218 48 (63.2) | 38 (50.0)

(63.1) (59.5) (63.2) (61.6)
Cytotoxic chemotherapy 228 234 192 196 36 (47.4) | 38 (50.0)
(52.3) (54.4) (53.5) (55.4)
Taxane 179 177 151 151 28 (36.8) | 26 (34.2)
(41.1) (41.2) (42.1) 42.7)
Anthracycline 197 206 167 173 30 (39.5) | 33 (43.4)
(45.2) (47.9) (46.5) (48.9)
Cyclophosphamide 203 213 175 178 28 (36.8) | 35 (46.1)
(46.6) (49.5) (48.7) (50.3)
5-FU 79 73 68 56 11 (14.5) | 17 (22.4)
(18.1) (17.0) (18.9) (15.8)
Capecitabine 4 (0.9 2 (0.5 3 (0.8) 2 (0.6) 1 (1.3) 0
Other 33 (7.6) 20 (4.7) 25 (7.0) 15 4.2) 8 (10.5) 5 (6.6)

a

therapy in the metastatic setting
b

setting.
C

3) &4 A
W F24

Therapies reported are not mutually exclusive.

Table 9 Summary of Efficacy Outcome Variables - Study DB-06 (ITT Population)

Percentages have been computed on the number of patients with at least one prior line of endocrine

Percentages have been computed on the number of patients with at least one prior line in the metastatic

ITT Population

HER2-low Population

HER2 IHC > 0 < 1+

Population

T-DXd Chemother T-DXd Chemother T-DXd Chemothera

apv apv pv
(N =436) | (N=430) | (N=359) | (N=354) | (N=76) | (N = 76)
Median duration of follow-up 18.6 (0.1, 17.8 (0.0, 19.0 (0.1, 18.3 (0.0, 17.2 16.1 (0.0,

(range) 40.5) 42.9) 40.5) 42.9) (3.4, 38.1)

32.7)
PES bv BICR
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ITT Population HER2-low Population HER2 IHC > 0 < 1+
Population

T-DXd Chemother T-DXd Chemother T-DXd Chemothera

apy apy py
(N=436) | N=430) | (N=359) | (N=354) | (N=76) | (N = 176)
Total events, n (%) 269 (61.7) | 271 (63.0) | 225 (62.7) | 232 (65.5) | 44 (57.9) 39 (51.3)
13.2 (12.0, 8.1 (7.0, 13.2 (11.4, 8.1 (7.0, 13.2 8.3 (5.8,

Median PFS (95% CI) (months) * 15.2) 9.0) 15.2) 9.0) (9.8, 15.2)

17.3)

HR (95% CI)

0.64 (0.54, 0.76) °

0.62 (0.52, 0.75) ©

0.78 (0.50, 1.21) °

P-value (2-sided) < 0.0001¢ < 0.0001° -
PFS by Investigator
Total events, n (%) 315 (72.2) | 341 (79.3) | 263 (73.3) | 284 (80.2) | 52 (68.4) | 57 (75.0)
13.1 (11.2, | 7.0 (6.3, | 12.8 (11.1, | 7.0 (6.4, 14.6 6.8 (4.6,
Median PFS (95% CI) (months) * 13.4) 7.5) 13.2) 7.5) 9.5, 9.4)
15.4)

HR (95% CI)

0.51 (0.44, 0.60) °

0.50 (0.42, 0.60) ©

0.60 (0.41, 0.88) °

P-value (2-sided) [nominal] < 0.0001 ¢ < 0.0001 * -
Interim OS
Total events, n (%) 161 (36.9) | 174 (40.5) | 136 (37.9) | 146 (41.2) | 25 (32.9) | 28 (36.8)
28.9 (264, | 27.4 (23.9, | 28.9 (25.7, | 27.1 (23.5, 29.5 27.4 (19.4,
Median OS (95% CI) (months) * 32.7) 29.9) 33.7) 29.9) (27.9, NE)
NE)
HR (95% CI) ° 0.81 (0.66. 1.01) 0.83 (0.66. 1.05) 0.75 (0.43. 1.29)
P-value (2-sided) - 0.1299 ¢ -
. 87.0 (83.5, | 81.1 (77.0, | 87.6 (83.7, | 81.7 (77.1, 84.0 78.7 (67.1,
Ooverall survival rate at 12 months 89.9) 84.6) 90.6) 85.4) (73.6, £6.5)
(%6) 90.6)
. 74.8 (70.3, | 68.7 (63.8, | 74.0 (68.9, | 69.6 (64.3, 79.5 63.9 (50.3,
(OO/V)erall survival rate at 18 months 78.8) 73.1) 78.3) 74.3) (68.3, 74.7)
’ 87.2)
ORR by BICR
Number (%) of patients with 268 (61.5) | 158 (36.7) | 217 (60.4) | 134 (37.9) | 51 (67.1) | 24 (31.6)

response h

Odds ratio (95% CI) °

2.76 (2.10. 3.64)

2.51 (1.86. 3.41)

4.42 (2.27. 8.86)

P-value (2-sided) [nominal] < 0.0001 < 0.0001 -
Confirmed ORR bv BICR
Number (%) of patients with 250 (57.3) | 134 (31.2) | 203 (56.5) | 114 (32.2) | 47 (61.8) 20 (26.3)

response

Odds ratio (95% CI)

2.98 (2.26. 3.94)

2.74 (2.02. 3.73)

4.54 (2.31. 9.20)

P-value (2-sided) [nominal] < 0.0001 < 0.0001 -
ORR bv Investigator Assessment
Number (%) of patients with 268 (61.5) | 167 (38.8) | 217 (60.4) | 143 (40.4) | 50 (65.8) 24 (31.6)

response

Odds ratio (95% CI)

2.52 (1.92, 3.32)

2.26 (1.68. 3.05)

4.17 (2.14. 8.32)

P-value (2-sided) [nominal] < 0.0001 < 0.0001 -
Confirmed ORR bv Investigator Assessment
Number (%) of patients with 245 (56.2) | 132 (30.7) | 203 (56.5) | 115 (32.5) | 41 (53.9) 17 (22.4)

response *

Odds ratio (95% CI) °

2.91 (2.20. 3.85)

2.71 (2.00. 3.68)

4.07 (2.04. 8.38)

P-value (2-sided) [nominall < 0.0001 < 0.0001 -
DoR bv BICR *
Median (95% CI) (months) 137 (118, | 7.3 (6.0, | 13.6 (11.1, | 73 (5.7, 13.7 11.4 (59,
15.4) 10.8) 15.4) 10.6) (8.7, NE)
20.7)
PFS2 '
Number of events (%) ™ | 208 (52.3) | 278 (64.7) | 191 (53.2) | 239 (67.5) | 37 (4877 | 39 (51.3)
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ITT Population HER2-low Population HER2 IHC > 0 < 1+
Population

T-DXd Chemother T-DXd Chemother T-DXd Chemothera

apy apy py
(N=436) | N=430) | (N=359) | (N=354) | (N=76) | (N = 176)
20.3 (18.9, | 14.7 (13.5, | 20.0 (18.9, | 14.5 (12.9, 20.3 16.4 (12.8,

Median PFS2 (95% CI) (months) * 23.8) 15.9) 23.8) 15.5) (16.8, 32.3)

27.9)
HR (95% CI) ° 0.62 (0.52, 0.74) 0.59 (0.49, 0.72) 0.81 (0.52, 1.28)
P-value (2-sided) [nominal] < 0.0001 ¢ < 0.0001 ¢ -

* Calculated using the Kaplan-Meier technique. CI for median was derived based on Brookmeyer-Crowley
method.

The HR and CI were calculated using a Cox proportional hazards model with no stratification factors.

The hazard ratio and CI were calculated using a stratified Cox proportional hazards model, adjusting for
prior CDK4/61 use (yes vs no) and HER2 IHC expression (IHC 1+ vs IHC 2+/ISH-) and ties handled
by Efron approach. A hazard ratio < 1 favors T-DXd to be associated with a longer event time than
Investigator's choice chemotherapy.

The p-value was calculated using a log-rank test, with no stratification factors.

¢ The p-value was calculated using a stratified log-rank test, adjusting for prior CDK4/6i use (yes vs no)
and HER2 THC expression
(IHC 1+ vs IHC 2+/ISH-). A p-value <0.05 is significant.

The p-value was calculated using a stratified log-rank text, adjusting for prior CDK 4/6 inhibitor use (yes
vs no) and HER2 THC expression (IHC 1+ vs IHC 2+/ISH-).

¢ The p-value was calculated using a log-rank test, with no stratification factors. In HER2-low, a p-value <
0.0046 is significant.

Responses include unconfirmed responses.

