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EENVOEE KR ORI, M bEaHERE (E& TR TIIEER20%IIN, FE 20%LL T, &
R IRUSNCITEELIS%EAN, FEEE 15%LAT) Ziiiz Uiz, miEh=t %t/ RED

E& FRIX 0.10ng/mL TH - 7=,
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Table 1-1. Overview of clinical studies used in the population pharmacokinetic analysis

Study no. Study population No of Dosage regimen Pharmacokinetic
subjects sampling

Phase I studies

J101 Healthy males 48 5, 10, 20, 50, 100, 200 mg SD Intensive

J102 Healthy males 40 10, 20, 50, 100 mg qd, 10-day Intensive

J108 Healthy males 20 2.5 mg SD x 2, with or without itraconazole Intensive

J109 Healthy volunteers with normal / mild / 18 2.5 mg SD Intensive

moderate HI

J110 Healthy males 24 2.5 mg SD x 2, with or without amlodipine Intensive

J111 Healthy males 12 5 mg SD x 2, with or without rifampicin Intensive

J112 Healthy males 24 5 mg SD x 3, with or without food, or IV injection (over | Intensive

1 hour)

Phase II studies

J201 Hypertension 49 1.25,2.5,5, 10 mg qd, 6-weeks Sparse (trough) with
intensive

1202 DKD on ARB and CB 98 1.25,2.5, 5 mg qd, 4-weeks Sparse (trough) with
intensive

J203 Hypertension 334 1.25,2.5, 5 mg qd, 12-weeks Sparse (trough)

J204 DKD on ARB or ACEI 359 0.625, 1.25, 2.5, 5 mg qd, 12-weeks Sparse (trough)

J206 Hypertension with moderate RI 33 1.25-2.5-5 mg qd, up-titration, 12-weeks Sparse (trough) with
intensive

Phase III studies

J301 Hypertension 659 2.5, 5 mg qd, 12-weeks Sparse (trough)

J305 Hypertension with moderate RI on ARB or | 58 1.25-2.5-5 mg qd, up-titration, 12-weeks Sparse (trough)

ACEI
J306 Hypertension with DKD on ARB or ACEI 51 1.25-2.5-5 mg qd, up-titration, 12-weeks Sparse (trough)

ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; CB, calcium channel blocker; DKD, diabetic kidney disease; HI, hepatic
impairment; 1V, intravenous; qd, once daily; RI, renal impairment; SD, single dose.
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212 Y7 bhu=T
RHE [ ) EHREMEHT 121X NONMEM Y 7 k7 = 7 version 7.2 % FH\ >, Pearl-Speaks-
NONMEM (PsN) version4.6.0 & VN THEIT Lz, RHEMSEMENREMIT Cik, iz im U T
St & —UGERIE (First Order Conditional Estimation, FOCE 7 /L= U X &) Zfifi ] L 7= %,
NONMEM DR T 7k, 2 2 b—3a VA EDLZ DMOLETOMETICIZ R

Y7 b =7 version 3.3.1 & 7=,

2-1-3  RHEHEZEWENREE 7 /L84
2-1-3-1 R—REF/N
TH XYL COREFEYEREET VOEEET L (RX—RET V) 1L, B - 3
HEAA 20 2 4 e, HAOBEEE  (objective function value, OFV), KU % 72 goodness-of-fit
(GOF) o@2MWr7m v MIHES&, #biea s S— kA v Mt (2 T 3), RIpalfE (1%
MR, S 0 Yile & 1 YRR ANEE L 7 SE) e O RE (BRIE UL IERIE) % feiil
LU THES L7, =Yt L R — IpEHER ORI 1T, FERFE OFE00 70 B5.
DRBRIZRMBIINES R DU 7 A RifRZ R L2 Z &b, 0 e & 1 Sl ssi L7
WILET IV (Wb D 7EA RRINET V) ZEicE o, BEMAEYEREE T VIds
V772 (CL), Hbhar "=k A b (Vo) ROKRa L /S—h A b (Vpr, Vi) D%y
MEM, 2= A MDA 7 VT F A (CLa, CLa) « 1 IROWIGHREEEL (ka)
0 KON (D1, D2) . R OEWFRFIHE (F) 237 A—4% L L7 (Fig. 1-1), AHf
FETIETR AR EZ KL OHIRNE S Zo T =t L VRET—ZBFIHAMETSHY |
FHEMSEDENEE T V%2 T DICFERHSY Tk D 2 LI Lo T FIXEYERE T XA —%

L LTHEEFRE T - T2,
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Peripheral 1
\%

Oral input; Intravenous input:
F x Dose Dose

p1

Peripheral 2
V

p2

Fig. 1-1. Structural pharmacokinetic model of esaxerenone following oral and intravenous
administration.

CL, clearance; CL4;, CLg2, inter-compartment clearances between central and first peripheral
compartment, and between central and second peripheral compartment, respectively; D1, D2, zero-order
input duration to depot and central compartment, respectively; F, absolute bioavailability; ka, first-order
absorption rate constant; Ve, Vi1, and Vy2, volumes of distribution for central compartment, first
peripheral compartment and second peripheral compartment, respectively.

THFE L O THH DDIER (J108 FABR KL OV I111 #BR) # CTlkomdFr L b A
FZary— k) 77 EOFT DD BARDHLNTEY . ZiLh OIEAIONEH
T VXL COEYEEANT A —ZITEELRITTEELZ NI ENG, A R 2
T = APHRONY 7 7 BV O R EEEE T L O (e T VIER) &L
TENEIN CL KO FISHAAAT, Fo, B THAEERGHER 0101 35) 2icknTT
XL 3 50mg L EOHETHELEZ THIDBERED LA ZR LTI L6, FITK

THHE (<50 mg iE> 50 mg) DOEEICHONT HEGETT VLR L L GHAAAT,
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HWINEE N T A — Z OEERRIATN TG EER I MIHE S LAE L, Bz v TRe

L7z (Eq.1-1)

0, =0, 'exp(ﬂi) (Eq. 1-1)

where 6; is the pharmacokinetic parameter for the i-th subject; Otv is the typical population
estimate; and m); is the subject-specific normally-distributed random-effect with mean 0 and

variance ®>.

NTA=Z DA ARE THIUL, AIRERIRY £ < OIMBIRE /T A — Z AR LS 2
TME LTz, BERIEE) () 1 3RANTINLCIER A D EAE L, BIRMZB DM D
FRBE DA 2 AT L 712 . 2628 &Il S TG B I I3HRRE BT A—%) 2 BB L,

AT =d 2t L CREBEIERSMICHE D L BN Linh| ERAELBIC

IE log-transformation to both-sides” 7 7'=m —F i H L 7= (Eq. 1-2),

ln(yij ): ln(j}ij )+ Eij (Eq. 1-2)

where yijj and J;; are the j-th observed or predicted plasma esaxerenone concentration for
the i-th subject, respectively; and &;; is an independent normally-distributed random-effect
with mean 0 and variance ¢°.

AWFTROT —H ¥ v b Tk, MEP T3 L CREOER FRRTE (BLQ) 13#%5
B OBEEREEOK 21%RE L DB TH o722 &35, BLQ 7 — & I RHERI K Y Bh REfRAT

NHERIN LT,

2-1-3-2  LEEMENT

N—RAET )VEREE LT, full covariate modeling (FCM) 7 7’1 —F 37 2\ CTHAEH
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Z RHEMEYEIRET T LV ~SHAANTZ, FCM 77/ a—F (3B EE2 AT v 7T A X|TER
THZEICEREENT, BROHHKEEHREONT A — L EICEHRZ BN LR
FENTOFUETD D, 3, BLRO & 2 28 Bt & S BB/ R T A — X ORRERASA AHEEH

(EBE) OFHBERAFRIZOWT, 7T 712 K 2 BRI M OERHAREAR (t B, ANOVA X
X GF) MEEIR) &1To7, AR L EWERE/ ST A — % OFBBILRO J5 FEAFHARIC
M EEZ LN, EEMEBICHHFEAICRON T ET R (p<0.001) 23588 S U7 HAE B
L — BT — 2T U AIA I, full covariate BT L EAEE LT, 7277 L. DL
EERMOBIIIRWAHBREAE O bN T HEIL. TOP TEHFPHICR b XY EEZ LN L
TERAEIN L7, full covariate TF /L AR LI2#, HWERE T A —Z ITHT 55 AR
IRZEHEE L. TD 95%7 — M A+ T v TEEIXE & AW i [F S PE O E S (0.80~
125) #4252 Lzl SIEEDROBIKERZ TN L7,

BEIE CThHILERICHT 2HER T A =X OBRIL. EWEREART A —FD
EBE LHLZED T vy MIfEW, BEBREOTIRETE L Z U 7 LTe~ & (power
function) (Eq.1-3). F%5tBI% (exponential function) (Eq.1-4) XXX/ #IEEEE (piece-wise
linear function) (Eq.1-5, Eq.1-6) ZHWTET AL LT, —FH, AT IV DLVEHTH D
WEBEOHRIZOWTIE, FERZEH (0/1) ZHWTE{L#E (fractional change) (Eq.1-7) &

LCETMELT,

X FIE (power function) :

KC()V

cov,

0, =0, - — (Eq. 1-3)
median_,

FE5BA%  (exponential function) :

0.=6,,- exp(Kcov . (covl. —median_, )) (Eq. 1-4)

XA R EA%L (piece-wise linear function) :

0.=06,,- (1 +K,, - (covl. —median_, )) (Eq. 1-5)
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If cov; > a break point (BP):
0,=6,,-(1+K_, - (BP—median_, )) (Eq. 1-6)

{2 (fractional change) :

Hi = HTV ) eXp(Kcov )COVi (Eq' 1'7)

where covi is an individual covariate value; medianc,y is the median covariate value; and Koy is
a covariate scale factor that describes the magnitude of the covariate-parameter relationship.

ARFFE TR U 7o 3028 B, e (RERRARBR T S0 L HEAE SR PRI BB )
MR, s, KB, TAB IV HRAT 7 X —E (ALP), 7T 7=0T 3/ hIF7v A7 x27—%
(ALT), TARTG X UERT I ) h T A7 27 —1F (AST), eV L e (TBIL), y-Z /v
AINET AT 27— (GGT), MiF7 LT F =183 < HEERERIKTEEE (eGFR)
38 MR (FEMLEE A S F oMY SO | TRBR T O TR CYP3A B A TR 54
OO B TA R OB IR O A) | WONS PAEEEERIK T (SIEERE DO, fER

L LTH#HH) (moRD) THD,

2-1-3-3 ®K&ET LV

LI BRIT O T 1%, BEMEYERET L (REET V) LV FIREBEHRO /T 2
—AWEEMEPREE LSHES N, FEENOREMTFIICER Y EBZZ LN Z & 2R
7o Flo. EWEHENT A —Z OEKMZS O EBE 28 L, N—AET7 L TRE SN
B LIEWENRE N T X — 2 OFHBARRN AT T VIS K o THEENCHRBI SN 2 & 26
AL,

AAETANMET =Y v L CREBIME AR L T\ D Z L 2R+ 57
b, FEHER)72 GOF 7’1 v b & prediction-corrected visual predictive check (pcVPC) % H T
FFAM L 72 3% pcVPC IZLA T O FNAICHE - CTHEME L7z, £3, BKETLVEHNT, fiffr 7y —

Zty MIEEN D EPERE O RO B L ORME S TomEthoy 1L 7
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AV alb—ya T 58EE 500 T — % & v MO LT IET, i, Mg
TL I UVREDY I 2 b—ya UERED 100 500 KT 90t X—t 2 A L WA T
Ralb—var7—#ty FpbELD 100, 500 TN 90 /S—t & A LA oD 2.50—
97.5M N—t L H ANV (95% FHIKE) Z2HEL, ZhbziifEhotXtr ) R
FEOBIMED 100, 501 JZ TR 90t /X—F > & A JUE & bl L 7=,

Fio, HuLIZ L 57— MA N T v TEEAOVT, BEETNLVDETNRT A= OfE
XM EME L, RBEKOHETEN VY7V 7 Lie7— FA KT v 7% 1,000 [Fl#
DIRL., WORIZEIY LT D7 — R A N T v 7R T A —ZHEEED 2.50—97.50 /\—+

HAINVDOEPHEZRTT IVRT A—Z D 95%EHEIXM & LT,

2-1-4 ETMIHESLLVIalb—vayv

FrE SN BRRRIC EE AR A BN T ¥ L ) v OSRYEIREIC KT LT 5
oD, BT MIESL VI ab—rva ra2F L, FHREENROETT NRT A —Z DR
HEMR D 95% 7 — kA kT v FEHEXMICKE SN T, [EEOIEROMEEZ AT 5 lRE
(B AR ZEENE () & 0 &%) DOEFIRREIZIS 1T 5 M HE P B — e iR T 178 (AUCss.
FXABE/CL & LTHI) 232 b—va v L, W EERE O AUCss (U 77 L A)
D DEALRO SHEEM L 95%IEMEXM % Mk — R 71y hTRUR LTz, ABFZEDT —
By ORERSY G D BEMGOMBKRBR TIEEIL b T TR O HD R S— ZFR (ML)
FWE SN TND Z &, E iR BICHE S5 & o3RI I3 e 5 kg s 1)
5 —HAT) OBBEREARBLLTWI EAEE LT, Mxr—F7 1y MIIE AUCss D

Bl A2 R~ LT,

2-2  WREEE — IUCHRAT
2-2-1 BRIRT — X

A RWEDOBREE — FUSHATIZIE. AARAARRBESMTEERE 2R E Lz 2 SOEESL
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P EER (55 11 AEERER 120327 L OV 11 AHARER 130128) 2 OFE LT — X 2 vz, &4tk
DUETE — FOSRNTIZIE, @AV U AMIEDRBLY 27 BNEWHEARN G EEEZ G E L
72 3 DOREKEER (5 11 FHRER 120430, 45 111 AHEER 13052 1N J30632) #PF& LT-T7—4#

AW, RERT YA % Table 1-2 [Z8EHT 5,

222 Y7 hv=T
F—=AN R T HEHRIT RO R 2 b— a3 v EETe, T TORMER L2

DBRFE — SENTIZC R V7 h 7 =7 version 3.3.1 # 7=,

2-2-3 =HXEL /) UOBRBREOR
MR — SUSHRIT I B 2 R E O ¥ L ) v OBREEEOR HI2I1Z, REREY
EHEE T VO RAEE T VTR b S BT DIy E e N T A — % D EBE Z Wz, %)
PR OV N DR EE — BOSTRATIC IO TR EEHEIR OFEE, W ONS £ OB T IEOFEMIL %

U pYS
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Table 1-2. List of clinical studies used in the exposure-response analyses

Dosage regimens

Study no. Study population No of Study design
subjects
Efficacy exposure-response analysis
J203 Hypertension 332 Phase 11, randomized, double-blind, parallel-
group, placebo-controlled
J301 Hypertension 659 Phase III, randomized, double-blind, parallel-
(ESAX- group, active comparator-controlled
HTN) (eplerenone 50 mg/day)
Safety exposure-response analysis
J204 DKD on ARB or ACEI 353 Phase 11, randomized, double-blind, parallel-
group, placebo-controlled
J305 Hypertension with moderate RI | 58 Phase III, single-arm, open-label
on ARB or ACEI
J306 Hypertension with DKD on 51 Phase 111, single-arm, open-label
ARB or ACEI

0, 1.25,2.5,5 mg qd, 12 weeks

2.5, 5 mg qd, 12 weeks

0,0.625, 1.25,2.5, 5 mg qd, 12 weeks

1.25-2.5-5 mg qd, up-titration, 12
weeks
1.25-2.5-5 mg qd, up-titration, 12
weeks

ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; DKD, diabetic kidney disease; qd, once daily; RI, renal impairment.
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2-2-4 IREE—-AIMETNOBEROETNMIES VI ab—vay

— FNEFRAT CRMI T 2 AME= o RARA ML TR 12 8RS I8 1T 2 BRI
FEMIME (SBP) K OMEIEMAME (DBP) D_R—Z T A b DELE (CB) &L, &
MR 2R E ORER GREH 12 B8RS OFIMET —4% & UG T o@GET — 42 &
OREMEZFHE T2 Wb 5T Rv—7 i Th o Z L, gty ) R
FEITIEHRI 12 B S E TICHDICEFIREBIEL TWD EEXLND Z & (213 B oM
HEPIH RG-S T, BRI 1 BRLINICEFIRBIZEZEL TWD EE X bR
%) b, EEARIEICET S AUC, FHMIEPRE (Co) KOEEMIETRE (Chw) %
M DIREEFEIE & Lo, Blzid, J203 BB OV J301 3BR Tl b 7 7HRER D A /3— R
BRI AN M S v, WIFHIZ BT A E M RO T\ e Z L 2B E L EFIRIEIZI 1T 5 AUC

(AUCss. FxJHE/CL & LCTHH) ZBREEITE S L TBRIR LT,

W iTE — A IMERRAT OFFMT R IE . ARBRO R K OMHTRIGER (FAS) O 5 b, 1A%
BREAEIHIE WTREZR MR T =Y L ) REN 1| Rl EGongiiE s Lz, 77

REZEN D AT DI ERE S IREE — AT O 5 & L. 26 OHERE D AUCss 1T
0L LTHEYHoTz, =T L L U EHEEOPERE IIMNT DRI LT,

TH XL D AUCss &IEFHH 12 HRERIZIS1T 2 AL SBP & UV DBP @ CfB & OFHE
BRAEIFR O OFEZ O TRF L, £7. 2o ORI FRA » M4 5
—AET NE T Tk OWEEHHIRHE, BT 2 M, SN E T L OIURMEIZ S-S0
THEFE L T2,

R—RETIVEMNL L%, FCM 7 7' 1 —F & AW CHE &4 I35 — A 0EE 7 VI
AT, AWFFETHEE LB Benfiid, Fin, M), BEAIORTAR (/) BER
DOEPE CHAE) . B (BT 1~ 2$E% (BMI) <25 kg/m? X|3> 25 kg/m? TER) . MiF7
L7 F=2H3< eGFR, ~EZ B Ale (HbAlc), SBP (SBP DIRFEE — KIGET /LD
7). DBP (DBP DR —SUSET /LD AH) | ME L =& (PRA) K OMHET /L R AT 1

VIRE (PAC) DHFR—AT A METH D, HIEBBMIC OV THARMAT 2 Fh L. )
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A ESUTIRFE N R OB U TRERHARIICA B R (p<0.001) % KIE U732 ikl &
— R TR — AT T VATHLAIA IR, full covariate BT VA AEEE L=, full covariate £
JZEBWT, BT IR E D RO L BHE 0= v F v AR oo &

(p>0.05) 1%, full covariate &7 /LSRN LT,

IR O T %, BT — AT T L ORKETT L) FIEBHREDO T A —
AWEMPREELHESI, ELENODEWFINCRYEEZZOND Z L 2B LT,
AT T NABAEINET S RRA > FOBIMEZ BN LT\ D Z L 2R+ 5720,
PEAEAL TR S TR IS L CRE B O & 2 BIHE O R (Cook DEEE (Cook’s
distance) (ZH-5<) T, ARHEZR[EIFE ST O GOF 7w b 2 FIW TR L7z,

i SN HERDAMET Y RBRA » M RIFTEBELZIMMT 5720, HKETT LI
Koy Ialb—yaraFEfiL, ¥ 2 b—3a Tl BEHESERYEREMEITIC L v 4
FENfczh XL L oERYBEORERE (KEXOS T2y — LI 77
OO ICL B EIET Y RARA Vb~ ONWTHRFT & (T o7, (RO L &
fEE = FtL 0D AUCss (RHEFIFEWENREE T L DREE T /MTEES < BRI ZE)
EEE LIV I ab—ya UH) AT 2RAAEE 10,000 6% 54 S 1B 12 @RS

WZBITFAHEAM SBP K O'DBP D CB 23 I al—a vy LERE YT 7I2F R LT,

2-2-5 WERE—ZRMET UVBEROET VICESS Y Ialb—va v
WREE — L EVEIRATIE, gD Y U AME LR ORBR AR L U THEM Lz, APFFEOEER
HEQE, MiEL Y ¥ ME LA ORBRY 27 BEWERIC ST 5 G- 0% 2k o~
T4y FERONITLHIETHLIED, = hFk L COBREBRIEL MEL YV v LME L
FHOXEPFELE T ORE O BEHEMEIZ DU T time-to-event fEHNT O Tk A FVCEEN L7z, =4
It/ CORBIEIE L LTI, SHERE OFYERE/ ST A — & 0 EBE (25 < i
FEAE R T-HME — REEHERE (7 BRI ERIIREE) &g s Y U LME EA OW)EFEBLE T

D Coy Z2BEGT LT, ), BEBRGAHMIED U ¥ Ll EF OFIEIFEB £ T ORFHKFRIR
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BaRH LI, MED Y U AME LT ORI 571 E R IRRRICE LR THBLL T
W2 Z Db, EFIREICEIT D Coy (Casse FXHE/CL240 & LTHEM) (1R MIKAFRE
% L RERORE R Z 5 2 | [FIRFIZEHR & & GHRR 2 KIBICEMCTE 5 LB 2 bivl, Wi
BT O ERIRRER D Cass (2OW TR, #HEERE SNTBEHED Cuss ICENENOEK
Gz ZRE L, B5BRaO Mg s U v AME EAOYERISUIATHE Y (iFs U v L
il EFDSFBL U720 TR E O5E) £ TORFE Cass (Casst & EFR) ETDHZ &N
EVEYEBERZONTZZ LD, Casss & A ZRIRERFEIE & L TR L 72,

W% — 2NN DFRHT RIS, BB O Z BTG EN O 5 b 1ERBIERIC
HERTRER MR =T L UIRER | AU EEONEBRE & L7 T B REBCENY
1T DT EBRE B IRE — LRI ORI GE L, 2D OBBRE D CassH i3 0 & LTIRY
W7z,

MREE — LR I X GBI L - TR L TERM Lz, 1204 3B (EEHE) KO

J305/J306 R (WiHEiS) OEIKRT — 21 LT, TNEIURE —ZaMET VAR L
Too £, FBEGHECK LT, MiGH U U LME EROP)EREBLE T O Kaplan-Meier 7' 2
FaxH XL ) D Coss® =405 (exposure-tertile bins) (ZAER L. Cass+ & ML H VU
¥ LE L F-OREFEE E TORME OBIR A TRRICFH L7z, £D%, =¥FEL /D
Cavss* & At ZEEUT © DL & Cox Bl A4 T, Cass+ & MG U 7 MMl _EH- O )EI 5B E
TR ORRE £ 7 ViR LTz,

MigH Vo MEEFIZLLTFD 32 (()~(ii) ZEE LI,

() MyEA YU 7 LMEH 5.5 mEg/L LAk

(i) MyE# Y v LMHEA 5.1 mEq/L Lk

(iii) 1% U 7 2MEA 6.0 mEq/L LA_E 1% 2 [AE##E T 5.5 mEq/L LA 1
¥, MIEA U U LMEEROERG)IEA N MDD 7R LA R Cox [Bl)f & FE i T X 72
Mo T=128 . AWFFE TILE ) M OGN L TOHRLZEE Cox MR E1T- 72,

TH XL ) D Casst DI Z AL EIZH D Cox BTV (WR—AET)V) ZHESL L7214,
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FCM 7 7' —F % JIW TR R — 22t 0 BRI 2 R Bl 2245 Cox £ 7 /VATHL A
ATz, AWFZETHET S B BBAfIE, 4, MRl BREAIORTRR (/) . BERIE
OEOE /) gAY v LM, miE27 L7 F=12H-3< eGFR, HbAlc, SBP, DBP,
PRA, PAC DER—R T A Ml Th o Tz, FIERBAIC OV CHA RMRHNT 2 5206 L, 87
T IR R O 6k U TR PRI B R (p<0.001) % KIT L 7o LA B fli 4 —
JEIZ Cox &7 /WATHLAIA A, full covariate &7 /L &5 LT,

HTEBARAT O T . WRTE — L 2ME Cox BT NVORKET VOB 2T 5720,
Bl AN — R OMREDFEM (Schoenfeld 7751235 <) K OEBOBREUCHK L TR A2
110 & % BHAEOFHM (DFbeta 775125 ) 1T o7z, I HIT, REET LIZONTU R
2 b= 3 NS GHiE2T o 72, £ MIES U v LMl LR/ OWIEIFEEE T ORI O#
T — 2okt LT, -2l Cox BT VOEKET VLR UHERET AEGEEZ ST
72 Weibull €7 /L% Y CTixbiz, 135472 Weibull 7347 12335 C 500 44 ORAREE 2%
B, 2OV ab—a T — X GEE—ZEM Cox ETNVDORKET LAY TULD
57 mt A% 1,000 BV IK L, & Cox [EFD/NT XA —ZHEFEMEOFEEEEZ I 2 L—
g W Weibull 7 VD /NT A — ZE K OUREGE — L2V Cox BT VORMEET IV
D/RT A — 2 HEEE & g LT,

W — AT CRE S 72 308 B R OVRHERA SR B MR AT IC L 0 FpE S 7= %
YL OEYBERED LR (1 T 3T Y — L OUAROMEER) NEEMEIC RIET e s
P L. MyEA Y v AMEEHOFREBLY 2 7 BEmWERIZ 1T 2 5 022 2t o ~x
T4y MRl A0, SEOFETFT KIS VI ab—v a2 EH LT, BE-LE
PE Cox BT /VOERMKET NVEHNT, #kx R EBEORNIZB T 20iE0 U v LME ERO

WIEIZEHL £ T OEE o #R A 72 Kaplan-Meier fifi %> I 21— a3 > Lz,
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3 R
3-1  REEEM Y EhREfRAT

3-1-1  BEBRE L 5

REEMEE BN REARAT X R T — Z (1T D ERERERA . ARG ) i i A K OVBE R P

R B B DYLBRE TS S Table 1-3 ([ZEK Lo, ERERE 1T EERE LD bR

<V HKEMED T,

Table 1-3. Demographic characteristics for the study population

Characteristics (unit)

Healthy volunteers

Patients with

Patients with

(N=166) hypertension diabetic kidney
(N=1097) disease (N=360)

Sex (male/female) 162 /4 796 /301 281/79

Age (yr) 30 £ 12, [20,73] 57 +£9.8,[20,87] 65 +8.9,[39,87]

Body weight (kg) 63.5+£6.73, 70.1 £13.1, 69.4+12.7,
[48.6,87.0] [36.9,136] [34.5,125]

¢GFR (mL/min/1.73m?) 93.3+£14.0, 76.2 £ 144, 68.1 £16.9,
[59.9,140] [36,3,141] [35.0,149]

ALP (U/L) 208 £51.2, 220+ 59.3, 217 £60.1,
[84.0,405] [71.0,474] [80.0,407]

ALT (U/L) 17+£7.7,[6.0,53] 25 £ 14,[7.0,88] 25 +£16,[7.0,97]

AST (U/L) 19.0 £ 13.6, 25+8.4,[10,88] 25.6£10.9,[11,92]
[11.0,180]

Total bilirubin (mg/dL) 0.9+0.3,[0.3,2.2] 0.8+0.3,[0.2,2.8] 0.7+0.3,[0.2,2.0]

GGT (U/L) 23.1+27.3, 48.9 + 60.5, 36.7+32.0,
[8.00,295] [7.00,961] [8.00,252]

Smoking status (non- or ex- 110/56 892 /205 264 /96

smoker/current smoker)

Moderate renal impairment in NA 1006 /91 NA

patients with hypertension

(no/yes)

Itraconazole coadministration in | 146 /20 NA NA

healthy volunteers (no/yes)

Rifampicin coadministration in 155/11 NA NA

healthy volunteers (no/yes)

Strong CYP3A4 inhibitor NA 1060 /37 331/29

coadministration in Phase II/II1

(no/yes)

Strong CYP3A4 inducer NA 1096 /1 360/0

coadministration in Phase II/111
(no/yes)

The data are expressed as mean + standard deviation, [range].

eGFR, estimated glomerular filtration rate;

ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-
glutamyl transferase; NA, not applicable.
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3-1-2  RHEHEWEREE T L

%Xt L U EEIROERGHZOMET =28 L o OZEWEIREIL, 0 TobfE &
1 YR e L7z I B O 1 IR R 2R S 3-a 73— b A 2 hOMEIEE T UIC K - T
b I <R e (Fig.1-1), £/, 2-13-1 HIZRR LI L DI, A4 M T aF Y —A kD
V77 BV FHORED CL KOF I, £7-HE (<50mg XIE>50mg) DIHDF I
FNEIVEEET VLR L L THZAENTZ,

N—ZET/)L (BEEET V) [TBR LB ERITONT, AT OEEET VICER
L7zt & D OFV OZ{t% Table 1-4 ([CE LT, 7 A RRIET AND 1 IRRILET
IVASDOET (BT NAH#2), FIzxt7 2 HE (<50 mg XId>50mg) OZWEOERIN (T L#3) .
FROCLITHT DA b T aF Y —A0tH (7 4#4) XL 7 7 o E v P (BT #5)
DONEDORI, BT 3-a2 0 =R A FETAMND 2-a 3= KA hETILA~DEH

(BEF/#6) 1L > T, OFV ZR_R—ZXFEF /L (BEFAH) OGS BEECHENL, 51

DY TITFE Y NEAL LT,

Table 1-4. Changes in objective function value (OFV) by the removal of key model elements

Model number | Descriptions Changes in OFV

#1 The base model (3-comparment model with Reference model
first-order elimination, sequential zero- and
first-order absorption, the effects of
coadministrations of itraconazole or rifampicin
on F and CL, and the dose effect (=50 mg) on F)

#2 #1 with first-order absorption model +3336.232 (vs #1)

#3 #1 — the dose effect (>50 mg) on F +49.847 (vs #1)

#4 #1 — the effect of coadministration of +367.574 (vs #1)
itraconazole on F and CL

#5 #1 — the effect of coadministration of rifampicin | + 1618.774 (vs #1)
on F and CL

#6 #1 with two-compartment model + 892.458 (vs #1)

CL, clearance; F, absolute bioavailability; OFV, objective function value.
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R=RETND/NRT A=K EBEZHE S HEERRA YV —= 0 7Tl K, FHn, MR,
AST. eGFR, moRI, Jf& CHERIFMEB NN SUTZ LIS R OWREEEE (MU ST 24
LS mxHhFt L/ 0 CL EFGEHFIICAEIZEES 2 Z LR STz (p<0.001),
(RE MR & R < FHBI L. eGFR 1% moRI K UYFRE  (HEFRIFME R ST e bish) Lak<
L T2 &nh, =¥ kL ) O CLICKT HKHE, eGFR L OWUEE DR %
full covariate &7 /W CHLA ATz, ARl &R BB AR L Qe s, EEOHERE 1 EE
L0 HEREMENERPERE CEICHER S A TWDICE bbb T my CL 2”7 hL v
RPWECH -T2 L A#BE L, KEOHRITINZ THEEROZE D full covariate £ 7 /LI H
HHZEE LTz, e, =¥V O CLIZXHT D AST O%RIX, 77 712X A8
HZW CIIENRAD Ny RBBO LN, BESNA =YX L )V OFEER Y
TIUARREBI VT T A THDZ EEEE L, full covariate £ 7 /VICHLA ATz, R
VN CYP3A PEEAIUIFFER O (FTHELOBIERBROR) ICLb=dFE2L 0
CL ~DRENTRD B> Tz, THVUEE N R O RS IZ W Cifivy CYP3A PR
RIS IHEAIOPFABIBNR O Tzl EE 2 Hivd (Table 1-3),

VT BB 7 ) —=0 7Tl iy L/ 0 Ve EREHFICH RIS
B L, FHEOWBRE T Ve N TICE o7, 7T 718 L DRI CIX AR IED
ML RTHo7m, CLIZK L THERMZDENRO DN A B BE L, Ve Ik 28 a3
b full covariate E7/WIZEHHDH I & & Liz, REE Ve & OREME AT A RIEH 24T
BRI o 7o’ EEIEBRE O 7R TIEMM/RIED F LY RBERBD SN, V. 2
%t D RO BT T DEMF LR S TH 57272, VIR D IREFE % full
covariate 7 /T E DT, KE L Ve & OBENED IR R 2R THIE TR > T2D
BETIZEIC b T TREED A=A MAEME SN TEY . Ve (BT 2 IEHRORE ST
Wil EEZ bbb,

HEE SNToiEET MCBIT 5 CL L L mOfR (Eq.1-8) ZLLFIZRT,
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CL, = CL,, -exp(—0.301)"™ -exp(1.11)""

0.581
(%} -exp(—0.00303 - (4GE, —58)) (Eq. 1-8)

—0.0494
-exp(0.0581) . (%j (1+0.00176-(eGFR, —75))

where coadministration of itraconazole (ITR) = 0 for no and 1 for yes; coadministration of
rifampicin (RIF) = 0 for no and 1 for yes; body weight (BW) is in kg; age is in years; smoking
status (SMK) = 0 for non- or ex-smoker and 1 for current smoker; AST is in IU/L; eGFR is in
mL/min/1.73m?, and eGFR >90 mL/min/1.73m? is set to 90 mL/min/1.73m? (i.e. piece-wise
linear model with a breakpoint of 90 mL/min/1.73m?).