' An odds ratio > 1 favors T-DXd. The odds ratio and CI in the ITT and HER2-low populations were
calculated using a logistic regression model adjusting for prior CDK4/6i use (yes vs no) and HER2 THC
expression (IHC > 0 <1+ vs IHC 1+ vs IHC 2+/ISH- for ITT, IHC 1+ vs IHC 2+/ISH- for HER2-low)
as covariates in the model. No covariates were included for HER2-ultralow population.

7~ Responses include confirmed responses only.

Duration of response was the time from the first documentation of CR/PR (including unconfirmed
response) until the date of first documented progression, or death in the absence of progression. Patients
who had not progressed or died were censored at their PFS censoring date. Median calculated using
Kaplan-Meier technique.

Second progression was determined by the Investigator according to local standard clinical practice.

Patients alive and for whom a second disease progression had not been observed were censored at the
carliest of: date of study termination, date last known alive, data cut-off or, if a patient had not had a
first subsequent therapy, the date last known not to have received a first subsequent therapy.
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Figure 4 Progression-free Survival by BICR, Kaplan-Meier Plot - Study DB-06 (ITT Population)
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Figure 5 Progression-free Survival by BICR, Kaplan-Meier plot (HER2-low Population)
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Figure 6 Progression-free Survival by BICR, Kaplan-Meier plot (HER2 IHC > 0 < 1+ Population)
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Figure 15 Forest Plot of Progression-free Survival by BICR by Subgroup (ITT Population)

Subgroup Number of events Median [Months, 95% CI] Hazard ratio
T-DXd  Chemotherapy T-DXd Chemotherapy [95% CI]
All patients 269/436 271/430 13.2 [12.0,15.2] 8.1 [7.0,9.0] ‘r.-{ 0.64 [0.54,0.76]
Sex: Male 0/ 0 1/ 1 NE [NE,NE] 1.2 [NE,NE] Not Evaluable NE

Sex: Female 269/436 270/429 13.2 [12.0,18.2] 8.1 [7.0,9.3] 0.64 [0.54,0.76]

Age at randomization: <65 years 186/302 186/297 13.3 [11.8,15.3] 7.4 [6.9,8.6] 0.59 [0.48,0.72]

Age at randomization: >=65 years 83/134 85/133  13.1 [9.7,15.6] 8.5 [7.1,11.5] e 0.75 [0.55,1.01]

Race: White 148/231 142/230  13.0 [11.0,15.1] 8.2 [6.9,9.6] 0.69 [0.54,0.86]
Race: Black/African-American 2/ 4 2/ 3 NE [6.9,NE] 4.4 [1.2,NE] Not Evaluable NE
Race: Asian 88/154 101/151 15.2 [12.9,19.4] 8.2 [6.9,9.7] }—.—{ 0.59 [0.44,0.79]
Race: Other 31/ 47 26/ 46  15.0 [9.6,17.5] 7.1 [5.4,15.5] e 0.55 [0.32,0.94]
T T T T
0.125 0.25 0.5 1
Subgroup Number of events Median [Months, 95% CI] Hazard ratio
T-DXd  Chemotherapy T-DXd Chemotherapy [95% CI]
Region: Asia 88/149 96/147 15.2 [12.4,19.3] 8.2 [6.9,9.7] e | 0.65 [0.48,0.86]
Region: North America 32/ 48 25/ 47  10.0 [8.4,13.1] 11.0 [6.8,15.4] e | 1.02 10.60,1.741
Region: Europe 143/227 139/213  13.5 [11.1,15.4] 7.3 [6.6,8.3] N = 0.57 [0.45,0.72]
Region: Rest of the World 6/ 12 11/ 23 13.3 [5.8,NE] 6.9 [4.2,NE] Not Evaluable NE
HER2 IHC expression: IHC 1+ 157/239 150/234 13.1 [11.0,15.2] 8.2 [7.1,9.8] }—.—{ 0.73 [0.59,0.92]
HER2 IHC expression: IHC 2+/ISH- 65/117 80/118  15.2 [12.2,21.4] 7.0 [6.2,8.4] e 0.43 [0.31,0.60]
HER2 IHC expression: IHC >0 <1+ 44/ 16 39/ 76 13.2 (9.8,17.3] 8.3 [5.8,15.2] e 0.78 [0.50,1.21]
Prior CDK4/6 inhibitor use: Yes 248/394 247/389 13.1 [11.3,15.2] 7.9 [6.9,8.6] }—.-{ 0.64 [0.53,0.76]
Prior CDKA/6 inhibitor use: No 21/ 42 24/ 11 16.1 [11.3,NE] 11.4 [7.1,20.6] —_———— 0.59 [0.32,1.07]
Prior taxane use in the non-metastatic setting: Yes  112/179 117/177 12.9 [9.9,14.0] 7.3 [6.3,9.3] —— 0.63 [0.49,0.82]
Prior taxane use in the non-metastatic setting: No 157/257 154/253 15.1 [11.4,16.5] 8.4 [7.1,9.7] ‘ . ‘ 0.63 [0.51,0.79]
T T T
0.125 0.25 0.5 1
Subgroup Number of events Median [Months, 95% CI] Hazard ratio
T-DXd  Chemotherapy T-DXd Chemotherapy [95% CT]
1 prior line 33/ 65 55/ 82 15.2 [8.7,18.1] 6.9 [5.5,8.4] 4.—{ 0.45 [0.29,0.69]
- 1 prior line and time to progression from start of 18/ 37 32/ 40 15.2 [9.7,NE] 6.8 [4.2,8.4] e 0.32 [0.18,0.58]
ET + CDK4/6 inhibitors <= 6 months
- Remaining patients with 1 prior line 15/ 28 23/ 42 15.2 [7.2,NE] 7.8 [5.3,20.0] | e | 0.67 [0.34,1.28]
2 prior lines 188/295 179/288  13.2 [11.4,15.3] 8.3 [7.1,9.8] m 0.70 [0.57,0.86]
>=3 prior lines 47/ 75 36/ 58  12.0 [8.7,17.3] 8.3 [6.4,11.3] f—e—| 0.63 [0.41,0.99]
ER/PR status: ER+ PgR4 155/253 145/237  13.2 [(11.3,15.3] 8.3 [6.9,10.4] }—. { 0.68 [0.54,0.86]
ER/PR status: ER+ PgR- 100/167 116/181  13.5 [11.3,16.1] 8.1 [6.9,9.5] @ 0.56 [0.43,0.73]
ER/PR status: ER- PgR+ 3/ 3 2/ 2 4.2 [4.2,NE] 4.9 [4.2,NE] Not Evaluable NE
ER status: ER: 1-10% 11/ 17 10/ 12 15.3 [6.8,19.4] 4.4 [1.4,5.5] } | 0.21 [0.07,0.59]
ER status: ER: >10% 228/364 220/355 13.1 [11.3,15.2] 8.3 [7.3,9.7] )—.—{ 0.65 [0.54,0.78]
T T T T
0.125 0.25 0.5 1
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Subgroup Number of events Median [Months, 95% CI] Hazard ratio

T-DXd  Chemotherapy T-DXd Chemotherapy [95% CI]

Endocrine resistance: Primary 80/128 98/140 12.4 [10.3,15.2] 6.6 [5.4,7.4] — ! 0.57 [0.42,0.77]
Endocrine resistance: Secondary 189/308 172/288  13.2 [12.0,15.5] 9.5 [8.0,11.1] \.\ 0.68 [0.55,0.84]
I thracycl 121/199 128/208  13.1 [11.1,15.3] 8.0 [6.4,9.8] = 0.66 [0.51,0.85]

ior anthracycline use: No 148/237 143/222  14.5 [11.3,15.6] 8.3 [7.0,9.7] @ 0.61 [0.49,0.77]
Investigator’s choice chemotherapy: Capecitabine 159/266 159/257  13.3 [11.4,15.4] 8.5 [7.0,11.3] }—.—{ 0.66 [0.53,0.82]
Investigator’s choice chemotherapy: Nab-paclitaxel 68/103 63/105  12.9 [8.4,15.2] 8.3 [7.2,11.0] —eo— 0.80 [0.57,1.14]
Investigator’s e chemotherapy: Paclitaxel 12/ 67 49/ 68  16.1 [11.1,19.1] 6.3 [5.0,6.9] . { 0.35 [0.22,0.54]
Liver metastases: Yes 195/296 192/283 12.2 [10.4,13.5] 7.0 [6.4,8.1] }—.—{ 0.59 [0.48,0.72]
Liver metastases: No 74/140 79/147  16.5 [13.2,19.4] 11.3 [8.3,15.2] g 0.70 [0.51,0.96]

Hazard ratio (T-DXd: Investigator's choice chemotherapy), 95% CI for HR.