£, HESHIEHRKETT MICE T 5 Ve LA REDORR (Eq.1-9) KUF & AR DR

&2 (Eq.1-10) ZLLFITRT,

1.37
Ve, =Vey, (%) -exp(0.00427 - (AGE, - 58)) (Eq. 1-9)

F =F,, -exp(0.196)™ -exp(- 0.0395)"" -exp(- 0219 (Eq. 1-10)

where body weight (BW) is in kg; age is in years; DOSES5O0 is the indicator variable of
esaxerenone dose level coded as 0 for <50 mg and 1 for >50 mg.

BT T IVORMEM /ST A —ZHEEE % Table 1-5 12777, D1 & ka ORI ZEh OHE
EEITOR0RE <L LR (%CV) & LTENENK 78 K 45% Th -7, —JF. CL
J O Ve OEAEZBOHEEM IT%CV & LT 20%A0M Th v | A EIC LY [EKHES O
%2 < OV STz, BENFENT A — 2 IR E L HEE STz, EIRZES) O
shrinkage®® |3 CL TII/h S o723 (20.3%) D/ 3T A =2 TR E oo (K 70~
75%) . ZAVUZBE XA TIZEIC M T TREROANS—ARMAFEmMEINIZZ LI2E Db

DEEZLND,
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Table 1-5. Parameter estimates for the final pharmacokinetic model for esaxerenone

Parameter (unit) Population estimate (SE) [95% CI] Inter-individual variability (SE) | Shrinkage
[95% CI] (%) *
D1 (h) 0.888 (0.0985) [0.820,0.969] 77.9 (9.65) [70.7,86.3] 69.8%
ka (1/h) 0.628 (0.0507) [0.573,0.715] 45.1 (5.87) [37.5,54.4] 70.2%
D2 (h) 1 (fixed) NT -
Ve (L) 43.4 (2.86) [40.5,48.1] 16.9 (2.75) [11.2,21.4] 75.2%
- Effect of age (exponential) 0.00427 (0.00146) [0.00209,0.00646]
- Effect of body weight (power) 1.37 (0.180) [1.11,1.64]
CL (L/h) 3.28 (0.137) [3.15,3.40] 18.2 (0.344) [16.6,19.7] 20.3%
- Effect of itraconazole (fractional change) -0.301 (0.0245) [-0.393,-0.210]
- Effect of rifampicin (fractional change) 1.11 (0.0392) [0.962,1.26]
- Effect of age (exponential) -0.00303 (0.000540) [-0.00406,-0.00196]
- Effect of body weight (power) 0.581 (0.0415) [0.492,0.663]
- Effect of smoking status (fractional change) 0.0588 (0.0139) [0.0339,0.0858]
- Effect of AST (power) -0.0494 (0.0180) [-0.0898,-0.00687]
- Effect of eGFR (piece-wise linear) 0.00176 (0.000503) [0.000597,0.00299]
CLa1 (L/h) 8.76 (0.590) [7.72,9.56] NE -
Vi (L) 48.1 (2.43) [43.8,51.6] NE -
CLg (L/h) 0.0253 (0.00431) [0.0207,0.0321] NE -
V2 (L) 3.28 (0.339) [2.87,3.73] NE -
F (frac) 0.853 (0.0351) [0.822,0.879] NE -
- Effect of dose (=50 mg) (fractional change) -0.219 (0.0226) [-0.284,-0.170]
- Effect of itraconazole (fractional change) 0.196 (0.0138) [0.0766,0.315]
- Effect of rifampicin (fractional change) -0.0395 (0.0301) [-0.261,0.188]
- Proportional residual error (%) ? 31.9(0.841) [29.4,34.0]

CI, bootstrap confidence interval; CL, clearance; CL41, CL4, inter-compartment clearances between central and first peripheral compartment, and between central
and second peripheral compartment, respectively; D1, D2, zero-order input duration to depot and central compartment, respectively; F, absolute bioavailability; ka,
first-order absorption rate constant; NE, not estimable; NT, not tested; SE, standard error; V¢, Vi1, and Vp,, volumes of distribution for central compartment, first
peripheral compartment and second peripheral compartment, respectively.

a. Reported as % coefficient of variation.
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—#D GOF 7'wm vy FTIE, I&ETNANT —Z 2 MUNGR LT D Z EAVRES LT,
Mg oY%t L R OBIIME & R T RIE SUIER] P HE & oficizZznEn R
U7 — B FE O v, EE M S EAL EFRE Y EETATIE IR G RER & o
MICERT_E MLy RO LR -7 (Fig 1-2) , S IER OE{KRHEZB) D EBE
IR LERIIH LT 0 ZH0IBRAFRC M L TR | REET ANREERE L RT A—
X DORMREHEYNCFLIR LTV D Z & Enye (Fig. 1-3),

HEARRRER TR L7Z pcVPC Tlk, KET AN I v L /) o Z2kEx A BB LI
XIFRERGHOTY X L SREICH L TERZTHIMREEZFF > Z LIRS

(Appendix 1),

=5 il

s 8 s 8
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Fig 1-2.  Goodness-of-fit plots for the final pharmacokinetic model.

The red solid line is a non-parametric smoother.
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Fig. 1-3. Distributions of the individual-predicted random-effect for (a) clearance (CL) and (b)
volume of distribution for central compartment (V.) for the final pharmacokinetic model against the
covariates.

The red solid line is a non-parametric smoother. In the scatter plots against age or body weight, the
open and closed circles represent patients and healthy volunteers, respectively. eGFR, estimated
glomerular filtration rate; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; DN, diabetic nephropathy; GGT, gamma-glutamyl transferase; moRI, moderate renal
impairment; TBIL, total bilirubin.
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Fig. 1-3 (cont’d). Distributions of the individual-predicted random-effect for (a) clearance (CL) and
(b) volume of distribution for central compartment (V.) for the final pharmacokinetic model against
the covariates.

The red solid line is a non-parametric smoother. In the scatter plots against age or body weight, the
open and closed circles represent patients and healthy volunteers, respectively. eGFR, estimated
glomerular filtration rate; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate

aminotransferase; DN, diabetic nephropathy; GGT, gamma-glutamyl transferase; moRI, moderate renal
impairment; TBIL, total bilirubin.
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Fig. 1-3 (cont’d). Distributions of the individual-predicted random-effect for (a) clearance (CL) and
(b) volume of distribution for central compartment (V) for the final pharmacokinetic model against

the covariates.

The red solid line is a non-parametric smoother. In the scatter plots against age or body weight, the
open and closed circles represent patients and healthy volunteers, respectively. eGFR, estimated
glomerular filtration rate; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate
aminotransferase; DN, diabetic nephropathy; GGT, gamma-glutamyl transferase; moRI, moderate renal
impairment; TBIL, total bilirubin.

3-1-3 HEENR= YL ) o OBREEICIETHEDKRG
BASET WIS M xr— K7y b Fig. 1-4 (ORT, ZOMIE, FCM 77 o —F
WL VRSN BEEEDRICL D=L ) O AUCss DEALEOET L THIE
(RHEEE L 9S%IEHEIXM) 2R L THRY, HERNED 95%IFHEIX AN A FrTE
FVEOHEILAE (80%~125%) ICEHENDHEIT, TOIMERIZI D AUCss ~D B

IRBSERIT W E W5, ZOREE, (KE (—28~+36%) MO hT aF Y —)b (+64%)
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Simulated esaxerenone AUCss ratio
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Age:40 yr

Age:80 yr

Weight:40 kg

Weight:120 kg 28.1% ©
eGFR:30 mL/min/1.73m2

eGFR:60 mL/min/1.73m2

eGFR:90 mL/min/1.73m2 2.6%
With Itraconazole

With Rifampicin 68.2% ©
Current smoker

AST:10 IU/L

AST:60 IU/L

[0]

Fig. 1-4. Tornado plot comparing the predicted covariate effects on area under the plasma

esaxerenone concentration curve at steady state (AUCss).

For each covariate value, a dot and a horizontal line represents a point estimate and 95% bootstrap
confidence interval, respectively, for the respective AUCss ratio relative to typical subjects defined as 58
years old, 68 kg, non- or ex-smoker, aspartate aminotransferase (AST) 23 IU/L, estimated glomerular
filtration rate (eéGFR) 75 mL/min/1.73m?, without itraconazole or rifampicin. The vertical dashed lines
indicate the traditional thresholds of bioequivalence (0.80 to 1.25).
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3-2-1 #RERE TS =

WRiE — HNEFEAT ClIL 991 &4 (=¥ XtB L 2 UBE906 4. 7T vREE8S 4) . IRE—&%4

PEFEAT ClE 462 4 (=¥t L ) UBE390 4, 7T BARRET24) BENEIENT RIS & 72

ST, WREE — A MMERENT M ONREE — L EMERRT I U727 — Z D1k

BRI L7,

Table 1-6. Description of subjects’ characteristics

& 5% Table 1-6

Efficacy exposure-response Study J203 Study J301 Overall
analysis (N=332) (N=659) (N=991)

Sex (male/female) 229/103 484 /175 713/278

Age (yr) 57+9.1 55+9.5 56+9.4
Baseline SPB (mmHg) 157 £ 8.86 155 £9.60 156 £9.38
Baseline DPB (mmHg) 97.2 +5.37 97.7+5.56 97.6 £ 5.50
€¢GFR (mL/min/1.73m?) 789+ 11.8 78.7+12.4 78.8+12.2
HbAlc (%) 5.6 £0.58 5.6 £0.62 5.6 £0.60
PRA (ng/mL/h) 1.04 £ 1.01 0.85 +0.88 0.91+0.93
PAC (pg/mL) 111 £40.7 121 £47.6 118 £45.6
Prior antihypertensive treatment 158 /174 314 /345 472/ 519
(no/yes)

Diabetes complication (no/yes) 294 /38 566 /93 860 /131
Overweight/obese (no/yes) 168 /164 326 /333 494 /497
Safety exposure-response Study J204 Study J305 Study J306 Overall
analysis (N=353) (N=58) (N=51) (N=462)
Sex (male/female) 278 /75 45/13 39/12 362 /100
Age (yr) 65+94 68+7.6 63+9.8 65+9.3
Baseline SPB (mmHg) 138 £11.3 158 £13.0 157 £11.5 142 £14.2
Baseline DPB (mmHg) 76.2 + 8.61 90.1+7.79 88+73 79.2 £ 10.0
eGFR (mL/min/1.73m?) 67.2+174 50.9£6.53 73.1£19.5 65.8+17.7
HbAlc (%) 6.9 +£0.62 5.8£0.53 6.8£0.6 6.7+0.7
PRA (ng/mL/h) 3.87+4.56 1.53+1.59 2.58 £ 9.15 3.34+5.19
PAC (pg/mL) 80.5+36.4 93.9 +34.7 86.2 +35.0 83.3+36.2
Baseline sK* (mEq/L) 4.2+0.30 43+0.27 4.2+0.28 4.2+0.30
Prior antihypertensive treatment 0/353 0/58 0/51 0/462
(no/yes)

Diabetes complication (no/yes) 0/353 45/13 0/51 45/417

Data are expressed as mean + standard deviation. DBP, diastolic blood pressure; eGFR, estimated
glomerular filtration rate; HbA 1c, hemoglobin Alc; PAC, plasma aldosterone concentration; PRA, plasma
renin activity; SBP, systolic blood pressure; sK*, serum potassium.
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3-2-2 BRER—ADIMEET L
3-2-2-1 JENLHERHIME (SBP) R OUUEHIME (DBP)

THFE L/ 0 AUCss & 1GH M 12 BIREAUZ 31T 5 AL SBP Jx (N DBP @ CfB & DD
WREE — FOSBIRRIL, B S - IR B OFIHIC B> TIRIEEMRNTH Y BT LT L -
Thk<@ErEnz (Fig. 1-5), =V F kL /D AUCss BV ME L, 1R 12 B S o e
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Fig. 1-5. Relationship between individual-predicted esaxerenone exposure (AUCss) and change from

baseline in (a) SBP and (b) DBP at 12 weeks.

The solid red line represents the linear model fit. For Study J301, the pink-shaded region represents the
observed 95% confidence interval for eplerenone 50 mg/day. AUCss, area under the plasma esaxerenone
concentration-time curve at steady state; DBP, diastolic blood pressure; SBP, systolic blood pressure.
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Fig. 1-5 (cont’d). Relationship between individual-predicted esaxerenone exposure (AUCss) and

change from baseline in (a) SBP and (b) DBP at 12 weeks.

The solid red line represents the linear model fit. For Study J301, the pink-shaded region represents the
observed 95% confidence interval for eplerenone 50 mg/day. AUCss, area under the plasma esaxerenone
concentration-time curve at steady state; DBP, diastolic blood pressure; SBP, systolic blood pressure.

3-2-22 HEEB=Y IRV VO RIESTREEORR

JERL SBP O CB \Zxd 2 IERA 7 ) —=2 7 Cid, PRI Fl, BEAIOFTER, IE
lifi. SBP, PRA TN PAC D5 — 2 T A AMEDENL SBP O CIB & #aH FHIC A B B
5D EDRRBENT (p<0.001), ZALH DOILE B A — |2 full covariate &7 /LT FHAA
Nic b &, Bl EOR—2T A O PAC OYIFHEIZKTT 2 BEMEO = T v 23580 b
L Ipotie, Ziuh ORI full covariate £ T AN HERSN LT, AL SBP @ CfB IZ
Xt 2 WEE — SUSE T VO RAEE T VT, BIR ISR (by study) | . FEEAI O RITTERE,
SBP KU} PRA DHEN—AT A MEDKELGLETNVLRY LTOX ) ITHEE S L

(Eq. 1-11),
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CfBin SBP (mmHg)=128.8
+2.52-Study J301

—0.00867- AUC

—1.76-Sex —5.69-Sex - Study J301
—0.145-Age

—0.20-baseline SBP

+3.85 - prior antihypertensive treatment
+1.03-baseline PRA

(Eq. 1-11)

where esaxerenone AUCss is in ng-h/mL; age is in years; baseline SBP is in mmHg; baseline
PRA is in ng/mL/h; sex = 0 for male and 1 for female, prior antihypertensive treatment = 0 for
no and 1 for yes, and Study J301 = 0 for no and 1 for yes.

JE(Z DBP O CIB IZKI T 2 IEEA 7 U —= 7 Tld, Ml Fs, REAIORNARE. &
fiti, DBP, PRA MU PAC DFE—2A T A MEAEAL DBP O CB & HERHFIA B IR
T5HZEMNRBENT (p<0.001), Z A5 DI EARAR 2 —FEIT full covariate &7 /LT LA
ATz & &, B LE OV —RT A @ PRA DY FTEICHT 2 EEEDO T BT ANREH 5
N zofzizh, 2 b ORI full covariate E7 /L0 HERIN L7, (7 DBP ¢ CfB

WX 9 DR — FUSE T LV ORKEET ML, GIFBIZHER] (by study) . i, BEIEAIORTR
$#%. DBP (bystudy) M ONPAC DFEN—RAT A MADEEEGZLET NV ERY, LTO XD

IZHEE &z (Eq. 1-12),

CfBin DBP (mmHg)=-12.5

+27.6-Study J301

-0.00449- AUC

—0.713-Sex —2.72-Sex - Study J301

~0.0844- Age (Eq. 1-12)
+0.106 - baseline DBP —0.265 - baseline DBP - Study J301

+2.69 - prior antihypertensive treatment

+0.0109-baseline PAC
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where esaxerenone AUCss is in ng-h/mL; age is in years; baseline DBP is in mmHg; baseline
PAC is in pg/mL; sex = 0 for male and 1 for female, prior antihypertensive treatment = 0 for no
and 1 for yes, and Study J301 = 0 for no and 1 for yes.

JE(Z. SBP }UF DBP O CfB (2K 2 W — A MEE T NV DIRAEET VDT A —ZHEE
fill & Table 1-7 (2789, JEAL SBP &2 UNDBP @ CB IZkfT 5 =4 F &L/ > AUCss DEHH:
%, HERICEDFEEL THRHFMNICAEE TH o2 (p<0.001), —#?D GOF 71 v KT
X, BE-AIMEETVORKET AN T =2 2@HUICTHBE L TWD Z ERRENTk

(Appendix 2),

Table 1-7. Parameter estimates for the final exposure-efficacy models

Parameters Estimate (SE) p-value

Change from baseline in SBP
Intercept 28.8 (6.35) <0.001
Study J301 effect on intercept 2.52 (0.998) 0.0118
AUCss (ng-h/mL) -0.00867 (0.000899) <0.001
Sex (female: Study 203) -1.76 (1.38) 0.202
Study 301 effect on sex (female) -5.69 (1.71) <0.001
Age (yr) -0.145 (0.0419) <0.001
Baseline SBP (mmHg) -0.200 (0.0412) <0.001
Prior antihypertensive treatment 3.85 (0.746) <0.001
Baseline PRA (ng/mL/h) 1.03 (0.409) 0.0120

Change from baseline in DBP
Intercept -12.5 (7.86) 0.112
Study J301 effect on intercept 27.6 (8.76) 0.00166
AUCss (ng-h/mL) -0.00449 (0.000546) <0.001
Sex (female: Study 203) -0.713 (0.848) 0.401
Study 301 effect on sex (female) -2.72 (1.06) 0.0104
Age (yr) -0.0844 (0.0263) 0.00135
Baseline DBP (mmHg) 0.106 (0.075) 0.157
Study J301 effect on baseline DBP -0.265 (0.0891) 0.00304
Prior antihypertensive treatment 2.69 (0.455) <0.001
Baseline PAC (pg/mL) 0.0109 (0.00512) 0.0336

AUCss, area under the plasma esaxerenone concentration-time curves at steady state; DBP, diastolic blood
pressure; PAC, plasma aldosterone concentration; PRA, plasma renin activity; SBP, systolic blood pressure;

SE, standard error.
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Fig 1-6. Model-predicted change from baseline in (a) SBP and (b) DBP at week 12 following administration of esaxerenone 2.5 and 5 mg once daily.

Box plots illustrate the median, interquartile range (25—75%), and outliers (anything further than 1.5-fold the interquartile range). The percentages represent relative
increases or decreases in response, relative to typical subjects defined as male, no itraconazole or rifampicin, age 55 years, weight 70 kg, non-smoker, estimated
glomerular filtration rate 77 mL/min/1.73 m?, and aspartate aminotransferase 24 IU/L, baseline SBP 155 mmHg, baseline DBP 96 mmHg, baseline PRA 0.6
ng/mL/h, and baseline PAC 108 pg/mL. DBP, diastolic blood pressure; PAC, plasma aldosterone concentration; PRA, plasma renin activity; SBP, systolic blood

pressure. A study effect (J301) was assumed.
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(b) DBP

Typical Subject

Weight: 40 kg

Weight: 120 kg
ltraconazole

Rifampicin

Age: 40y

Age: 80y

Female

Prior Antihypertensives
Baseline DBP: 90 mmHg
Baseline DBP: 110 mmHg
Baseline PAC: 60 pg/mL
Baseline PAC: 200 pg/mL

2.5mg
-~ {T}--0
oo - {T}---©
. [}-0  119%
Cm— - - - -—-t
-

amm --{]]--© 21
am --{T}--0

amm --{]}--0

o --{T}--0 - 416%

o --{]}--0 14
amm --{T}--0
amm --{T}--0

- -{T}--0

T T T T
15 -10 5 0

Simulated Change from baseline in DBP (mmHg)

Typical Subject

Weight: 40 kg

Weight: 120 kg
ltraconazole

Rifampicin

Age: 40y

Age: 80y

Female

Prior Antihypertensives
Baseline DBP: 90 mmHg
Baseline DBP: 110 mmHg
Baseline PAC: 60 pg/mL
Baseline PAC: 200 pg/mL

5mg
oo ---{ [ }---©
OO - - - - {LI11--+-- o
ame --{]}--0 €
©mum— - -----{_ ]| }----+- “o

oo ---{ T}---0
o ---{ [ }---o
T T T T T T T
-25 -20 -15 -10 5 0 5

Simulated Change from baseline in DBP (mmHg)

Fig 1-6 (cont’d). Model-predicted change from baseline in (a) SBP and (b) DBP at week 12 following administration of esaxerenone 2.5 and 5 mg once daily.

Box plots illustrate the median, interquartile range (25—75%), and outliers (anything further than 1.5-fold the interquartile range). The percentages represent relative

increases or decreases in response, relative to typical subjects defined as male, no itraconazole or rifampicin, age 55 years, weight 70 kg, non-smoker, estimated
glomerular filtration rate 77 mL/min/1.73 m?, and aspartate aminotransferase 24 IU/L, baseline SBP 155 mmHg, baseline DBP 96 mmHg, baseline PRA 0.6
ng/mL/h, and baseline PAC 108 pg/mL. DBP, diastolic blood pressure; PAC, plasma aldosterone concentration; PRA, plasma renin activity; SBP, systolic blood

pressure. A study effect (J301) was assumed.
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(1) 25.5 mEq/L

Fixed dosing regimen (J204) Up-titration regimen (J305 and J306)
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Fig 1-7. Kaplan-Meier plots of the first occurrence of increased serum potassium event, defined as (i)
>5.5 mEq/L, (i1) 25.1 mEq/L and (iii) 26.0 mEq/L or two consecutive visits with >5.5 mEq/L, for the
fixed dosing regimen and the up-titration regimen: stratified by individual-predicted esaxerenone
exposure (Cayss*).

Cavss*: average plasma esaxerenone concentration at steady state up to the time of the first occurrence of an
increased serum potassium event
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Fig 1-7 (cont’d). Kaplan-Meier plots of the first occurrence of increased serum potassium event,
defined as (i) 25.5 mEq/L, (ii) 25.1 mEq/L and (iii) 6.0 mEq/L or two consecutive visits with >5.5
mEq/L, for the fixed dosing regimen and the up-titration regimen: stratified by individual-predicted

esaxerenone exposure (Cayss).
Cavss*: average plasma esaxerenone concentration at steady state up to the time of the first occurrence of an
increased serum potassium event
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(ii1) 26.0 mEq/L or two consecutive visits with >5.5 mEq/L

Fixed dosing regimen (J204) Up-titration regimen (J305 and J306)
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Fig 1-7 (cont’d). Kaplan-Meier plots of the first occurrence of increased serum potassium event,
defined as (i) 25.5 mEq/L, (ii) 25.1 mEq/L and (iii) 26.0 mEq/L or two consecutive visits with >5.5
mEq/L, for the fixed dosing regimen and the up-titration regimen: stratified by individual-predicted

esaxerenone exposure (Cayss*).
Cavss+: average plasma esaxerenone concentration at steady state up to the time of the first occurrence of an
increased serum potassium event
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3-2-32 FEEERTIFELV ) OREIIRIETREORS

Mmig» U v Ll EHoOEFRG (IED U 7 LB 5.5 mEq/L LA E) 1239 5228 & Cox [H]
JHFOFER., BEHAE T TIL, X—RAF7 A4 OMIEH Y 7 AMEDEWVIEE, IiED U U LM E
AOFEHY 27 BN@Ehotz, £l X—AT A D eGFR DK FIXIfiE D U 7 Ll EF D%
BLU A7 OEINEABICEEL TR, ZOBEHIZZ YR 1L 2O Cass IMEW R
FHIZBWTHELEARRO LN, O LN, X—=Z2 T A D eGFR O F &) T IH
LIRS () OEHOW G ITHAAATE, MIFEA Y U LME LA ORI 2 7125725~
PXEL ) D CasstDEIFIT, X—RAT A L OIffES V7 LME KO eGFR O L2 BN R %
IS THRHFHFEMICHEE TH 7= (p=0.0011), MWL T CiX, migs Vv LEEFO
B D Iein oot IEBROKILIZREEL B2 biiz, 22T, BERRET &l
G TOREZRREICT 5728, BEMRETOZE R Cox G CRIE SN EEET L
R 2 WG FToOTT VICHLERAT 22 L L, MiEd U U ME_EHOEZOICHT S
I E B e OVl e 5 COMgGRE — Z 2T T VORKET VT, TRENLLTO X ) 124

EE&NT- (Eq.1-13, Eq.1-14),

(0.0790-0.000823 - baseline eGFR)-C, .

By (£) = Byp, - €xp| +2.94- baseline serum K* (Eq. 1-13)
+0.0124-baseline eGFR

(~0.477 +0.00612 - baseline eGFR)-C, .

hyr (t) =l -€Xp| +4.49 - baseline serum K* (Eq. 1-14)
—0.196-baseline eGFR

where esaxerenone Cass+ is in ng/mL; baseline serum potassium (K*) is in mEq/L; baseline
eGFR is in mL/min/1.73m?; hep(t) and hyr(t) are the hazard functions for the fixed-dosing and
up-titration regimens, respectively, and hrpo(t) and huro(t) are the corresponding baseline hazards.
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[FARIC, 3G DV ¥ ME EH-OERRG) (gD Y 7 LMED 5.1 mBg/L P E) (ZxT 524
& Cox HURORRTH, FEMEFTIE, XN—=AT7 A OMiGA Y v LMERE N—2A
74 ® eGFR MEVNZE, MIEN Y U LM LR OB X7 BEhodo, #iEEE T T
X MG S U U AME EROFEROOMEHTT S a—F L OBSMEEZE L, BEHETOLE
B Cox [EIF DA BT T /RS Z WG TOET /VCHERA Liz, miEh ) ULl B
DEFZANT KT D B E M M W5 CORE — Z2MEET NV ORKET VL, ThE

LT O X S IZHEE Sz (Eq. 1-15, Eq. 1-16),

0.0243-C

avSS*

hyp, (t) = hep, -€xp| +3.16-baseline serum K" (Eq. 1-15)
—0.0200-baseline eGFR

-0.194-C, -
hyr (t)z hyr, -€xp| +1.44-baseline serum K* (Eq. 1-16)
—0.0217 - baseline eGFR

where esaxerenone Cass+ is in ng/mL; baseline serum K is in mEq/L; baseline eGFR is in
mL/min/1.73m?; hpp(t) and hyr(t) are the hazard functions for the fixed-dosing and up-titration
regimens, respectively, and hrpo(t) and huro(t) are the corresponding baseline hazards.

MiEA Y 7 2ME EA-OYEFEB E TORRICKTT 2 §E — L2 Cox BT /VORKET
VD INT A — 2 HETENE % Table 1-8 [Z777, Schoenfeld 7% 7% & () DFbeta #5752 IXBEE 72 kL
v RIEERD BN o 72 (Appendix 3), ¥ 2 L—3 g RS BT VEME TIL. IR
— M Cox ETNVORKETNAVNRT — X Z@MUIZHIELTWVWD Z LRI N
(Appendix 4), 1,000 Bl I 2 L—3 3 2B 54 Cox BIUFD /ST A — & HEEED T
BB, 2 2 b—3 g STV Weibull BEFLD28F X —Z M (4 BIE) KOWRSE—%

B Cox BT IWVDIRIEET ND/NT A—FHETEME & ZNER—E L TB Y FHEIX20%
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Kiis TH 7=,

Table 1-8. Parameter estimates for the final exposure-safety Cox models

Parameters Fixed dosing regimen Up-titration regimen

Estimate (SE) p-value Estimate (SE) p-value

Increased sK* (>5.5 mEq/L)

Cayss+ (ng/mL) 0.0790 (0.0242) 0.0011 -0.477 (0.402) 0.235
eGFR effect on Cayss* -0.000823 0.0452 0.00612 (0.00715) | 0.392
(0.000411)
Baseline sK* (mEq/L) 2.94 (0.604) <0.001 4.49 (1.99) 0.0243
eGFR (mL/min/1.73m?) 0.0124 (0.0174) 0.477 -0.196 (0.153) 0.199
Increased sK* (5.1 mEq/L)
Cavss* (ng/mL) 0.0243 (0.00430) <0.001 -0.194 (0.0381) <0.001
Baseline sK* (mEq/L) 3.16 (0.397) <0.001 1.44 (0.718) 0.0444
e¢GFR (mL/min/1.73m?) -0.0200 (0.00758) 0.00812 -0.0217 (0.00112) 0.0517

Cavss*, average plasma esaxerenone concentration at steady state up to the time of the first occurrence of an
increased serum potassium event or censoring; eGFR, estimated glomerular filtration rate; SE, standard
error; sK*, serum potassium.
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RHEMEYEREMITIC LV FE SNz Sk L ) CoOEYEREOIER (f FTa)Y
— VOB R OMRE) RN LERMEC KT THELFMM L, MDY ¥ LM LR OFIY 2 758
BN BT MR G OLZ B DN T 4 v AT 2720, —#HOET T
SV ab—va rEE LR % Fig. 1-8~Fig. 1-10 (2R,

Fig. 1-8 Tl&, X—A T A OMiEA UV 7 LE (P : 4.1~4.9mEq/L) KU eGFR (iPH :
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Fig. 1-8. Model-predicted typical Kaplan-Meier curves of the first occurrence of increased serum
potassium event, defined as (i) 25.5 mEq/L and (ii) 25.1 mEq/L, for varying values of estimated
glomerular filtration rate (¢GFR) and baseline serum potassium (K*) to compare between the fixed

dosing regimen (5 mg) versus the up-titration regimen (from 1.25 mg up to 5 mg).

The solid and dashed lines represent the up-titration regimen (from 1.25 mg to 5 mg) and the fixed dosing
regimen (5 mg), respectively. The subjects were assumed to be male, not taking itraconazole or
rifampicin, aged 55 years, weighing 70 kg, non-smokers, and with an aspartate aminotransferase level of
24 TU/L.
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1-8 (cont’d). Model-predicted typical Kaplan-Meier curves of the first occurrence of increased

serum potassium event, defined as (i) >5.5 mEq/L and (ii) 5.1 mEq/L, for varying values of estimated

glomerular filtration rate (¢GFR) and baseline serum potassium (K*) to compare between the fixed

dosing regimen (5 mg) versus the up-titration regimen (from 1.25 mg up to 5 mg).