A hazard ratio < 1 favors T-DXd and is associated with a longer progression-free survival than Investigator's
choice chemotherapy.

For the analysis on all patients, the hazard ratio and confidence interval were calculated using a Cox
proportional hazards model with no stratification and ties handled by Efron approach.

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

Hazard ratio 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% confidence interval for the overall (all patients) hazard ratio.

Progression was determined by BICR according to RECIST 1.1.

Primary endocrine resistance was defined as: relapse while on the first 2 years of adjuvant endocrine therapy,
or progressive disease within first 6 months of first line endocrine therapy for metastatic breast cancer, while
on endocrine therapy. Secondary (acquired) endocrine resistance was defined as: relapse while on adjuvant
endocrine therapy but after the first 2 years, or relapse within 12 months of completing adjuvant endocrine
therapy, or PD > 6 months after initiating endocrine therapy for metastatic breast cancer, while on endocrine
therapy.
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Figure 10 Overall survival, Kaplan-Meier Plot (ITT Population)
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Figure 11

Overall Survival, Kaplan-Meier Plot (HER2-low Population)
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Table 10 Overview of Treatment-emergent Adverse Events (Safety Analysis Set)

Number (%) of Patients
Study DB—06 Supportive Safety Pools
T—DXd 5.4|Chemotherap| T-DXd 5.4 T—-DXd 5.4
mg/kg y mg/kg mg/kg
(N = 434)| (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Patients with any TEAE 429 (98.8)| 397 (95.2) | 1730 (99.4) 2317 (99.2)
TEAE with CTCAE Grade = 3 229 (52.8)| 185 (44.4) 941 (54.0) 1280 (54.8)
TEAE associated with an 11 (2.5) 6 (1.4) 56 (3.2) 96 (4.1)
outcome of death
TEAE associated with study 62 (14.3) 39 (9.4) 307 (17.6) 376 (16.1)
drug discontinuation
TEAE associated with study 210 (48.4)| 160 (38.4) | 794 (45.6) 1039 (44.5)
drug interruption
TEAE associated with dose 107 (24.7)| 161 (38.6) | 417 (24.0) 532 (22.8)
reduction
Drug—related TEAE 417 (96.1)| 373 (89.4) | 1689 (97.0) 2208 (94.6)
Drug—related TEAE with 176 (40.6)| 131 (31.4) 750 (43.1) 971 (41.6)
CTCAE Grade > 3
Drug—related TEAE associated 5 (1.2) 0 20 (1.1) 28 (1.2)
with an outcome of death
Drug—related TEAE associated | 56 (12.9) | 33 (7.9) 266 (15.3) 317 (13.6)
with study drug discontinuation
Drug—related TEAE associated |127 (29.3)| 103 (24.7) 563 (32.3) 688 (29.5)
with study drug interruption
Drug—related TEAE associated | 94 (21.7) | 155 (37.2) | 383 (22.0) 489 (20.9)
with dose reduction
Treatment—emergent SAE 88 (20.3) | 67 (16.1) 429 (24.6) 652 (27.9)
SAE with CTCAE Grade = 3 68 (15.7) | 54 (12.9) 332 (19.1) 522 (22.4)
SAE associated with an outcome| 11 (2.5) 6 (1.4) 56 (3.2) 96 (4.1)
of death
SAE associated with study drug | 24 (5.5) 11 (2.6) 105 (6.0) 134 (5.7)
discontinuation
SAE associated with study drug | 24 (5.5) 27 (6.5) 133 (7.6) 203 (8.7)
interruption
SAE associated with dose 12 (2.8) 8 (1.9) 48 (2.8) 73 (3.1)
reduction
Drug—related SAE 46 (10.6) 24 (5.8) 208 (11.9) 281 (12.0)
Drug—related SAE with CTCAE | 35 (8.1) 19 (4.6) 144 (8.3) 203 (8.7)
Grade = 3
Drug—related SAE associated 5 (1.2) 0 20 (1.1) 28 (1.2)
with an outcome of death
Drug—related SAE associated 21 (4.8) 7 (1.7) 81 (4.7) 94 (4.0)
with studv drug discontinuation
Drug—related SAE associated 8 (1.8) 6 (1.4) 46 (2.6) 62 (2.7)
with study drug interruption
Drug—related SAE associated 10 (2.3) 6 (1.4) 38 (2.2) 60 (2.6)
with dose reduction
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Table 11Adverse Events Reported in = 10% of Patients in Either Treatment Arm of Study DB-06, by
Preferred Term (Safety Analysis Set)

Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg mg/kg mg/kg
(N =434)| (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Patients with any TEAE 429 (98.8) 397 (95.2) 1730 (99.4) 2317 (99.2)
Nausea 303 (69.8) 126 (30.2) 1294 (74.3) 1660 (71.1)
Alopecia 210 (48.4) 87 (20.9) 729 (41.9) 844 (36.1)
Anaemia 159 (36.6) 107 (25.7) 598 (34.3) 825 (35.3)
Diarrhoea 148 (34.1) 114 (27.3) 529 (30.4) 703 (30.1)
Vomiting 146 (33.6) 49 (11.8) 713 (41.0) 870 (37.3)
Constipation 137 (31.6) 62 (14.9) 594 (34.1) 741 (31.7)
Aspartate 117 (27.0) 44 (10.6) 394 (22.6) 476 (20.4)
aminotransferase
increased
Fatigue 117 (27.0) 83 (19.9) 587 (33.7) 753 (32.2)
Decreased appetite 114 (26.3) 48 (11.5) 529 (30.4) 715 (30.6)
COVID—19 106 (24.4) 52 (12.5) 209 (12.0) 282 (12.1)
Asthenia 99 (22.8) 71 (17.0) 342 (19.6) 462 (19.8)
Neutrophil count 99 (22.8) 66 (15.8) 397 (22.8) 506 (21.7)
decreased
Alanine 93 (21.4) 48 (11.5) 317 (18.2) 388 (16.6)
aminotransferase
increased
White blood cell count 79 (18.2) 53 (12.7) 324 (18.6) 384 (16.4)
decreased
Neutropenia 76 (17.5) 63 (15.1) 264 (15.2) 343 (14.7)
Headache 74 (17.1) 42 (10.1) 319 (18.3) 370 (15.8)
Cough 69 (15.9) 38 (9.1) 262 (15.0) 325 (13.9)
Platelet count decreased | 61 (14.1) 15 (3.6) 296 (17.0) 385 (16.5)
Stomatitis 57 (13.1) 37 (8.9) 228 (13.1) 287 (12.3)
Hypokalaemia 56 (12.9) 15 (3.6) 201 (11.5) 271 (11.6)
Pyrexia 52 (12.0) 30 (7.2) 223 (12.8) 293 (12.5)
Dysgeusia 51 (11.8) 24 (5.8) 157 (9.0) 182 (7.8)
Dyspepsia 50 (11.5) 20 (4.8) 202 (11.6) 245 (10.5)
Blood alkaline 48 (11.1) 17 (4.1) 165 (9.5) 193 (8.3)
phosphatase increased
Abdominal pain 45 (10.4) 35 (8.4) 199 (11.4) 266 (11.4)
Epistaxis 44 (10.1) 15 (3.6) 187 (10.7) 213 (9.1)
Oedema peripheral 36 (8.3) 59 (14.1) 146 (8.4) 186 (8.0)
Arthralgia 32 (7.4) 45 (10.8) 188 (10.8) 223 (9.6)
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Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 | Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg y mg/kg mg/kg
(N = 434) | (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Peripheral sensory 12 (2.8) 49 (11.8) 82 (4.7) 100 (4.3)
neuropathy
Palmar—plantar 4 (0.9) 146 (35.0) 25 (1.4) 28 (1.2)
erythro—dysaesthesia
syndrome
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Table 12 Exposure-adjusted Incidence Rate of Adverse Events Reported in = 10% of Patients in
Either Treatment Arm of Study DB-06, by Preferred Term (Safety Analysis Set)

Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 | Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg y mg/kg mg/kg
(N = 434) | (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Total patient—years of 438.5 263.5 1880.2 2235.2
exposure
Overall EAIR 0.98 1.51 0.92 1.04
EAIR by PT
Nausea 0.69 0.48 0.69 0.74
Alopecia 0.48 0.33 0.39 0.38
Anaemia 0.36 0.41 0.32 0.37
Diarrhoea 0.34 0.43 0.28 0.31
Vomiting 0.33 0.19 0.38 0.39
Constipation 0.31 0.24 0.32 0.33
Aspartate 0.27 0.17 0.21 0.21
aminotransferase
increased
Fatigue 0.27 0.31 0.31 0.34
Decreased appetite 0.26 0.18 0.28 0.32
COVID—-19 0.24 0.20 0.11 0.13
Asthenia 0.23 0.27 0.18 0.21
Neutrophil count 0.23 0.25 0.21 0.23
decreased
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Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 | Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg y mg/kg mg/kg
(N = 434) | (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Alanine 0.21 0.18 0.17 0.17
aminotransferase
increased
White blood cell count 0.18 0.20 0.17 0.17
decreased
Neutropenia 0.17 0.24 0.14 0.15
Headache 0.17 0.16 0.17 0.17
Cough 0.16 0.14 0.14 0.15
Platelet count decreased 0.14 0.06 0.16 0.17
Stomatitis 0.13 0.14 0.12 0.13
Hypokalaemia 0.13 0.06 0.11 0.12
Pyrexia 0.12 0.11 0.12 0.13
Dysgeusia 0.12 0.09 0.08 0.08
Dyspepsia 0.11 0.08 0.11 0.11
Blood alkaline 0.11 0.06 0.09 0.09
phosphatase increased
Abdominal pain 0.10 0.13 0.11 0.12
Epistaxis 0.10 0.06 0.10 0.10
Oedema peripheral 0.08 0.22 0.08 0.08
Arthralgia 0.07 0.17 0.10 0.10
Peripheral sensory 0.03 0.19 0.04 0.04
neuropathy
Palmar—plantar 0.01 0.55 0.01 0.01
erythro—dysaesthesia
syndrome
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Table 37 Common Adverse Drug Reactions Reported in = 10% of Patients with Any Event or = 2%
of Patients with Events of Grade 3 or 4 in the T-DXd Arm of Study DB-06, by MedDRA System Organ
Class and Preferred Term/Grouped Term in Study DB-06 (Safety Analysis Set)

MedDRA System Organ T—-DXd 5.4 mg/kg Chemotherapy
Class (N = 434) (N = 417)
Preferred Frequency ? Number (%) of Subiects Frequenc Number (%) of Subiects
Term/Grouped Term CTCAE Grade SAE | v° CTCAE Grade SAE
All Grade | Grade All Grade | Grade
Grades | 3 or 4 5 Grades | 3 or 4 5
Patients with any ADR - 428 193 3 39 -— 370 118 0 20
(98.6) (44.5) | (0.7)1(9.0) (88.7) (28.3) (4.8)
Blood and lvmphatic svstem disorders
Neutropenia ° Very 169 96 0 1 Very 128 71 0 0
Common | (38.9) | (22.1) (0.2) |Common| (30.7) | (17.0)
Anemia ® Very 162 |38 (8.8)] O 3 Very 110 |18 (4.3)] © 1
Common | (37.3) (0.7) |Common| (26.4) (0.2)
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MedDRA System Organ T—-DXd 5.4 mg/kg Chemotherapy
Class (N = 434) (N = 417)
Preferred Frequency 2 Number (%) of Subjects Frequenc Number (%) of Subjects
Term/Grouped Term CTCAE Grade SAE | Vv ° CTCAE Grade SAE
All Grade | Grade All Grade | Grade
Grades | 3 or 4 5 Grades | 3 or 4 5
Leukopenia ® Very 105 |31 (7.1)| O 0 Very 70 25 (6.0)] 0 0
Common | (24.2) Common| (16.8)
Thrombocytopenia ° Very 86 20 (4.6)] O 1 [Common|21 (5.0)] 1 (0.2) 0 0
Common | (19.8) (0.2)
Lymphopenia ° Very 47 14 (3.2)] 0 0 |Common|16 (3.8)| 2 (0.5) 0 0
Common | (10.8)
Gastrointestinal disorders
Nausea Very 303 9 (2.1) 0 3 Very 126 2 (0.5) 0 1
Common | (69.8) (0.7) |Common| (30.2) (0.2)
Diarrhoea Very 148 |10 (2.3)] O 1 Very 114 |11 (2.6)] O 3
Common | (34.1) (0.2) |Common| (27.3) (0.7)
Vomiting Very 146 6 (1.4) 0 3 Very 49 1 (0.2) 0 1
Common | (33.6) (0.7) |Common| (11.8) (0.2)
Constipation Very 137 3 (0.7) 0 1 Very 62 2 (0.5) 0 2
Common | (31.6) (0.2) |Common| (14.9) (0.5)
Abdominal pain ° Very 86 2 (0.5) 0 0 Very 58 1 (0.2) 0 1
Common | (19.8) Common| (13.9) (0.2)
Stomatitis ° Very 64 0 0 0 Very 46 2 (05)] 0 0
Common | (14.7) Common| (11.0)
Dyspepsia Very 50 0 0 0 |Common|20 (4.8) 0 0 0
Common | (11.5)
General disorders and administration site conditions
Fatigue ® Very 229 19 (4.4) 0 1 Very 166 10 (2.4) 0 0
Common | (52.8) (0.2) |Common| (39.8)
Pyrexia Very 52 1 (0.2) 0 0 |Common|30 (7.2) 0 0 2
Common | (12.0) (0.5)
Hepatobiliary disorders
Transaminases Very 159 |18 (4.1)| O 1 Very 63 2 (0.5) 0 0
increased ® Common | (36.6) (0.2) |Common| (15.1)
Infections and infestations
Upper respiratory Very 81 0 0 0 |Common|39 (9.4) 0 0 0
tract infection " Common (18.7)
Investigations
Blood alkaline Very 48 2 (0.5) 0 0 |Common|17 (4.1)| 1 (0.2) 0 0
phosphatase Common (11.1)
increased
Metabolism and nutrition disorders
Decreased appetite Very 114 6 (1.4) 0 2 Very 48 2 (0.5) 0 1
Common | (26.3) (0.5) |Common| (11.5) (0.2)
Hypokalaemia ° Very 57 20 (4.6)] O 5 |Common|17 (4.1)| 6 (1.4) 0 1
Common | (13.1) (1.2) (0.2)
Musculoskeletal and connective tissue disorders
Musculoskeletal pain Very 102 2 (0.5) 0 3 Very 94 8 (1.9) 0 4
b Common | (23.5) (0.7) |Common| (22.5) (1.0)
Nervous svstem disorders
Headache ° Very 76 2 (0.5) 0 0 Very 43 0 0 0
Common | (17.5) Common| (10.3)
Dysgeusia Very 51 1 (0.2) 0 0 |Common|24 (5.8) 0 0 0
Common | (11.8)
Respiratorv. thoracic and mediastinal disorders
Cough Very 69 0 0 0 |Common|38 (9.1) 0 0 0
Common | (15.9)
Interstitial lung Very 49 3 (0.7) 3 11 |Uncomm| 1 (0.2) 0 0 0
disease © Common | (11.3) (0.7) | (2.5) on
Epistaxis Very 44 0 0 0 |Common|15 (3.6)| 1 (0.2) 0 0
Common | (10.1)

Skin and subcutaneous tissue disorders
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MedDRA System Organ T—-DXd 5.4 mg/kg Chemotherapy

Class (N = 434) (N = 417)

Preferred Frequency 2 Number (%) of Subjects Frequenc Number (%) of Subjects
Term/Grouped Term CTCAE Grade SAE| v°© CTCAE Grade SAE
All Grade | Grade All Grade | Grade
Grades | 3 or 4 5 Grades | 3 or 4 5
Alopecia Very 210 0 0 0 Very 87 2 (0.5) 0 0
Common | (48.4) Common| (20.9)

Within each pool, frequency was defined as follows: Very Common = 1/10 subjects; Common
> 1/100 to < 1/10 patients; Uncommon = 1/1000 to < 1/100 patients; Rare = 1/10000 to
< 1/1000 patients; Very rare < 1/10000 patients.

b Tnterstitial lung disease (AESI) includes PTs of bronchiectasis, interstitial lung disease, lower
respiratory tract infection, pneumonia, pneumonia bacterial, pneumonitis, and pulmonary
toxicity. These events were adjudicated as ILD and related to use of T-DXd.