The solid and dashed lines represent the up-titration regimen (from 1.25 mg to 5 mg) and the fixed dosing

regimen (5 mg), respectively. The subjects were assumed to be male, not taking itraconazole or

rifampicin, aged 55 years, weighing 70 kg, non-smokers, and with an aspartate aminotransferase level of

24

IU/L.
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Fig. 1-9. Model-predicted typical Kaplan-Meier curves of the first occurrence of increased serum
potassium event, defined as >5.5 mEq/L, in a high-risk population based on Study J204 (baseline
serum potassium 4.3 mEq/L, baseline estimated glomerular filtration rate 66 mL/min/1.73m?) under

the fixed dosing regimen (5 mg) versus the up-titration regimen (from 1.25 to 5 mg).
The subjects were assumed to be male, not taking itraconazole or rifampicin, aged 67 years, weighing 67
kg, non-smokers, and with an aspartate aminotransferase level of 23 IU/L.
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Fig. 1-10. Model-predicted typical Kaplan-Meier curves of the first occurrence of increased serum
potassium event, defined as (i) 25.5 mEq/L and (ii) >5.1 mEq/L, under the fixed dosing regimen (1.25,

2.5 and 5 mg) to investigate the impact of covariates influencing esaxerenone exposure (body weight

and coadministration of itraconazole).

Subjects were assumed to be male, not taking itraconazole or rifampicin, age 55 years, weight 70 kg, non-

smoker, estimated glomerular filtration rate 77 mL/min/1.73 m?, aspartate aminotransferase 24 IU/L, and

baseline serum potassium 4.2 mEq/L.

60



(i1) 25.1 mEq/L

Fixed dosing regimen, Dose=1.25 mg Fixed dosing regimen, Dose=2.5 mg Fixed dosing regimen, Dose=5 mg
a | o |
)
=
w
°F o] o
g= ° °
[=aaTe]
O A
o &
= E
=
3
&2 S =
2w
Ew
o
O
8 E = | = = _|
:*9' g =1 = =
he]
o w
52
T @ oo o o
T o o = =
o5
=c
E —— Thkg —— Thkg —— T0kag
=) —-~ 4bkg o -—- 4bkg o ——- 40kg
s ] 120 kg s 7 120 kg s 7 120 kg
T T T T T T T T T T T T T T T
0 500 1000 1500 2000 0 500 1000 1500 2000 0 500 1000 1500 2000
Time (h)
Fixed dosing regimen, Dose=1.25 mg Fixed dosing regimen, Dose=2.5 mg Fixed dosing regimen, Dose=5 mg
a | o |
)
]
.._
°E @] E
o~ ° =1
2.5
O
o &
= E
=
3
o B g T g 7
2 o
Em
=]
O
BE = = | = |
:§ g =} =1 =1
Bw
fud
53
LER T o | o |
'8 [ =1 o
=2
z
= — Mo lraconazole = — MNo lraconazole o — MNo liraconazole
o 7| --- ftraconazole o 7| --- lraconazole o 7| --- ltraconazole
T T T T T T T T T T T T T T T
o 500 1000 1500 2000 o 500 1000 1500 2000 0 500 1000 1500 2000
Time (h)

Fig. 1-10 (cont’d). Model-predicted typical Kaplan-Meier curves of the first occurrence of increased
serum potassium event, defined as (i) >5.5 mEq/L and (ii) >5.1 mEq/L, under the fixed dosing regimen
(1.25, 2.5 and 5 mg) to investigate the impact of covariates influencing esaxerenone exposure (body

weight and coadministration of itraconazole).

Subjects were assumed to be male, not taking itraconazole or rifampicin, age 55 years, weight 70 kg, non-
smoker, estimated glomerular filtration rate 77 mL/min/1.73 m?, aspartate aminotransferase 24 IU/L, and
baseline serum potassium 4.2 mEq/L.
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4 =
4-1  RHEERSEY BT

Pt

RHERTEY B REARAT Clx, A CHME S L7z BEREER 15 SBRZ20F5 L. 2o OERIZ
B ENDFE 1,623 4D AARANGERE (REERHEBRE 166 44, BN bt O AREME & L
B 1,097 4. BERFVERBR B 360 40) 223 5L 8,263 Mot )
REZHWT, =Xt L CoOREMEDEIRRLET L, =Xt L o3y E)EE
INTG A= BB E RIFTIEEEZ O L, ZORSEMIEEIEMT 2@ L T, =3
XL UNERESTIREE 0D ) A7 2T HBEY TEMERE L, BEOE
Y A7 2ERMT D2 LT, Y TER O L o HEREES DY
ZEAMT T,

TH XL & 2.5~200mg D P THIEFERIRN U 0 &5, 3T 0.625~100
mg O B CEEHE I &E 5L 1B 1 ERE 12 @8fICE> TRAOKS L
oMYt L o OEYEREIL, 0 Kiafk & 1 R Ee L 72 WIN & O 1 IRIER
ZfES 3-ar8— kA hofEEET L (Fig. 1-1) I X - CRAFICRE ST,

RHEHEY BB OFE R, ARG Shilc=h Xt L oA PRI RITE < (B
LA 85.3%) . mil&E (250 mg) ZEERFICHOTNURT T2 (IRTFHR19.7%) L
TE STz, AEMTFRIRIRNEOEFNT, —RICHEEEICRT 5 CYP3A FHEHK & D 3[H]
MAEMZZITIZ< WEEZ bND, AIFFETIE, BV CYPSARERTHL A FT7a)Y
— NP 2=t L o OEYFRRIRO EERITH 2% RELHESN, 0
R EAHT bz, 50mg LLEOHET= Xt L/ v OEY PRI HRMENTIR T
52 EITHONWTIE, = Ft L ATEIRIEDME BB S WEER TH 5 2 & ik E
25 L, BIRASEIC X DWIUK FOREMEAE 2 b d 2, =¥ FE L/ ok (37C) T
DVFREEIL 10 ug/mL TH Y | 50mg LA EOHEDOLGE | KB 250 mL IZEET 5 =W F &

L ATHED SN T Th 5, 20 Z LIiX, BFEOEELZ N 5 BRI\ T,
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THFEL ) Smg FEERFICITT S L ) COBRBERICHT D RFEOMEITRD S
MoTzy, S0mg HGRFICITRFORENRD LN & (BRBRKEGRKIC=TFEL oD
AUC 78 1.20 f512 E5F (J103 3B (data on file))) & H—H L T2, B, =hFkL/
> OHEGEEEIR A EOFIPH (1.25~5mg) 1% 50mg £V Hi@nZikun7=o, 50mg LLED &
TR BT FHIR A RIE T ORIRIERITREN TH 5,

T, BEMEEYERERITIC LY =0 L ) 37 V7 7 0 AMEL (FHEMEAE
3.28 L/h X% 54.7 mL/min) ., EFIREBIZIIT D0MBRA R E VY (RHEMEEIE 948 L (Ve
+Vp+ VIl <)) &R ENTe, Tb ORERIT, FERERIITE K OREIREAER T D%
REBEATDH, =L IREEN BN EWERITH Y (pH 7.0 IZ81F 5 logD
=34), 7y MCMCl=HFE L/ a2 HEEREARGRZ, [“ClmYF L) AT 2R <
BHNIEL AT DT EDRRINTND 2, Fio, #E 48 Reff 2121358 £ OMfkIZ BN T
FEGTREIR LI BLQ & 72 o723, TR OMRER Clafth oAk & el U CHURBE DT I DIRFE

MRDHIL, ANV ) UMM A T = AT 2B FET 52 &
MRS Tz, SARERED /NS < A IR B ORI = o Ss— R A b (Vi = 3.28
L. CLe=0.0253L/h) 1%, IRCKEEHED A T = EAT M~/ % S LT 5 AIREMEA
EzbNnb, F£. invitro IFEKROE b~ AT U ZRBRICEY, =¥ XL/ T
CYP3A4/5 RO D UGT 74 YV 7+ — ALV R#@F &, REMIKLE L ToRPHRIE
WIRNWZENRENTNS, 207 VT 5 ARMEL DA AKRE N E WD I LY
Mg =%t L REOEEMNIIIRIR S 2D L EX BN D, Bi&ET NV OREM
R T A — 2 EEMICES & S HMHEADOZH MBI T 2= F L/ ol
HI72 080 (e tinp KDV tiy) Z3ROD & THEH 1.62, 21.3 KT 90.7 ] L HEE S
Too XL % 1 B 1 [EFREREO AR EEHER O K50 4 5ol 3 2 50t
(21.3 W) (I GRS LTHERICRLS, =¥ %L/ o0 1 B 1 ERGOIEYEZ

BT TW5  (Fig. 1-11),
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Fig. 1-11. Time-course of model-predicted plasma esaxerenone concentrations following 10-day

multiple-dose administration of esaxerenone 2.5 mg qd to a typical healthy volunteer.

The red solid line represents the population prediction. The open circles represent the observed
concentrations (dose-normalized to 2.5 mg) in Phase I multiple ascending dose study (Study J102). The
vertical dashed lines represent dosing events.

REEHEYEN BT T VOB BT ORER, 4 F T3> —/L (58 CYP3A FHEA X
XY 77 ey (FV CYP3A #BEA) OOFHEG R OMEEIT= Xk L o DOREREIC
BEIRAIC R B A KIFT 2 L&z (Fig. 1-4), oMz, =% XL O3y
RIS E L U TR, AST. eGFR, MEJEFIEDOENRIE S, TH BITHFHFIIIC

B ChHoD, Wb BRMICEERIER Tl ole, £ hT7aF Y — AT 7
FUEVVORICE ST, 2 XL DI )T T U RIENEN 26%IE T LD 3.03
& B L. EAFPRRARITENEI 22% LA K DN39%K T L, ZOFER, =%tk
L/ @D AUCss IZZ IR 64% EF KO 68%IK T35 L HEE Sz, in vitro P2 TIL,
THXEL ) ORI VT T AZxT D CYP3AYS DU VT T 0 ADEFHIRITH 30%E
HE SN TR 3, RMEMEMBREMITIC L > THEE SR b T a Y —Afiflick 5=

XL /oD I VT T ANDEE Q6%IKT) 1L D in vitro FFEOFER L I<EAEL
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oo HEESNTZA RT3 F Y=L ERY 77 o BN E DL ) COBRBERA~D
WEBORE S ZEBET L L. B CYP3A BEAIK OFEAIHICEE T 20EN D D,

I VT T UAROHFLT 8= A N OHRFE (Vo) (CXET DRSO~ & Feffih
OHEEMITENZA 0581 LV 1.37 LHEE S IHSNL T 7 A M) —(RE S TH S 0.75
(7 VT ZR) ROV (AR EMAFEREChH o7z, KED 40kg KT 120kg D
BRE BTS2 L ) D AUCss X, 68 kg D #7295 L L CTEREEK 36%
EER TN 28%IRMEIC 722 LHEE ST, KREICK D2 Fb L ) o DORFEE~DZEITIR
TER) & B 2 DIVTZ DS AREZNIR D 95% (S XA AN 2R R S P E D) E 2L 1 (80%~125%)
MICTERICE ENT, EMERRFZRBLEO L GERIRIERZ MmO 5 2 1L TE R0,
AEEEREFNCBIT D= Xt L v OFMER L ENMEDIRTE — FOGBIRIZEE SV CEE
i 2LERH Y, ZHUTHOWTIKETIERD,

EHERE (eGFR). HTHKRE (AST). i OBUEEIEIC L 5 =YL/ ORFEE~D
BT NG BBEAICEETIE 2o 72 (220%LAN) (Fig. 1-4), =% F ¥ 1L J > D AUCss
(2% % eGFR OFEIMENTH Y | eGFR 73 30 mL/min/1.73m> OHERF 1T 5 = %k
L/ »® AUCss %, 90 mL/min/1.73m? D BB H) 72 45 & FL TR 11 1% B 722 D & HEE
S, =HFEL ) DR v ANT U ZRERIZIB N T, REME L L ToRPHRERT
1.6% E /NS ol it B, =X L /ORI VT 7 RTHTHEZ VT 7 A
DEFGRITENE B Z BT, BEREYEB BT O RIZZOZZZ2EZ T 50T
&> 72, MR FEGURITHE R EIR (T DA LERRRA 7 a r LTS TR Y.,
TH XL OREERIK T OREEZZTIC WIEYEIRRAMEEZ A2 Z L AH LNk
ST EITHEETH D,

ASTIZE D=HFE L/ D AUCss ~DsZHBIE, 10~60 TU/L OFiFHD AST DAEI %S
L T AUCss ~DREFL5% AN T, =¥ F L ) v OBRGTE R 2 e E O w2 T
RERTH D Z ENRENT, BHPERMFICBIT LR L 3 & LT

WLV ETAHALEZLNDIN, =X L ) TEED UGT 74 Y 7 +—24 (UGTIAL,
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UGTIA3, UGT1A4, UGTIA9, UGT2B7 ) (X UGT2BI15 %) OREIZH 725 Z &, £72 UGT
AREBRITEE LD D P OIFREREREIC K 2 A Z TIC< W e T MmER&H 5 =
EMB M RERFEREBZDND, 708, EEONTHRREREE 24 7 2 B 134 [ O fighT
T2y MZEENLTWRWNWI &6, YEBEY TERICKT 22t L/ O
BEROEENI OV T fm 28 Z 21T TR0,

D BRI XL ) D7 VT T U A THENUET L, VTN R LTz,
80 D PBRF BT H =Wk L/ 2D AUCss 1. 58 kD $LBH) 22 PR & L~ THY 6.6%
B Ch o7z, —fRIC, RIBRIIE & & I LT 570, IRAEMEH O ARG
B ICRBWTHERT 2 %, —J7, CYPIEMEIZIEH O L Cldiatrioit TR v | Tl
HEMENEOL T L L BIC7 VT T ARBEFIR T T L2 L1F0nEE XL
N5 %, 7pds, ARRFFE T, Fln L KREOQMNKRE < Bip o oS & BEEROT
—Z PO LTI Liz72), 7 V7 T AL VASENZIVRES RIS 2 THERDIRZ
BHHZLINET NN B, BETH T,

B Z 31T D L 0D AUCss 13, FEMUEE X3 eI & HE~ TR 6% T
ol BIEER O BIIMENTE T2 b DD BIEETH I VT 7 AL % b Ly Ridf
FEERE N OB R B L RO LN, ZOMROBRO—oL LT, BEIZLS
UGTI1A4 R° UGT2B7 %D UGT 7 A Y 7 # — L DFFEDAHEMEN E 2 S5 4, =4 %+ L
J 1% UGT1A4 KON UGT2B7 % &34 UGT 74 YV 7 4+ —LDHKETHDH, LL,
UGT {EMEICHR T 2B O EBOREIC OV UMK T 2@mE L H 0 . Wk Eme2E< 2

LITNEETH D,

42 WREE — BOGARBT
TR L DA DU — SSHRHT G, A AN A R A A & L
72 2 SOMAER LB Z OF S Lic T —% (GH991 4 : = x'L ) VEE06 4, Tk

WRE 85 4) HWT, AT FaRA » b Th 2 HBALHEHIE (SBP) K& OMEHRS M
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J£ (DBP) ON—ZF A b O bR (CB) ([Zx¥ 20 — ISERZET UMbl A
W 2 BT T IR A DN LT, M LRI — AT T /WD & | et RgE

(=7 L/ y) EFRBEDPENLL EOFEIERGON D =Y XL )  OREBE RO L
WRET D & & bIT, HRBEKHNEOHICK T 2HEEOEREZ R LT,

Fo, =Yt L) o OREVEOBRE —FISHENT TIE, @B VU AMIEDFEI Y 27 H3E
WHARNSILEBREF Z R L Lz 3 SOBKRBREZFE LicT —2 G462 4 - =¥ %k
L U390 4, IR REET24) AHWT, BERLEEM T RRA U N ThDHIIED
U U AMEERORBUC T DI85 — SUGBREET L L, fiED Y 7 AME EH OB
AV R THEELZH ST LT, MR LICLEMORE —RISET VE Wi
VIialb—Ya Ly, miEN Y U LMEEROEEY) X7 BEOBE IR R 2 AE
B LT oMY (1.252.5-5mgqd) 2452 & TMiED U 7 MME_EF O R E T HE
#h (5mgqd) LV HIKMEICMA OGNS Z EERLT,

D DOFEMER OL MOV — FUGHIT 2@ C T, =¥F L/ o O ENE

DG PEZ BT T,

4-2-1 HREE — A RVERRAT

ELEER O E2 BAYIE, MEZ EFEE TET S8, £l Ko TEfEIZ X DR
WEELZTHTL2ETHDH Y, KEERNEEESEZ25RE Lo L /00 2 5
DIEVERALLLBERBR DO OF & T — & & O T2k — AT DR, =¥ %k ol
FEi (AUCss) &M 12 IF U231 5 FENL SBP LU DBP @ CB & DR DIREE — Ui
BIERIZ, AR SN2 IREEOFPHICH > UITEMROTH Y, =¥ F& 1L/ D AUCss 28
MEETRE 12 RO ENL SBP LY DBP IFKE IR TT 5 Z Eodraiz (Fig. 1-

5) ZORERIZ, =¥ XL/ UCOHEEZ 25mgqd D Smgqd IZHETHZ LKV E
ROFIMENTFOND Z & BT Tz, #HEE SNTRE —AMEET A5, 1301 BRD

SHREE (=L L vRERD) TEONTZENL SBP KON DBP @ CfB O/ —FSEHE
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(-10.2/-52mmHg (BH) KU-15.9/-7.9 mmHg (&) 28) [ZHM 95 CB #5254
I L/ D AUCss 1, AR 722 BVE R OV e T E ) 590-660 ng-h/mL M U
390500 ng-h/mL & HEE Xiz, ZORERIL, =0k L COHEBKHETHD 2.5mg
qd XU 5mgqd ICk» T, =7 L L/ 50mg/day & REENZ UL EDBERED RN G LD
THFE L COBRBEEOFMICEEL TWDH 2 EE2RLTND,

W% — A 2PEBIR DL Bt OFE R, MR, i, FBREAIORNER, MEDON—2T A
A, PRA (SBP ET VD) KO PAC (DBP €T /VDA) BEFHEMICE B e AL & &
LU CRIE &7z, WL D032 & (PERI KL OV DBP D _— R T A LAEDFEEE) IZ20V T,
2 DOFKRREBR OB THEDO K E SITIEWPFRO b2, B — T T /VICRZ AAER
HEBRIE) 2GR L, ToOME, BRERIOFNRREN 2| MEDR—ZF A
VEDE < PRA OX—Z T A EPMEL (SBP D &), PAC DX—Z F A fEMEV (DBP

). O LEREIZBNT, THFE L ) VK DBEDRN LY KEL D2 LM
RENTE (Table. 1-7), 2O OB EDOH T, HHINKBEEORZINWIEETHD | K
WTIHEDN—2 T A AH, i R OBEER ORNER Th > 7o, OX—2 T A L IEED
EITHIHRE STV e (Fig. 1-6),

e MLE O PEZENZ i ML 0D B FE K OV SRS M odi i D SR EE L2 46 W TR 3R
D HIVTND B4 B RS & IUEE O 2 MEE R OB RS MR L O & T 7 v 0
METIZT NV RAT v CPEAEP R RAIC EF LTS Z & ERATO LM TIRmEN
B> MR FEBUZHERMED ERA2ZRBO LN Z ERMBNTED ¥, b OAITAR
MR THRO N XL ) D ORENROMZED A T = X L Z2HH TE D REMER &
%o LA L. (L SBP UM DBP O CB (249 2 MERIDRBED K & SMFHT L T2 2 DO ELE
ACHEGABR OB TY—TChinoTc Z L 2B E R D & =Xt L ) VORENR
W EDRERET DOV TIERLIRH NP LETH D,

T RAT v CREESHEIT MR Z2iEMHET 205, B, FERISEO TSR N S E T

X7V R AT 1 2 IHEAFRIC MR OTEMEALAE T 2 30, fE- T, B REERNIC K- TR,
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PAC DRXR—=AF A ML =Y FE L ) COREER L OREERIETRN-720 | B3
FICAOHEPRBO LN 52 81T +RIcBZ oD, —H. ko= 7 74
U U 7N KB EMEREDOSFEICE S & KL = UIHMERE TIE MR PRI 2 KOk
PEIZEWEB 2 HLD 5, AIFFETIL, PRA O_— 2T A A L JEAL SBP & T DBP @ CfB
& ORICHF AN ERBEMEARBD b, ZOfGEE —B LR, =¥F kL) Ok
JER RIS D PRA DRN—R T A AMEDSZBITILEA NS o To, ABFROT —2 & v b
TITHIRE DK S2% MR ERORNEEEZZITTEBY . AERICEABETT IV RATr Y
REK OV = ARENEE L TV D AREMEICEE T O2MERH D 5, X—=2AF 4 DT )V R
AT 0 )= T RIBHR O S LEAE B T MR #5332 SOSEE TR 5 23,
BV B A L2 k3 2 R0 OF 5 2 32 1 Q0 5 /B3 CIRERAISOEEZ TR L 22V 2 & 28
WS TND 1552

RHEREMENEMITIC LV FFE Sl L v oRyEieDIEE (KRELOA
FTaFy =3V 77 e OftM) HPERL SBP KT DBP @ CfB (2 KXIET 5HNT
DNTH, ETMIESI Y Iab—vary2HNWTEHELE (Fig.1-6), ¥ Ial—v3
VOSSR, 2.5 mg qd B HRETIL, 2D OIEROEEIIA T DL RIC LD
BOHPENTH L Z PRSI NTe, —FH, Smgqd HHRFTIE, EY#EOLLRIZ LT
PRt L o DOREEOHESELITHRELRFI OO AT 2 YA &IC L D
HBIIREL 20 FITY 7 7 B OO TIRHIRAY R & e B0 R S 47z (AL SBP
J O*DBP @ CfB DAL -42%), L L, ZD K 9 2R TH-10.5/~5.4mmHg (SBP/DBP
DETNFHIMED T RAE)) OREEZIRITRFT 5 & FlS Tz, o T, BEDOEELD
A RT3 —=AVLRY 77 v EVCOHHOERIC L > T gL v OYE RO

HIIARE L BEZ b NTeh, BEDOBRRKSZEHEICBET OLEND D,

4-2-2  WRER — A VERRT

@ Uy AUE, SRERRTEE BRI R R OIR T EMIRME~DT U U AR EE
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DIETF, BWFEFR 7 0 BT BTV FAT 0 VEEZ A 42 b T v AR — & — 53]
DR TIZE VB TOH U T PR T L7IEGAITEL D, 207D, BlEE, FERRE &L
VRIBIKBOAU., 7o oA 7T oo v N ZFERIETREE (ARB), 7 VAT ¥ Ak
FIEA] (ACED) KOV 7 ARFHEFIREOE L, mh U v LAMFAEFREBL O F 222 faki
RFERDZERMENTNDG 354 TILRAT O3 A U T LKRALT AR ATBNTH
DIEEZ R L CWDZ b, @A) U AMIEIX MR FEFEROIERICNIET S Y 27
TV . MR EHUEEOELER 72 IS b 230 b 3/ ML IZ D723 2 ATREME A & 5 3T
IRERIRHRRE TH D,

YU LMAEDFHBLY 27 NEWHRAGIEEE LR LconhdEL ) 0 3
DORKRBROUET — & 2 AT, fiED Vo AME EH CEFRGOMIED Vv LER 5.5
mEq/L LA ER OG)IMED U w7 AMEDS 5.1 mEgq/L PLE) OFIRZEH £ CTORFBICx 2 852

M Cox [E1f 2 550 L 7/ 2R, EE & T Tk, 7l 4172 0.625~5 mg qd D%
L CHERAICES T XL ) VOBRERE (Casst) BEWEEMES Y v LEE
FOFRBY 27 BWEEICE»>72 (Fig. 1-7), —F., MiEN Y U MEEZE=F ) 7 LR
HxYFEL /& 125mgqd 705 Smgqd £ Tl 25 F Tk, =%k L v
D Cayss* D EVMEEMIE A U U MMEER OB 27 I3FEIKT L (Fig. 1-7), #%HF I
—REBUIN T 2RO L OB b 50, WA ER G 556, & OO

W ONREE — BUOSBRR (BT & — ROSBIER) 238152 S 5 BLG T, IT4F titration paradox™
ELTHIRbENTWD 5, MiED U v LME BRI 2 ARSI AR ZEE 2 5 Y |
HOMWEE 50 BN SEEIZBWTEEOMED Y 7 MEOBEL#B 2 2K 51235
ZETHIGA. MOVHREE TN SN D BEITEANC L 5 MIES Y U AME EFICR LT
PR E R S D BHE L 70 D, T DT, flHl 42 DEFE TIEDREE — FUSBERARIZA T
T, WENIHHE R G R S Tuviud, BEERICEK T 5 FaREE CUTEYME) &
MiEH U 7 MME LA ORI Y 27 ORICIZAOHBEBEMA R 6N D Z &2 %, KEHTIC

& o Trtitration paradox” DHIR A /R S 7o 2 &3, FEARRER (305 KON J306 #llR) THW S
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NI R EER TR L ) K 2MEN U U LME LA O~ XD A v MMZETNI KRR
L2 LB TnD

R R — 2 M BR OB BAT OFIR, R—A T A DOMIEL Y v MMEK T eGFR 13, 1L
BA Y T MEEAOERRG (IES Y 7 MMEN 5.5mEq/L LA E) KOVEFG) (IFEL Y 7 A
fiE73 5.1 mEq/L L E) oL LT, iR Y U LMEEFORIRY X7 ICHEREE %
FETIHERTH D Z EA/R ST (Table 1-8) , [EE FH & & QMG OTILIZEB N T,
NR=2F A4 DIMIEA Y U LMERESWNEEMIE A U U LMEEFOREY 27 B@mhol,
ZHFTHIESNRRTH Y B H XY TH 5 356, X—2F A D eGFR KfEIE
3% U 7 MMl - FOBEMOERRN 1T 55 ABFFETHN—2 T 1 > D eGFR {KfE LML
HEH )T LMEEFOREY X7 L5 LHEHFRNSA B R BEN: (BEM&ET) I ER 7
BEME (Wi 5 T) RSz, EEMETO Cox E7 /LT, N—AT A D eGFR 1%
FAZ Cavss«DNRAEGR T-& LTl D U v MEEF (EF3G) ORI A7 ITHELTEB
D, =HFEL ) D Coss MR (A HIRH B4 50E) TlxfiE s Y o AMEEF O
LY 27T HN— AT A D eGFR OIS 722 & P& 7z (Table 1-8),
T, Moo MR FEHFERICOWT, REIBEAEREITEMEL R G Lz EoMmED U v L
EEAYAZIZZNETTEINTWELD RN ERRE SN TEY 7 RIFFEORER
EEELHLTWD, —J7, WIS T Cox 7 /LT, eGFR AKX FIZHEWLIE Y U & Aff 1
A (BFE(G) DOFBLY 27 PEUERNC EH-3 225580 b, BEEMET &Il
MiEA VU 7 AME EFH ORI 2712545 _X—AF 1 D eGFR OEEI= V&1L /)
D CasssDEWHERE (b EmMAEE Tl SN2 HE) BV TR T2 & Tillahz
(Table 1-8), ZDFEFRIE, X—AT A 2D eGFR METF L TWTHIMESL U 7 LMEH -5
WS WEBAEOLRNEHREICHE I TS Z EE2RBLTEY ., 2y AR o titration
paradox”DIFAE % HAFIF T 2,

FETMIESLS VI ab—varyoFEEMND 2 LT, B UHREY 52 boBEE

M U TR G217 2 5 a SATOR WA OMEL U v MME LA OPIRIFEH £ TORE
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il Kaplan-Meier Hh#R 2 (RABAYICERELL T 5 2 LN TE D, I 2 b—3 3 VOFRER,
NR—=Z2F7 A OIMiEH Y 7 LE (HPE : 4.1~49 mEq/L) & eGFR (#i[H : 37.5~82.5
mL/min/1.73m?) Okkx pkAE DR EBE LMDy I ab—rva U s nT
b, WG T TOMmMED V) U LME EFORBEIFEEHNET LY 0707052 E00R
i (Fig. 1-8) , @A UV U AMAEDFIBLY 27 O@EmWEMIZEBW T XL /) % 1.25mg
25 Smg F Tl G35 2 L OLEEMNRIONRE T 4 v hEEMT T, N—R2T A Dl
17 U 7 Ml 4.3 mEg/L } Of eGFR 66 mL/min/1.73m? Z A3 % #AEg /@ ) 2 7 8 (1204
ARBR OB E TS RIS E-SL) 1T B IEEN 12 B A OIME D U v AME EF (EFG) O
PREBLEOET L TFHNEIL 1.4% (95%EXH : 0-5.3%) Tho7z (Fig.1-9), = HIZ,
THXE L) OBERIEELRITTIERETHLA N7 a2 Y — L O K OEREN
BEEARE (125, 25 XKW 5mgqd) TOMEL Y v AME EFH (EFG) OBV AZIZED
FLE DL KIETINTHONWT, BT MIHESL &I 2 b—3 3 &% L= (Fig. 1-10),
RHEFASRM BN REMRATIC I T IR E (40kg vs BURAY 2 R 68kg) RO R T =) — )L
OPFFIZ LY = FE L 7 D AUCss IFZILEIR 36% K T 64% LT 5 & Tl ST
%o BBEE—ZEMET MIES VI 2 b— g OSSR, WA BEE TITMmE L Y
U LMEEFORELY 27195 26 OREEORBETHKRNRELNTEY , KHES
AW AT ORI S HDITNSL DT LR ENTZ, > T, BEOEREKL A b
SaF S —LOHHOFEECL>TodXt L ) v OYEIEOREITIARE LS E 2 b0,

MDY 7 AMEOEERE=Z Y L V52 EBTEUERD S,

4-3 RS (Limitation)

ARGEIT DDA R H 5, —2HIEZ, MiED U U LME LA OERKG) (MLIED Y 7 A
E2 6.0 mEq/L LA 0% 2 [838##E T 5.5 mEq/L LA L) 122\ T, 4571 Xv REBRE bR
TWiRnoTeled, TELTWEEER Cox [Hlifax EHETErolcl & ThbH, —DH

X, WG T OS2 E Cox [MUFIZIBWT, FERICILIES U ¥ MELEFOA X2 VD
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otz HEEORHAREES Z 2 6L, BEEHETOZEE Cox [FI)F TRIE S 1L
AT VEEZIER S TOET VICHLEAT A L ETHD, TNblT
T EORATIEH L2 0D, iEH Y U MEEHOBBEY A7 1T XL )

DRI ZENET 07 7 AV ERBRLTEY | AFEORGRZ S OICRMT 26D TH D,

44 fEw

REMEYERET T AVMTIC LY, =X L ) VOBRBEEICR D EEL KT TIERE
IXFRY CYP3A BEEA] (K 64% E5) UFHRW CYP3A 584l (9 68%IK ) OPFFEE L,
WNTHRE (K9 36%mlH~28%IKME) TH Y . 7y CYP3A FHLEH K OFFEANIOF IS EE
THLERDDLZ L, —Ji, ZRHOHERIZE > T FE L/ »OY)EIEOREILRE
LEZDLND T AR LT, £, BHEREEE, BN D TEEONTHEAEREE . & O R
THFE L U OREEIC KT TRBEOBRIKMNERIIRER (#20%UN) THDHZ L xR
L7,