Table 38 BC 3+ T-DXd 5.4 mgkg T3 % T-DXd 54 mgkg BE T4 73 T 8219 >10%el
Al HiE EE ADRs9F #219] >2%o A4 Hid 353 EE 453 ADRsE

Table 38 Common Adverse Drug Reactions Reported in = 10% of Patients with Any Event or = 2%
of Patients with Events of Grade 3 or 4 in the T-DXd 5.4 mg/kg Breast Cancer Pool or the T-DXd 5.4
mg/kg All Tumor Types Pool, by MedDRA System Organ Class and Preferred Term/Grouped Term
(Safety Analysis Set)

MedDRA System Organ T—-DXd 5.4 mg/kg BC Pool T—-DXd 5.4 mg/kg All Tumor Types Pool
Class (N = 1741) (N = 2335)
Preferred Frequenc Number (%) of Subjects Frequenc Number (%) of Subjects
Term/Grouped Term y*® CTCAE Grade SAE y® CTCAE Grade SAE
All Grade | Grade All Grade | Grade
Grades | 3 or 4 5 Grades | 3 or 4 5
Patients with any ADR - 1721 776 20 (1.1) 220 -— 2294 1032 (32 (1.4) 330
(98.9) (44.6) (12.6) (98.2) (44.2) (14.1)
Blood and lvmphatic svstem disorders
Neutropenia ° Very 633 323 0 4 (0.2) | Very 819 420 0 8 (0.3)
Common| (36.4) | (18.6) Common| (35.1) | (18.0)
Anemia ° Very 611 159 0 17 (1.0)| Very 838 246 0 28 (1.2)
Common| (35.1) (9.1) Common| (35.9) | (10.5)
Leukopenia ° Very 413 119 0 0 Very 501 139 0 0
Common | (23.7) (6.8) Common| (21.5) (6.0)
Thrombocytopenia ° Very 406 |84 (4.8) 0 5 (0.3) | Very 539 127 0 13 (0.6)
Common| (23.3) Common| (23.1) (5.4)
Lymphopenia ° Very 193 |80 (4.6) 0 0 Common| 222 |91 (3.9) 0 0
Common| (11.1) (9.5)
Gastrointestinal disorders
Nausea Very 1294 |89 (5.1) 0 17 (1.0)| Very 1660 115 0 25 (1.1)
Common| (74.3) Common| (71.1) (4.9)
Vomiting Very 713 |42 (2.4) 0 23 (1.3)| Very 870 |55 (2.4) 0 35 (1.5)
Common| (41.0) Common| (37.3)
Constipation Very 594 8 (0.5) 0 5 (0.3) | Very 741 |15 (0.6) 0 8 (0.3)
Common | (34.1) Common| (31.7)
Diarrhoea Very 529 |36 (2.1) 0 5 (0.3) | Very 703 |58 (2.5) 0 12 (0.5)
Common| (30.4) Common| (30.1)
Abdominal pain ° Very 355 |16 (0.9) 0 5 (0.3) | Very 455 |24 (1.0) 0 13 (0.6)
Common | (20.4) Common| (19.5)
Stomatitis ° Very 259 |10 (0.6) 0 2 (0.1) | Very 325 |11 (0.5) 0 2 (0.1)
Common| (14.9) Common| (13.9)
Dyspepsia Very 202 0 0 0 Very 245 1 (0.0) 0 0
Common| (11.6) Common| (10.5)

General disorders and administration site conditions
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MedDRA System Organ T—-DXd 5.4 mg/kg BC Pool T—DXd 5.4 mg/kg All Tumor Types Pool

Class (N = 1741) (N = 2335)
Preferred Frequenc Number (%) of Subjects Frequenc Number (%) of Subjects
Term/Grouped Term y 2 CTCAE Grade SAE y 2 CTCAE Grade SAE
All Grade | Grade All Grade | Grade
Grades | 3 or 4 5 Grades | 3 or 4 5
Fatigue ° Very 990 130 0 10 (0.6)| Very 1292 182 0 21 (0.9)
Common| (56.9) (7.5) Common| (55.3) (7.8)
Pyrexia Very 223 6 (0.3) 0 11 (0.6)| Very 293 |10 (0.4) 0 16 (0.7)
Common| (12.8) Common| (12.5)
Hepatobiliary disorders
Transaminases 518 |67 (3.8) 0 3 (0.2) | Very 622 |81 (3.5) 0 3 (0.1) 0
increased ” (29.8) Common| (26.6)
Infections and infestations
Upper respiratory 339 3 (0.2) 0 4 (0.2) | Very 380 3 (0.1) 0 4 (0.2) 0
tract infection ® (19.5) Common| (16.3)
Investigations
Weight decreased Very 246 8 (0.5) 0 1 (0.1) | Very 300 |12 (0.5) 0 1 (0.0)
Common| (14.1) Common| (12.8)
Metabolism and nutrition disorders
Decreased appetite Very 529 |29 (1.7) 0 4 (0.2) | Very 715 42 (1.8) 0 7 (0.3)
Common| (30.4) Common| (30.6)
Hypokalaemia ° Very 208 |63 (3.6) 0 12 (0.7)| Very 279 189 (3.8) 0 13 (0.6)
Common| (11.9) Common| (11.9)

Musculoskeletal and connective tissue disorders

Musculoskeletal pain | Very 456 |15 (0.9) 0 14 (0.8)| Very 551 |21 (0.9) 0 19 (0.8)

Common| (26.2) Common| (23.6)
Nervous system disorders
Headache ° Very 329 5 (0.3) 0 2 (0.1) | Very 381 5 (0.2) 0 3 (0.1)
Common| (18.9) Common| (16.3)
Respiratory, thoracic and mediastinal disorders
Cough Very 262 1 (0.1) 0 1 (0.1) | Very 325 2 (0.1) 0 1 (0.0)
Common| (15.0) Common| (13.9)
Interstitial lung Very 217 |14 (0.8)|16 (0.9)|61 (3.5)| Very 276 |17 (0.7)]23 (1.0)|77 (3.3)
disease © Common| (12.5) Common| (11.8)
Epistaxis Very 187 0 0 0 Common 213 2 (0.1) 0 1 (0.0)
Common| (10.7) (9.1)
Skin _and subcutaneous tissue disorders
Alopecia Very 729 3 (0.2) 0 0 Very 844 3 (0.1) 0 0
Common| (41.9) Common| (36.1)

Within each pool, frequency was defined as follows: Very Common = 1/10 subjects; Common
> 1/100 to < 1/10 patients; Uncommon = 1/1000 to < 1/100 patients; Rare = 1/10000 to
< 1/1000 patients; Very rare < 1/10000 patients.

® Tnterstitial lung disease (AESI) includes PTs of bronchiectasis, interstitial lung disease, lower

respiratory tract infection, pneumonia, pneumonia bacterial, pneumonitis, and pulmonary
toxicity. These events were adjudicated as ILD and related to use of T-DXd.

(4 HUY CTCAE > 353 o] AL

AANA o7 = 357 TEAES A3 29 vl &S T-DXd ol A 52.8% L 34ty Toll A 44.4%93 T
(Table 13).

Study DB-06 X &7 % 3tuolAd FHA 5% A7t Hig =3%

T-DXd oA dASA o F2(e, =5pp) FAEE HuFon, £inlg Tukyd 747 o) =
(capecitabine®] <&zl ¥ FFstaHFANA FASA o £ HHEZ BuFHth T-DXd +
o] TAEL st Hla] F wi7h dA o ERdTHAZ 8.8% B 4.3%).
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Table 13

Adverse Events of CTCAE Grade 3 or Higher Reported in = 5% of Patients in Either
Treatment Arm in Study DB-06, by Preferred Term (Safety Analysis Set)

Number (%) of Patients

Study DB-06 Supportive Safety Pools
T-DXd 5.4 Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg mg/kg mg/kg
(N = 434) (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Patients with any TEAE 229 (52.8) 185 (44.4) 941 (54.0) 1280 (54.8)
Grade = 3
Neutrophil count 60 (13.8) 36 (8.6) 208 (11.9) 268 (11.5)
decreased
Anaemia 38 (8.8) 18 (4.3) 158 (9.1) 245 (10.5)
Neutropenia 37 (8.5) 35 (8.4) 122 (7.0) 160 (6.9)
White blood cell 25 (5.8) 20 (4.8) 102 (5.9) 117 (5.0)
count decreased
Palmar—plantar 0 31 (7.4) 1 (0.1) 1 (0.0)
erythro—
dysaesthesia
syndrome

6) AF% Z:iﬂr% ﬂr?i% O AL

# 3 TEAEs7} 3483k ko] Hl&-& wgkti(Table
15). T-DXd oA 19o] ¥ 37t Bud Ay Axel #HE TEAEsE #8237 7124 #HAdo
2 247 29 9] oA BRaE ot
At Aol #E® TEAEsS] #A-d9 EAIRRS T-DXd (0.02)3 313+ 2 M 7(0.03) 7Foll AT
Study DB-06¢] T-DXd oA At AxS zaﬂ%& TEAE7} 2tA3l 3kt = A @A= 55o)x] g3k
TEAEsE T-DXd¢} #d 7FsAol J& Aoz ek td4 #AAS 29, A4 1474 3= o8, &
AT A g, HE85 74 19,