R — AMEE T UITIC L D, =L COHERERAR TH S 2.5 mg qd K5
mgqd BE=7 L L/ v 50mg/day & [AERDEILLL EOBRIENEBHEONH XL /) D
R EE B OHMPHICEET DM EL L TZOREMELTIMIT T, £/2, 2h b 2 IEOIREED
HPRIZI T D EMRA IR — ROSBRICES X, =Xt L VOMHEE 25 mgqd 16 5
mgqd [IZHETDHZ LTV ERDAMENEOND Z & 2T,

WREE — ZRMEET AENTIC LY EERRE N T, =L COBEENEVIE S
HEH VU LMEEROREB) A7 8@ &~ MiEV ) VMEEE=4 U T LR
THFXE L CEEE T AWEE G T T, =Rk L ) CORERE MG Y U AME L
AORBLY A7 THHBEL TWAHZ &R L, 2O &id, WKk T, =%k L /v
R TMER Y 7 LMED EF LIS WEEFEOAREWHEE T INT-Z L 2R L
TW5b, £, EEHE T TR, X—2A T4 > OMiEH VU v LEE &N eGFR KEIE, i

HYAMEFERORF) 27O FREFEEL TSI 2RI, EF MKV 2
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L= a3 AR R=2T A L OMiED Y 7 LMEMK T eGFR Z k4 2 GHOETHOH
FICBWTHHER G T ToMiEn Y v ME LA ORBRIEEHETLD DR 252
LR, @mA YU LAMIEDHKBLY A7 OEmWEBEIZEN Y U LE=F Y 71200 12
WHEIZEH > T 1.25mgqd 205 S5mgqd ~Wi& 592 2 & T, ZEMRONET 1 v 3G

bivd Z L aBATT,
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%
L HER2 ik BB AR N T AV A~T TNVIT AT
71> @D HER2 [GHEEIT BB ICx T 2 HEREER A ED
1E41k
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1 - HAY

BRI MR T 2% (age-standardized mortality rate) 23FFEFEIED T 4 % H
e < S8 T EE/AE J G (GEY) WOIRRIEDIREIZ b L & T A AR
FEICE EEDLTRARBDRETH S ¥, BROBERITRT D7 HBTRICE ., BIE, #
R OFHBTED 60%LL LT V7 Ml CRAE L TWD 9

HRE/GE) 2T DK 1/5 A b LBEHGER =245k 2 7 (HER2) OiER|FEH i3 HER2
BETOHEBEZHR LTS Enbi o $it HER2 £/ 7 r—FAHiETHL N T AV X~
T HAFRIEICIBINT 5 2 & T, HER2 BB #/GE) B 1081 5 A F I M OVEERY
B (PFS) 1X#ET 5 Z L0VREN TN D 2, ZD7-%, HER2 Bk H /GET i &
FATx L THER S L0 —RIGIRIIMEFIRIE L F T AY XA~ T OO MEIE L 72> T D8
6364 N T AV X< TIEWEHITHEAT L7 HER2 BMEIEBMEE I TR AR TH Y | B D%
P70, LLE G | HER2 BaMEEIT B E/GET FEIZ 61T 28 LWA R 2R IGIRIE N E &
nTnsg,

KNI AV X~T FNr AT 7 (T-DXd) (DS-8201a ; ENHERTU®) %, b MLfi HER2
IgGl £/ 7 u—F PR T AV X< hRA Y AT —F 1 EERAZ /T 07k
TV URREA (DXd) 2D Y Y = ABRICL > TERENDT h T _TF RE_R—RIC LTz
U > —%4r LTHEG SE 725 HER2 FUAZEmfE &1k (ADC) Th % 7, T-DXd (I, HER2
Z 3BT 2 IS RP RIS & L CIIRNICER D JA 7=, DXd 23R L . DXd @
RNRA Y AZ =B ITEERIC L W BUEEIR AR T D L B2 o T 5, HEHE L 72 DXd

E VI ZE R E 2 A7 L TR D, HER2 FERBLOBRBIESMIII U € b MiflafEE 25 =
2T, Wb A AX U E—HRBHFFI LTINS %,

T-DXd KM Ot DXd OERRE BRI TR~ 2B EE ICB W RIS T 5, 1T
PO E g B T-DXd 0.8~8.0 mg/kg & HEIFFIRNZ G- L7z & & O fijEH T-DXd DFEY)
eI, 3.2~8.0 mg/kg O FH B TRIBIEZ R L7z 68, i+ T-DXd O KA OF

PIE) (XK & (0.8~1.6 mgkg) TIiIH 2.18~3.07 H, Th LV EHE (3.2~8.0 mg/kg)
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T3 4.23~733 HTH o7, 3.2~8.0 mgkg OHEHPHIZIHITH T-DXd D7 VT T2 A

CESME) 1349 6.41~11.3 mL/day/kg TH 0, EFIRIEIZI T D oM A FEILMAER & &
—E L7z, T-DXd6.4mg/kg % 3 MM Z & ITKEFIRNE G L7z & &, [iET T-DXd O3
gL 3 BIA &G (VA 70 3) ETITHUERIRIBIZE L. MiET T-DXd DOBREE &I
1349 1.35 5D BFEAGED B Aviz, Mg HiAE DXd R I3 E 1 T-DXd REE DK 1/400 (£
JVE) TH Y | IEEITK) o 7o, T-DXd 3.2~8.0 mg/kg & HFFFIRNTX G- L 72 & & Ok DXd
DR MG R (hfE) 1350 7 B, Mg+ T-DXd O @ mig PR (7 2 B (F
RAE)) K0 b0, WA DX OV RMEES CEEE) 138 6 A TliE+ T-DXd
ERBETHY | #EHE DXd OWERITEREE PR TH D Z PRS-, T-DXd 6.4
mg/kg % 3 WM Z L ICRAERIRNEE S L7z & & it DXd oK WERE L 3 Bl H &5
K (A 70 3) FTICBERIRIBICE L, MG HEERE DXd OIRE#EEICRFITRD 6
Rinote, WHEDXd OEER Y VT T o AREIIAT PR SUIRB TH H L EZA BT
W5, DXd ORFHIRE G- 2EEFRITEIC CYP3A4 TH Y, £7- OATPIBZED b7 2 AR —
Z—DIE L7025 Z L PIFRIRABR T REN TN D 9,

T-DXd DERKRBHZEIT HER2 BB 2 A DWIGEE & L CHEd bz, £9°. #EATHED
[ B & b8 & U725 TAH first-in-human 3868 (7101 3BR) 233206 S 1. 5.4 mg/kg KO
6.4mgkg O 3FM T & (q3w) DOFIRNE G235 T AHRBROHELI & (RP2D) & L CGEIR
ENFZ B, FHNT, FTRAY AT T ALK RERED B D HER2 Bt TR BA &
%4 & L7255 11 #H DESTINY-Breast01 #82 (U201 #§k) (23 T, Part 1 TRP2D #5r 3
& (5.4mgkgqdw. 6.4mgkgq3w KN 74mgkgq3w) BEFTSH, TOHFNE 5.4 mgkg
Q@Bw PHESEHE L U CRIRS N2, Part 2 CUMHEOEIKARAMEN RIS 0, K&
B, Z % 11 fH DESTINY-Breast01 Bk 2 EE 72 ilBrkig & LT, 5.4 mgkg q3w DEFR
WNEEH-23 2 SLL EOHT HER2 ¥ 15 % 51} 72 HER2 BMERRREME P OO I 12 351 T H KRR
THERRIN T,

T-DXd DORGERBIFIT, T & W1T L C HER2 Bt B OMISIEIC G LT HHED S =n
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BHRIH T o ERPUITEERRENFE L., £7. BBEE N TE/ 7 n—
FIHUAR ADC DIFEE &N L G2 OfMETZEEE LR TR 22 L) 7 — 27
BERESNTWEZZETHD (FTRAY R T BH LY R T 56 W52V X<
TAE T ZRe T B RN X T V), e, Y AT T AV R
¥ 7 LBl RIS L TAHAMER RSN HER2 R E T5E /) 7 v —F
VPR ADC 1, B OH T FHRBRICB WD CO TN b NI E B A2 Rt
ol Z L ThH2D 0882, 5|12, AROEKBHELFRCHEZHW NI AY X7 D

HE/GET FEDOFH M ABRBR ClE, TE L RARA v MIER SN b 00, ijET 7 Ay

A~ 7 DR D WA IS < B TR ORE R, K bIRWVIRERE L b O AHET
IR TAY X2 T ORRT v bRRD LT, Ui T EMORE AL ORENKE

OBIHIYEF FDA) LV TWZZ L THH B, T-DXA T2V TH, EITHEOFEEE
HE G & L% T4 first-in-human 3UBRICISWT. BEEE 281 2 T-DXd DOIREE &)
FUE B & TR 10%IRWMER 2B b TWe, 202 &b, A UHEOLG, B
BEOBREEIIIEEE L BIERS RO RN H S L L, £ D% 0 HER2 5 E
DEFEHERBRH EIIIEHAED 6.4 mg/kg 3w OFFIRNEE G2 B4R L7=, BEmic, h 72y
A~ TIRHIE D & % HER2 P HET B 8 /GEY it 8 & x4 & L 72 % 114H DESTINY-GastricO1
bR (0202 3BR) 12V TC, T-DXd 6.4 mg/kg q3w D ERARN B 1X IR EIRIRIC K Db
B AV 2T H TR ) X0 XL TEET Y RRA v b Th 2 RBIIIED =
(ORR) M 2AAAHH (0S) ZAHEICWET D Z LR ¥,
AWFZED HI%, AT %08 UC, HER2 B B #/GEY ¥ B (28 1F 5 T-DXd OHELEHE
MEOZGIEZ FANZEMN T D2 L TH D,
o . B, I XIITOMOETREZ AT 2 LAk EERHA LRI, REEHE
WENREREAT O FikZ VT T-DXd LK OVERE DXd O3EMEREZEBIET L, T-

DXd K ONEEE DXd O3 Ehie /T A —Z OFEER (FLE vs.BiE) OEWOF L

FREE & B fCHIICI B 0245, & 512, HER2 BRME B HEEZ 6.4 mg/kg 3w TERR
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WG L7z & & D T-DXd OBEFEE ) HER2 PEFLE A 12 5.4 mg/kg q3w TERRN
5 Lo & OREE L FRRBEENSOND T & 2R,

IZ, HER2 [t B H/GET i 8 2 5 RIS, A= FARA > F TH % ORR H T}
e E 2822 (confirmed ORR) 5T %17 DR — FOGRAMRZ £ 7 /L1t L, HER2 [k H
JiE B 123\ T HER2 Bt EALIE O /KGR A & 5.4 mg/kg q3w LV HEV 6.4 mgkg q3w
EIRINT DA RER OB R E T,

o, B R SUIZ OMOERE 2 A 2 SR EEEM 2RI, fx D%
T FRA > b (IR FECHE MR R (ILD) 72 &) 12X D8R — I
JISBRZET UL L, BaME Y 27 OFEROEVOFEZH LT 5, I HIC
T-DXd DEERFFE SN U 27 Th D ILD O RFEHBIHIL HER2 ik H #EHE O
6.4 mg/kg q3w & HER2 [GHFLEBAE O 5.4 mgkg q3w ORI CTRRE THDH Z & 2R

B
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2 ik
2-1 BRRT—2%

AHFFETH W= 2T ORERRBROIEIRFE G F I TEMEAZ BRI L > TRRE X,
FRETORENSIERBIMENCER/IZL DA > 74— Rarky N &2ET,

RHE Y B REARAT M O ER — 2 Mt Tl B, I X 32 oo FBEE2 A+ 5
BE XL LTI BB 6 3B (55 1 #H First-in-human 3B (J101 3XBR) 72 J102 3
B 55, A103 RER M O A104 GRER™7 —t BRERRSRYEEA 35 11§ DESTINY-Breast01 #Uk (U201
FBR) . % I 3 DESTINY-Gastric01 #5 (J202 3UR) ) Z%f4 L L. T-DXd % 0.8~8.0
mg/kg O H EHFIFH CHEARN S 5- X725 808 44 O BE OOFGT — & % T I ik L 7= (Table
2-1),

WREE — A NIEMRNT ClE, 5 1 M8 first-in-human 382 (J101 38k) KO 11 fH DESTINY-
Gastric01 3Bk (0202 3BR) x5 L L, 2 b ORI A AN H L7z HER2 Btk (IHC 14
3+, XU IHC i 2+ H-2 ISH iERGME) o B#8/GEY F B E T 160 44 DOFG T — & Z AT I fik
L7 (Table2-1), MR —HMEMNTOT — 2 &~ MIE E 7= BHE/GEI #EEH 160 4D 9
B, 141 473 T-DXd 6.4 mg/kg q3w, 18 41 7° T-DXd 5.4 mg/kg q3w. 1475 T-DXd 1.6 mg/kg
Pw TRESh,

N OfENT TS T-DXd 23 1 [I2L_E# 5S4, T-DXd % 5-% O Mg+ T-DXd LEEHE DXd
DY EREY T 1 R ERRIRS I EE A x5 L Lic, AOMER OVt T —
A ORAFIEZTOT, A UT LM DT — Z 370\ B LR EE — SOSEAT 2> B BR

L7,
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Table 2-1. Datasets included in the analyses.

Study name Study design Patient population Country Tumor types | T-DXd PK sampling PPK and Exposure-
dose, timepoints exposure- efficacy
mg/kg safety analysis, V
analysis, V
First-in-human (J101) | First-in-human, dose- Advanced breast Japan Advanced 0.8-8.0 Before and after Total: 286 Total: 41
escalation and dose- cancer or gastric/GEJ solid tumors infusion (Cycles
(NCT02564900) expansion phase 1 cancer regardless of 1,2,3,4,6,8)
study HER?2 status in part 1
and multiple cohorts, At2,4,and 7 T-DXd dose, | T-DXd dose,
Multicenter, including patients hours after start of | mg/kg mg/kg
nonrandomized, open- | With: HER2-positive infusion (Cycle 1)
label, multiple-dose breast cancer treated 08 n=3 16:n=1
with trastuzumab On days 2, 4, 8 o e
emtansine, HER2- and 15 (C’ cl’e 1’)
positive gastric/GEJ Y L.6:n=3 5.4:n=18
cancer treated with
trastuzumab, HER2- Ondays8and 15 | 3., -3 6.4:n=22
low— expressing (Cycle 3)
breast cancer, other 54:-n=91
HERZ-expressing At 4 hours from
solid tumors; and a start of infusion 6.4: n = 180
pharmacokinetic (dose escalation o
cohort of patients with phase Cycle 3) S
HER2-expressing 8.0:n=6
breast cancer
J102 Phase 1 multicenter, HER2-expressing Japan Advanced 6.4 Same as U102 51 -
nonrandomized, open- | metastatic and/or HER2- with additional
(NCT03366428) label, multiple-dose unresectable breast expressing collection at 2
study to assess the cancer breast cancer hours after start of
effect of T-DXd on the infusion on days
QT interval and 2,4,8,and 15 of
pharmacokinetics Cycle 3
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A103 Phase 1 multicenter, HER2-positive Taiwan Advanced 6.4 Same as U102 12
nonrandomized, open- | advanced and/or HER2- with additional
(NCT03368196) label study to assess refractory gastric/GEJ positive breast collection at 2
safety and adenocarcinoma or cancer or hours after start of
pharmacokinetics of T- | breast cancer gastric cancer infusion on days
DXd 2,4,8,and 15 of
Cycle 3
A104 Phase 1 multicenter, HER2-expressing Japan, Advanced 54 Before and after 40
nonrandomized, open- | advanced solid tumors | South HER2- infusion (Cycles
(NCT03383692) label, single sequence, Korea, expressing 1,2,3,4,6,8)
crossover, drug- Taiwan solid tumors
interaction, and At2,4,and 7
pharmacokinetic study hours after start of
infusion (Cycles
2,3)
Days 2,4, 8, 12,
and 17 (Cycles 2,
3)
DESTINY-Breast01 Phase 2, global, Patients with North Advanced 54-74 Before and after Total: 250
(U201) multicenter, unresectable and/or America, HER2- infusion (Cycles
randomized, open- metastatic breast Asia, positive breast 1,2,3,4,6,8)°
(NCT03248492) label, multiple-dose cancer previously Europe cancer
study treated with At2,4,and 7 T-DXd dose,
trastuzt}mab hours after start of | mg/kg
Part 1 was a dose- emtansine infusion (Cycle 1)
finding and 5.4:n=181
pharmacokinetic study On days 8 and 15
of T-DXd 5.4 mg/kg, le 1
6.4 mg/kg, or 7.4 (Cyele ) 6.4:n=48
mg/kg; part 2 evaluated
the efficacy and safety glgtg;? 07fh0urs 7.4:n=21
of T-DXd 5.4 mg/ke infusion (Cycle 3)

Days 2 and 4 (PK
stage of Part 1
Cycle 1)
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DESTINY-GastricO1
J202)

(NCT03329690)

Phase 2, randomized,
parallel study

Patients with HER2-
positive advanced
gastric/GEJ cancer
who had progressed
after 2 previous
regimens and 2
exploratory cohorts of
patients with
untreated HER2-low—
expressing tumors

Japan,
South
Korea

Advanced
HER2-
expressing
gastric cancer

6.4

Before and after
infusion (Cycles
1,2,3,4,6,8)"

At 4 and 7 hours
after the start of
infusion (Cycles
1,3)

On days 8 and 15
(Cycles 1, 3)

169

119

GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; PPK, population pharmacokinetics; T-DXd, trastuzumab deruxtecan.