Table 15 Adverse Events Associated with an Outcome of Death Reported in a Least One
Patient in Either Treatment Arm of Study DB-06, by Preferred Term (Safety Analysis Set)
Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg mg/kg mg/kg
(N = 434) (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
Patients with any TEAE 11 (2.5) 6 (1.4) 56 (3.2) 96 (4.1)
associated with an
outcome of death
Interstitial lung 2 (0.5) 0 3 (0.2) 3 (0.1)
disease
Sepsis 2 (0.5) 1 (0.2) 4 (0.2) 6 (0.3)
COVID—-19 1 (0.2) 0 1 (0.1) 3 (0.1)
pneumonia
Cerebrovascular 1 (0.2) 0 1 (0.1) 3 (0.1)
accident
Death 1 (0.2) 1 (0.2) 2 (0.1) 7 (0.3)
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Number (%) of Patients
Study DB-06 Supportive Safety Pools
T-DXd 5.4 Chemotherap T-DXd 5.4 T-DXd 5.4
mg/kg mg/kg mg/kg
(N = 434) (N = 417) BC Pool All Tumor
(N = 1741) Types Pool
(N = 2335)
General physical 1 (0.2) 0 3 (0.2) 3 (0.1)
health deterioration
Meningoencephalitis 1 (0.2) 0 1 (0.1) 1 (0.0)
bacterial
Neutropenic sepsis 1 (0.2) 0 1 (0.1) 2 (0.1)
Peritonitis 1 (0.2) 0 1 (0.1) 1 (0.0)
Cardiac arrest 0 1 (0.2) 0 2 (0.1)
Haemorrhage 0 1 (0.2) 0 0
intracranial
Pleural effusion 0 1 (0.2) 1 (0.1) 1 (0.0)
Pulmonary embolism 0 1 (0.2) 0 1 (0.0)

© S Uy oA
OEZEE BFEIE T

LDIAE2e T-DXA 94 Z2odel 98 798 Aehdelt. B4 HE wel LD Zdel g-i
e 157 B 25F0100m AT 2 F¥eg /1A, Y, £F D)ol O U, 3o g =
UEEs 248 A9e 5% Ad A B8 24, As[megasdgels 23 ¥ A4 o

ZF)e} Z& 71E ILD 7tel=giels weh Ak oz e s

A2 ILD/H 25 =e SEl7F ILD ACol A== AthTable 33). Study DB-06°14 #78¥ oF= ¥
ILD+= T-DXd w9 34k 49%H(11.3%)N4 Bag o vz stgtayrolyes A 150.2%) A RHilE]
At

T-DXd &9 vt Fde 1589 = 2585° , 3188 gAeA 35H Abzde] AP OH, 45
Abdo]l A BatE QIATh 3W o] FAelA ALY Aol #EE AAE oFE #Y ILD7F A PTHE
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Table 33 Overview of Adjudicated Drug-related ILD (Safety Analysis Set)

Adjudication Result and Number (%) of Patients
CTCAE Grade by _ :
Adjudication Committee Study DB-06 Supportive Safety Pools
T-DXd Chemotherap T-DXd 5.4 T-DXd 5.4
5.4 mg/kg mg/kg
mg/kg (N = 417) BC Pool All Tumor
(N = (N = 1741) Types Pool
434) (N = 2335)
Total number of patients 75 5 (1.2) 299 (17.2) 379 (16.2)
with events adjudicated by (17.3)
the ILD AC
Adjudicated as ILD
Any grade 52 1 (0.2) 226 (13.0) 286 (12.2)
(12.0)
10 (2.3) 0 54 (3.1) 68 (2.9)
2 36 (8.3) 1 (0.2) 139 (8.0) 175 (7.5)
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Adjudication Result and
CTCAE Grade by

Number (%) of Patients

Adjudication Committee Study DB-06 Supportive Safety Pools
T-DXd Chemotherap T-DXd 5.4 T-DXd 5.4
5.4 y mg/kg mg/kg
mg/kg (N = 417) BC Pool All Tumor
(N = (N = 1741) Types Pool
434) (N = 2335)
3 3 (0.7) 0 14 (0.8) 17 (0.7)
4 0 0 1 (0.1) 1 (0.0)
5 3 (0.7) 0 18 (1.0) 25 (1.1)
> 3 6 (1.4) 0 33 (1.9) 43 (1.8)
Adjudicated as drug-—related ILD
Any grade 49 1 (0.2) 217 (12.5) 276 (11.8)
(11.3)
1 7 (1.6) 0 51 (2.9) 65 (2.8)
2 36 (8.3) 1 (0.2) 136 (7.8) 171 (7.3)
3 3 (0.7) 0 14 (0.8) 17 (0.7)
4 0 0 0 0
5 3 (0.7) 0 16 (0.9) 23 (1.0)
>3 6 (1.4) 0 30 (1.7) 40 (1.7)
Adjudicated as not drug—related ILD
Any grade 3 (0.7) 0 9 (0.5) 10 (0.4)
1 3 (0.7) 0 4 (0.2) 4 (0.2)
2 0 0 3 (0.2) 4 (0.2)
3 0 0 0 0
4 0 0 0 0
5 0 0 2 (0.1) 2 (0.1)
>3 0 0 2 (0.1) 2 (0.1)
Adjudicated as not ILD 23 (5.3) 4 (1.0) 72 (4.1) 92 (3.9)
Pending adjudication ® °
Any grade 0 0 1 (0.1) 1 (0.0)
1 0 0 0 0
2 0 0 0 0
3 0 0 1 (0.1) 1 (0.0)
4 0 0 0 0
5 0 0 0 0
> 3 0 0 1 (0.1) 1 (0.0)
o o] 2}l A17]%5:
AAE o= ¥d DY IHES AN AVl FEACNA 13.5%25/185%), AS Aol At A

)
7.4%(14/190%), 5% &l Sxfdl A 17.5%10/57%H) ATt
> 353 A BAEL A7

of &4 190.5 %), T5= & A 29G.5%).
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45 oFg ¥ LD BAE

ofAJo} &Afoll A 12.8%(19/1487%8), = wH| Akl A 10.6%(5/47%), 3
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2} 39H(0.7%)°) 355 AAS Rudlon 45F = 55F AMAEe RuHA &gtk T-DXdT9 =
03} ststa o] 8 35(0.7%)°] AEH AHS AIAGCTH, 35+, 455 44 19.
LV 7153 AESI®] Hx A BHA7EA 9 AZF 297 T-DXd #olA 168.0L(H 9 42~698Y), &3}

0

SHToA 145.0€089): 43~5119)e]A T} Study DB-06 T-DXd #¢] A3+ T-DXd 5.4mg/kg BC &
T(FS7k 168.0Y, M9l 1~698Y) @ T-DXd 54mg/kg RE U #3 SLH(EAE: 16759, ¥
1~792¢)e] A} FAFIT

AtAo] saEd BAtoA LV 7155 A AESIY Hzx AFA 7|13 U7 T-DXd TollA] 88.5€(HH:
8~449%), 3}3t QW ol A 120001(1:'44 28~301¥)e) Ak Module 5.3.5.32] &3 <kdA A3}, Table
2.7.4.2.6.7 =). Study DB-06 T-DXd w2 Z3}t= T-DXd 5.4mg/kg BC STH(F Sk 85.0¢, H9:
8~449¢) @ T-DXd 5.4mg/kg RE 2% 73 EF7(ESz 81.0Y, MY 2~4499)e) A7} FAITH

Abd& Study DB-069] T-DXd «+ =} 29 olA A@ek Fa3 #Ho] Aom F 32 BFoA i
=

LV 715527 AESI7} TEAEZ R1u¥ T-DXd & &4 354 %, A 219(60.0%)8 Abdo] s&EH A
3zt 19(2.9%) e o= 374 d4EYoH T—DXd/] Alg DCOE 7IFo=2 A} 13H@E7.1%)2 34
H2] gttt LV 7|55 A4S TEAEE R1ud 318taw+ 3= 168 5 3= 89 (50.0%)S Alzdo] 345
A3 A 3H18.8%) L A Folerm AH DCOZE 7|&Fo 2 A 53HEGBL3%S sfiLHA ekt
Study DB-06 T-DXd ¢ A3+ T-DXd 5.4mg/kg BC ST (4T 64.0%, FH53 34 fa=
1.1%, &R 2 28.1%) 2 T-DXd 5.4mg/kg & TF #38 SITGEIAE 62.0% 753 &4 3
2% 0.9%, H2HA &S 31.5%)2 A3t FAHIT

Table 35 Events of Left Ventricular Dysfunction Reported in Any Patient in Either Treatment
Arm of Study DB-06 (Safety Analysis Set)
MedDRA Preferred Term Number (%) of Patients
CTCAE Grade
Study DB-06 Supportive Safety Pools
T-DXd Chemotherapy | T-DXd 5.4 mg/kg T-DXd 5.4
5.4 (N = 417) BC Pool mg/kg
mg/kg (N = 1741) All Tumor
(N = Types Pool
434) (N = 2335)
Patients with LV 35 (8.1) 16 (3.8) 89 (5.1) 108 (4.6)
dysfunction
1 1 (0.2) 0 11 (0.6) 14 (0.6)
2 31 (7.1) 13 (3.1) 69 (4.0) 80 (3.4)
3 3 (0.7) 2 (0.5) 9 (0.5) 13 (0.6)
4 0 1 (0.2) 0 1 (0.0)
5 0 0 0 0
> 3 3 (0.7) 3 (0.7) 9 (0.5) 14 (0.6)
Ejection fraction 35 (8.1) 12 (2.9) 84 (4.8) 99 (4.2)
decreased
1 1 (0.2) 0 8 (0.5) 10 (0.4)
2 31 (7.1) 11 (2.6) 68 (3.9) 79 (3.4)
3 3 (0.7) 1 (0.2) 8 (0.5) 10 (0.4)
4 0 0 0 0

_76_



MedDRA Preferred Term Number (%) of Patients
CTCAE Grade
Study DB-06 Supportive Safety Pools
T-DXd Chemotherapy | T-DXd 5.4 mg/kg T-DXd 5.4
5.4 (N = 417) BC Pool mg/kg
mg/kg (N = 1741) All Tumor
(N = Types Pool
434) (N = 2335)
0 0 0 0
> 3 3 (0.7) (0.2) 8 (0.5) 10 (0.4)
Left ventricular 1 (0.2) (0.2) 3 (0.2) 3 (0.1)
dysfunction
1 0 0 2 (0.1) 2 (0.1)
2 0 1 (0.2) 0 0
3 1 (0.2) 0 1 (0.1) 1 (0.0)
4 0 0 0 0
5 0 0 0 0
> 3 1 (0.2) 0 1 (0.1) 1 (0.0)
Cardiac failure 0 3 (0.7) 3 (0.2) 5 (0.2)
1 0 0 1 (0.1) 2 (0.1)
2 0 1 (0.2) 1 (0.1) 1 (0.0)
3 0 1 (0.2) 1 (0.1) 2 (0.1)
4 0 1 (0.2) 0 0
5 0 0 0 0
> 3 0 2 (0.5) 1 (0.1) 2 (0.1)

Study DB-06 A wlo]2xg}Ql W o] 22kl & LVEF gto] & o AW T-DXd o+ &7+ 14.6%7} 2%
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Table 36 Summary of LVEF Values, Based on ECHO/MUGA Scan Data (Safety Analysis Set)
LVEF Parameter Number (%) of Patients
Criteria
Study DB-06 Supportive Safety Pools
T-DXd Chemotherap T-DXd 5.4 T-DXd 5.4
5.4 mg/kg y mg/kg mg/kg
(N = (N = 417) BC Pool All Tumor
434) (N = 1741) Types Pool
(N = 2335)
Patients with worst LVEF CTCAE grade post baseline, n (%)
Nonmissing n *? 396 332 1617 2075
Grade 2 58 (14.6) 26 (7.8) 246 (15.2) 296 (14.3)
Patients with LVEF 42 15 188 213
measurement after
worst grade
Recovered from worst | 35 (83.3) 10 (66.7) 146 (77.7) 164 (77.0)

_77_




LVEF Parameter
Criteria

Number (%) of Patients

Study DB-06 Supportive Safety Pools
T-DXd Chemotherap T-DXd 5.4 T-DXd 5.4
5.4 mg/kg y mg/kg mg/kg
(N = (N = 417) BC Pool All Tumor
434) (N = 1741) Types Pool
(N = 2335)
grade to = 90% of
baseline,
n (%) "¢
Grade 3 3 (0.8) 2 (0.6) 14 (0.9) 15 (0.7)
Patients with LVEF 2 2 11 12
measurement after
worst grade
Recovered from worst | 2 (100) 1 (50.0) 7 (63.6) 7 (58.3)
grade to = 90% of
baseline, n (%) °°
LVEF measurements at baseline
n 432 417 1738 2332
Mean 63.6 63.1 63.9 63.9
Std Dev 6.16 5.79 6.20 6.10
Median 63.0 63.0 64.0 64.0
Minimum, maximum 50, 81 50, 83 50, 86 50, 86
40% to 49% 0
20% to 39% 0
< 20% 0
Lowest LVEF measurement post baseline
n 398 332 1620 2078
Mean 59.6 61.2 60.1 60.3
Std Dev 5.49 5.41 5.70 5.74
Median 60.0 61.0 60.0 60.0
Minimum, maximum 24, 79 42, 76 24, 79 24, 80
40% to 49% 11 (2.5) 6 (1.4) 46 (2.6) 52 (2.2)
20% to 39% 1 (0.2) 0 3 (0.2) 3 (0.1)
< 20% 0 0 0 0
Change from baseline to lowest post—baseline measurement
n 396 332 1617 2075
Mean —-4.0 -1.9 -3.9 —-3.7
Std Dev 5.63 5.42 5.53 5.48
Median —-3.0 -1.0 -3.0 -3.0
Minimum, maximum —38, 14 —-25, 19 —-38, 18 —38, 18
10% to 19% decrease 55 (12.7) 22 (5.3) 228 (13.1) 275 (11.8)
in absolute value
> 20% decrease in 3 (0.7) 2 (0.5) 13 (0.7) 14 (0.6)
absolute value
Highest LVEF measurement post—baseline
n 398 332 1620 2078
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LVEF Parameter Number (%) of Patients
Criteria
Study DB-06 Supportive Safety Pools
T-DXd Chemotherap T-DXd 5.4 T-DXd 5.4
5.4 mg/kg mg/kg mg/kg
(N = (N = 417) BC Pool All Tumor
434) (N = 1741) Types Pool
(N = 2335)
Mean 65.7 65.0 66.6 66.2
Std Dev 5.78 6.11 6.25 6.25
Median 65.0 65.0 66.0 66.0
Minimum, maximum 50, 81 49, 84 43, 90 43, 90
Change from baseline to highest post—baseline measurement
n 396 332 1617 2075
Mean 2.1 1.9 2.6 2.3
Std Dev 5.63 5.42 5.75 5.73
Median 2.0 2.0 2.0 2.0
Minimum, maximum =27, 22 —25, 26 =27, 24 =27, 24
10% to 19% increase 37 (8.5) 19 (4.6) 174 (10.0) 211 (9.0)
in absolute value
> 20% increase in 2 (0.5) 2 (0.5) 8 (0.5) 9 (0.4)
absolute value
(1 AdLA4
=3 golgAES AF}E s|uto g 3 ADA FHEM| o] 2gkel == Hﬂ°léﬂ} % ADA ¥4 WE8)
S BAN(RE 1YY EFT T-DXd 5.4mg/kg~9.2%(2E et 53 5.4mg/kg T-DXd E3)Ach
ADA A4 Ao OFEE2 o]kl ATt ADA Ao HEE 1d8Y 5 T-DXd 5.4mg/kge]
50% 2 2E 99 53 5.4mg/kg T-DXd 582 5.3%). ADA ‘%’r*gg(xlf—i S A% ADA 4A
WEE)S FHT Anbel A %%E}(E 1yt TF T-DXd 5.4mglkge) 21% % =& F¥d THT
5.4mg/kg T-DXd T&T 2] 2.6%). Hol 327t X5 & WA NAb HAAA Aot EE 11

o} B3+ T-DXd 5.4mg/kge] 0.1% 5) ol

= o
2= R

=37 54mglkg T-DXd B3] 0.2%).

8 A" F3F
A= TEAESY A QokQEAA A1) 3 500 A= St
Table 50  Overall Summary of Treatment-emergent Adverse Events by Age Group (Safety Analysis Set)
Parameter < 65 years = 65 years
Study DB-06 Supportive Safety Study DB-06 Supportive Safety
Pools Pools
T-DXd | Chemo T-DXd T-DXd T-DXd | Chemo T-DXd T-DXd
5.4 —thera 5.4 5.4 5.4 —thera 5.4 5.4
mg/kg Dy mg/kg mg/kg mg/kg Dy mg/kg mg/kg
(N (N = BC Pool All (N = (N = BC Pool All
302) 286) (N = Tumor 132) 131) (N = Tumor
1320) Types 421) Types
Pool Pool
N = (N =
1661) 674)
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Parameter < 65 years = 65 years
Study DB-06 Supportive Safety Study DB-06 Supportive Safety
Pools Pools
T-DXd | Chemo T-DXd T-DXd T-DXd | Chemo T-DXd T-DXd
5.4 —thera 5.4 5.4 5.4 —thera 5.4 5.4
mg/kg Dy mg/kg mg/kg mg/kg Dy mg/kg mg/kg
N = (N = | BC Pool All (N = (N = | BC Pool All
302) 286) (N = Tumor 132) 131) (N = Tumor
1320) Types 421) Types
Pool Pool
N = (N =
1661) 674)
Duration of treatment (months) *
Median 11.45 5.52 10.82 9.66 10.50 7.36 9.95 8.10
Minimum, maximum 0.7, 0.1, 0.2, 0.4, 0.2, 0.4,
33.3 26.9 0.2, 44.0 44.0 39.6 35.9 0.4, 45.1 45.1
Patients with any TEAE 301 272 1313 1651 128 125 417 666
(99.7) (95.1) (99.5) (99.4) (97.0) (95.4) (99.0) (98.8)
TEAEs with worst 154 115 686 865 75 70 255 415
CTCAE Grade > 3° (51.0) (40.2) (52.0) (52.1) (56.8) (53.4) (60.6) (61.6)
Treatment—emergent 52 38 299 408 36 29 130 244
SAEs (17.2) (13.3) (22.7) (24.6) (27.3) (22.1) (30.9) (36.2)
TEAEs associated 38 23 211 244 24 16 96 132
with study drug (12.6) (8.0) (16.0) (14.7) (18.2) (12.2) (22.8) (19.6)
discontinuation
TEAEs associated 152 101 588 724 58 59 206 315
with study drug (50.3) (35.3) (44.5) (43.6) (43.9) (45.0) (48.9) (46.7)
interruption
TEAEs associated 75 98 308 371 32 63 109 161
with dose reduction (24.8) (34.3) (23.3) (22.3) (24.2) (48.1) (25.9) (23.9)
TEAEs associated 5 (1.7) 2 37 (2.8) 50 6 (4.5) 4 19 (4.5) 46
with an outcome of (0.7) (3.0) (3.1) (6.8)
death ©
Patients with any 295 256 1284 1586 122 117 405 622
drug—related TEAE ¢ (97.7) (89.5) (97.3) (95.5) (92.4) (89.3) (96.2) (92.3)
Drug—related TEAEs 116 82 545 659 60 49 205 312
with worst CTCAE (38.4) (28.7) (41.3) (39.7) (45.5)— | (37.4) (48.7) (46.3)
Grade > 3 °
Drug—related 27 14 143 172 19 10 65 109
treatment—emergent (8.9) (4.9) (10.8) (10.4) (14.4) (7.6) (15.4) (16.2)
SAEs
Drug—related TEAEs 37 19 180 205 19 14 86 112
associated with study (12.3) (6.6) (13.6) (12.3) (14.4) (10.7) (20.4) (16.6)
drug discontinuation
Drug—related TEAEs 90 67 412 475 37 36 151 213
associated with study (29.8) (23.4) (31.2) (28.6) (28.0) (27.5) (35.9) (31.6)
drug interruption
Drug—related TEAEs 65 95 287 347 29 60 96 142
associated with dose (21.5) (33.2) (21.7) (20.9) (22.0) (45.8) (22.8) (21.1)
reduction
Drug—related TEAEs 2 (0.7) 0 13 (1.0) 14 3 (2.3) 0 7 (1.7) 14
associated with an (0.8) (2.1)
outcome of death ©
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6.5.3. H1& 4 9444 & (Non-pivotal studies) (42T 313)

o IR fl=

6.54. 71E+Q3A A (Supportive studies)

HER2 3o th3t 8A AASE S FAA I YA = HolE Y A 4

Study DB-06°l &3t 3x}+= HER2 &4 “JEl(HC O[SH- =& HlAZAH, IHC 1+ISH- =+ v AAH] ==
[HC 2+/ISH-) ©o]=geo] = &xbol 3ok T2y DB-060lA Fxte] Ad =L F2uA
PATHWAY/VENTANA & HER2(4B5) IUO #4-& A3 HER2 =4I&HIHC > 0 < 1+) =+ HER2 A
AUIHC 1+ % IHC 2+/ISH-) 7JHi¢} HC 2+ F#le] A9 AzdA 810 mE 52Ud¥ HER2 ISH &40
et WFH T4 AA Hotel 7wkt

eCRFol|l Q& F&3% dA HER2 AL At BRaud £ AA 237 25 s Sddd o8] dA44
l FA@R@AD) vs Y HER2 IA = vlo]E7l 8ok= o Table 8o AA=o] Atk HER2 IHC 0 A
Fe T AA Aol el 2] MF( Az Aol gl HC 00 = ‘Alxdre] gAl"l HC
0, DB-06°llA] HC > 0 < 1+ 7]&®’ )2 FREIHASY, ol dA &F A A &34 &27] o
ol dA HA Aol disi s FEHA EAAT, o] 27] ¥F= ASCO/CAP 7Fel=gkRle] HC 0
W3 Yo 71&5 o] JAtHWolff et al 2023). w2bA HER2 A &AM Eute] A= [HC 0)o gk &
A Aot ¢ AT WY AEE AFE 7 floh oA #AFEA) HER2 A#AIHC 1+ =+ HC
2+/ISH-) 237} = 58 5, % HERZ AAbel] &3 78.7%(999/1,270)¢] <7} HER2 A&do =g 2
AE Ao ol DB-04 2~38d Al 77.6%% #EE ukel IX3cHGarrido et al. 2023). AR HH &2
zto], o @& wdl 7oA HER2 M55 ZASI= o o dA Helgate] gigh us F=, A
T Bl dd-2 HER2 Hdol gk A Brieh 59 H7F ko] ##RA Aolod ¢S vF 5 3l
HER2 ¥4 Aol didt dA vs T4 A =7F A Ao met 538 MdS BAAC]F A
A+ HER2 eje] 7] BEUAE& 524%7} 8.4%= Z+4a%) trastuzumab %<¢l 3 HER2 ZHAF Ao 7]
st (Pfitzner et al. 2018), ©] @2 WEgArl £d 9 WSS w3 HER2 A¥d 9 HER2 =449 3
717y 22 A71H Q4 I8 Hol AR 23l wef, HER2 A14d 9 HER2 2443 A+ A
o] /dE ASE diFHtt ol o4y dXstEel, #H F HER2 A¢d Hey #AAo] AHd Ao
2 ol tHRuschoff et al. 2023).

Table 8 Concordance of Local and Central HER2 status in DB-06

HER2 Local HER2 central
TIHC 0 IHC 1+| IHC 2+ | IHC 2+ | IHC | Total
Absent VWith membrane staining /ISH- /ISH+ 3+
membrane HER2-ultralow HER2-low
staining (IHC > 0 < 1+)
Co 123 140 70 15 1 0| 349
C 1+|HER2-1 45 146 534 83 1 1| 810
HC 2+ jow 20 50 146 236 6 2 | 460
ISH-
C 2+/ ISH+ 0 2 3 3 0 0 8
C 3+ 1 1 0 0 0 0 2
[Total 189 339 753 337 8 3 11629
66. 7tTAE
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6.7. Yol thd AAAA
o AR FHA AEold Bz
7. 2l =9 AlBE ol &5 A=
o T HY 5 HSE F7} 5
NREE n= 7MY 8 AT
SR
. - 2025.01.27 2025.03.31
F7Fd A
Enhertu as monothera is
. adult patients with | by
_ . indicated for the treatment of
HAAEB7153 m=  zo]A | unresectable or metastatic . .
adult patients with unresectable
st o) A Bxe] T e | O Hormone receptor or metastatic
o olFo] ol BHAA (HR)-positive, HER2-low (IHC . hormone receptor
_ 1+ or [IHC 2+/ISH-) or
gk 7FA o)de] WiEHl 8 HERZ-ultralow  (HC 0 with (HR)-positive, ~HER2-low  or
_ N _ -u w \%
8589 | & W HER2 A& (HC . HER2-ultralow breast cancer
membrane  staining)  breast .
1+ =X [HC 2+/[SH-) == . who have received at least
cancer, as determined by an docri h i th
= 3 } eS| one endocrine therapy in the
HER2 ZAdd (M 2=te] o FDA-approved test, that has tastati i gy h
Mg HCOFEY A2l A | progressed on one or more me asa1c.settmg and who are
= . . ) not considered suitable for
= endocrine therapies in the i
. ) endocrine therapy as the next
metastatic setting. i
line of treatment
8. T FAMZ2te H|mHE F U okESe E4of &S X=

o« NHANERHAER)F H7A W
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