*PK samples were also conditionally collected on day 22 if day 1 of the next cycle was delayed by >3 days or the patient could not continue to the next cycle.
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222 RHEEEYE)ReAEHT
2-2-1 RIAYRYT TN AT T (T-DXd) KOUEREREY) (DXd) OREEMH]
W ENREE T AR

2T ORKHBRZ 8 T, MG+ T-DXd R EEITZ S EOMEGE S e ER bR ILE (7
L— b BICHEE L7z conjugated DX (2T 2 KPR RAVHUA T T-DXd it L, ©4F 1k
L b7 2V A<= THUK K SULFO-TAG A b L7 R 7 EV U ZHWTHRIET %) THIEL,
175 5 DXd 132U PEORERR S 7z LC-MS/MS ECIE L7z, Mg+ T-DXd
KONz DXd B E O E N K ONIE I AB OB R OWEE L, Wi bl s 5L

(M35 H T-DXd #JE : EEL20%LAN, FEE 20%L0 T % 7 DXd #RIE : B +15%LL
WL REEE 15%LL ) Zi7e L7z, MiEH T-DXd ¥ K& ONERE DXA R O & & FIRITZ 2
400 ng/mL K 1} 0.01 ng/mL T - 7=,

RHE MBI REMRHT DT — % & > M, 808 BIOFEE LGN 14,044 S OIMIE
1 T-DXd 2 KO8 14,122 A MG TPk DXd #EAE 7z, Mg T-DXd # 5 K& O
Tt DXd R O & FIRAE (BLQ) 13 5-#% DORERIEMD 1%AN & D TH
72 &b, BLQ 7 —Z IFRHEM B REAET > SR LT, E7o, RHMEMSEYBIREE
TNDN—=ZAET )W L D&M EHALEFEE (CWRES) OFEXHEAY 5 288 2 DI IE
HAUE S LT 2 B BRAN LT,

FHAE ISR BI REMRAT 121X NONMEM Y 7 R D = 7 version 7.3 Z VN, fif#rZ@ LTy &
e OB E B8 LTS b A & —WERIE  (First Order Conditional Estimation with Interaction,
FOCE-INTER 7 /L= U X L) A4 L7236,

RO T=OIZEH LizT —H & > MIxt LT, T-DXd kO DXd O3EWEIEE T L
NI A—B% 2 BBECHHAEE Lz, £9% | BefETlX, T-DXd O MG HiRET —% OH%
MWT, T-DXd DETN/NT A—=F L2 2B EBR 2 HHEE Lz, RIZH 2 B
BETiE. T-DXd M OVEEHE DXd D LiEHIRET — & 2 2TV, T-DXd OREEH AT A —X#

M OHEENRDONRT A—H2 25 1 BETE LN -HEEHEICEE L- LT, 5 DXd 0E
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TNIRT A =2 L ZIHT D BB R A FB/HEE L7z (WD % PPPED 7 7 m—F 36)
T-DXd K ONfERfE DXd O REEFISEMEIEE 7 /UREELIE, W EICHEHIE D72 DITHE LT
RAEMEYIREE T L ¥ OFRMEET VLR UET UEER OF CIE RS ©OET L EH)
HETFVE LCBIR L (Fig.2-1), #IFIET VL OREET LT, T-DXd 22OV T 1 &iH
KD 2-m 83— F A2 N OWIRNRG-E7 /0, 1 DXd 12OV TR 1 kil & 1R
(B A 7 V) A7 72 T-DXd 725 O DXd OEFHEREERZHED 1-3 /3= F A FET L
THER S, FRHEENEEMENREE T /LIE, T-DXd [Z2WTiEZ V7 7 v A (Clipaed) « D
T NR= R AU (Vi) ZORE I 73— A2 b (Vainue) OO ABFE R N2 23—
AU NEDHA 7 VT T2 A (Qintaed) « WEHE DXA IZDOWTIEZ U T 7 A (CLdrg) « 0
22— M AV NOFAAEFE (Vag) KO T-DXd 55 OFFFEEE EE (Ke) T/XT A—H

L7,

Ds-8201a 'V infusion Intact DS-8201a Clintact
dose in serum

Vl, intact

jo]

/ o Krel
s
Q

Intact DS-8201a

Released drug Clgrug
in tissue

in serum —_—

Vv
2, intact Vdrug

Fig. 2-1. Structural model schematic

CL, elimination clearance of T-DXd; CLgrn,, elimination clearance of released DXd; drug, DXd; Intact
DS-8201a, T-DXd; IV, intravenous; Krel, release rate constant; Q, distributional clearance; V1 intact, T-DXd
central volume of distribution; V2 nwc, T-DXd peripheral volume of distribution; Vgne = released DXd
volume of distribution.

EHfE DXd 13, T-DXd Oz 78— kA 2 k7335 K DAR-(500/150000) 73 4 7 45 C A=
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L (2O, T-DXd OF bz 73— A 2 N OFEY BT B % KX E720) . CLirg/Vdrg
DL T THEHE DXd OF L=k A 2 R BNk T 5 EUE LT, 178 DXd OH 0

a2 R— R A2 N O EORFE Oy HEA (BEq.2-1) 2L FITRd,

dA ., (¢) 500 CL,
— el K A (t)-DAR- o e g

drug

(Eq. 2-1)

where Agng(t) is the amount of released DXd in mg; t is the time in h; Ai(t) is the amount
of T-DXd in the central compartment; DAR is the drug-to-antibody ratio of T-DXd (i.e. 8);
Kl is the release rate constant in 1/h; CLdng is the clearance of released DXd in L/h; Vrug
is the volume of distribution for the released DXd in L; 500/150000 is the ratio of
molecular weight of DXd to T-DXd.

K DFEE (P4 70 (T-DXd OHEMETH D 3lE 1 4 7 &9 2)) KIFEIT,
Fraction of Krel at Cycle >1 (FPC1) } O® Exponent of Cycle effect on Krel (FPC2) @ 2 >@D /<

T A= ERWTRR Lz (Eq.2-2),

K, =K..m -cycleFPc2 -(FPCI if cycle > 1) (Eq. 2-2)

where Kr is the time-varying release rate constant; Kreitv is the typical release rate
constant; FPC1, fraction of K. at Cycle > 1; FPC2, exponent of Cycle effect on Kyi;
Cycle, treatment cycle number (i.e. 1, 2, 3, ...).

7235 EE DXd O = 22— X v MCRAT L7 3 S i DXd o IiiE iR E O o
FHTITRE BN, Z OEETT /L ClLilEsf DX (ZBIfR T 2 KHERE T 2 — & 133k
AAREE 72D, DXA X=X VT W OFERTHDL Z L 2B L. Vane OFREF LA
OB T TV UHERTH DX T T A A VAR MCHIRNES LTz & D5y

MR DO CERAREE (17 L/m?) ICEET D Z LRV NTF A —Z ORI EMEORMEL
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R L7z ®7,
KIENE T A — X OIEERETITAEERSAICRE D L RE L. 8% VT

kL7 (Eq.2-3)

6, =0y, -exp(n,) (Eq.2-3)

where 6; is the pharmacokinetic parameter for the i-th subject; Otv is the typical population
estimate; and n; is the subject-specific normally-distributed random-effect with mean 0 and
variance ®’.

T-DXd DFEZZIN T FZE L= ORARZETT VL (Eq.2-4) %, % DXd ©

FATENII PR EET V2 En i L. (Eq. 2-5),

A A 2 2 2
yz]:yz]-l_\/yy 'eprop +0add .gij (Eq. 2-4)

R EET L

Yy =Yyt (Az/ 0,00 ) & (Eq. 2-5)

where yjj and J;; are the j-th observed or predicted serum drug concentration for the i-th
subject, respectively; Oprop and Oaqq are the standard deviation of the proportional residual
error and the additive residual error, respectively; and gjj is an independent normally-
distributed random-effect with mean 0 and variance 1.

%)jﬁ;q%T/]/ 7 5 i j/lj; #EZZ% j: T-DXd W—Wﬁi (on CLimact, Vl,intact) N ‘@EU (01’1 CLintact, Vl,intact) N
/\‘”—‘X 5’( V@[ﬁlﬁ%?}l/j i :/ (01'1 CLintact) N /\\“_‘X 3’( ‘/@Hi%‘ﬁ‘/f /'( (01'1 CLintact) &U
(AARIUTZ DA : on CLintact, VZ,intact) . FE T EHE DXA ITIKE (on CLdrug) RN—=RAT A

DT ANTG XTI ) 8T A7 27 —8fH (AST) (onCLing) . N—A T A L DFREY
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JbE (TBIL) (onCLgng). U R EJL (CYP3A }2TUf OATPIB FHEA]) OOFA (on CLirg)
LA ~Z7aF>y— (CYP3A BHEH]) OFFH (onCLang) « P (on Vang) M OVELA] (FL-
DP1, FL-DP2 X|% Lyo-DP : on Vang) T o7, 723, FL-DP1 2 TN FL-DP2 [ /KM: S Al
Z B L 728454 (frozen liquid drug product : JEBRELH]) . Lyo-DP 3G RZERSEA] (Iyophilized
powder drug product : HiflRHLAl) T v . FL-DP1 ##| & FL-DP2 ##l,Lyo-DP HA| DR <
FELE T RS B B MBI ST,

MET NV EARFFROT —Z 2> MY TLD %, RN K OCLE e E 12 3D
& MBS U THIMIE 7L OREE DB IESCREAF DILE B ORI 21TV, X=X ET L& H
LT, R—RAET VAW LI-%, BEAIFEOTDITHTIZICRE L AR IOV T
RO TE (p<0.001) & W TIEERIR AT o 72, BiclCHRGE L7 3E &A1, T-DXd
e (B, U, ZTofh) . BafiioaE, AR (AN, BAL TUVT AL 20Ofth),
R=2AF7A DT T=vT ) b7 A7 27— (ALT), X—A T A D AST, ~—
AFA4 2@ TBIL, ~N—ATF A @ Cockeroft-Gault iZHES 7 LT F=027 VT TR

(CrCL) K OVITHEREME T (NCI-ODWG £4E) Th Y | W7 DXd 23fE (Haa, L. €0
fi) . AHE (BN BAL TVT AL TOM), XR—=RAF A D CrCL X OITHEREIE S (NCI-
ODWG J:#E) Tho7c, ZohTrEE (B, k. Tof) OMREANE TR HE
IRt LAEAT T e,

RHEFSEY BN REE 7 /L DRAEE T VD3 LG T-DXd S OVEERfE DXd 0D i I 4 36 B12
FLRLTWD Z & 2T 5720, R GOF 7'uy b EgiE (B, 3. T ofl)
TJ@RHI] L7z prediction-corrected visual predictive check (pcVPC) ¥ & FIWCEMII L7z, 7=,
e (B, I, Zofh) [Tz, AfE, 1 7 v PRI &I X > TRERIL7Z peVPC
HIT o7,

RHEMBEMENREE T L D RAEET VTR LN A EBE ORYERE T A —Z ORRER~A
AHEEE (EBE) & W T, BHEHEEIC T-DXd % 6.4 mg/kg q3w X IFFLEHEE I 5.4 mg/kg

Q3w THARNEGRFOY A 70 1 RO A 71 10 GERIRER) 1231) 5 T-DXd K Ok
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DXd DI R E — R FTrifd (AUC) . fEIiiE FIRE (Cua) M ORI R E
(Cmin) ZHEH L, MFZELE LT, /o, EYBENE T A —X D EBE # HWWTHEHH L2

B O IMFT T-DXd K& O DXd OBRFEFEIE 2| fit < BREE — SOSHRITIZBE L7,

22 WREE — ALY
2-2-1 BREE—AIMEET VR ROET S v I 2 b—va v

W% — AW ERRAT TR B A0 > RARA > M, %5 11 # DESTINY-Gastric01 X5k

IRITDHEET Y RRA P ThDEBAIZED)ZH (ORR ; RECIST A R 7 A 2H5<
MSE R RHES L DR . FEBRICB T 5K T FaRA b TH D HEEREHR

(confirmed ORR; S ) DZNIR O 4 LA LD & & 1 7= FRETAT TRERDSHEE S 7 ORR) .
ZNHE (DoR) . M OMERGEAAAHIM (PFS) & L7z,

“flE7—%# T % ORR J U confirmed ORR (243 5 Mg — SUSBEIRITME R VAT 1 v
7 Bl OFEEZ AVCEHEi L, time-to-event 7 — % Td % DoR & U PFS & DBEFfRIZ Cox [H]
i D FEE VTR 21T o 72, Mg T-DXd & O\ilE#fE DXd OIRERE L LT, 1 7
V1 ROVEFIRIEIZEIT D AUC, Cmaxe Cumine WNTHIEA R FRRI LTV A 70

(BMEA XY RDBBLL o T BFEIZOWTUIIRER TRES IS v F A7 HOWT
WINRNITNEEND A 7 V) O TR E TORLMIGEFEDIRE (Cae) ZFFTL, W
BEIRIEMOMBEZ B E L. LT, MErABIEICE S TEAIMET Y RARA o Mxtd
DB A BRI U, BEBEIEIE O S E A NN T R B OgE — RISET MZHB W T R
L RRRO b E BEDR (HE) OHEN p<0.05) . Z OBRE — OGBIFR D ZEH#E A
T OELZ T TNRWZ L 2R T 5720, feld TIL Bt 4 e U7z, BRiE — A2k
AT THRGRS L 723 B & Table 2-2 (O3, A BIIHREICE> T fEfb L, A7 =
UNVEEE L CTHRoTe, WEARITIRE —SET VOU R E L REHR (X)) OHEITH
LRt L, SR RE 7 /U EBIEREE (BEHINE (p<0.05) R UOZELRAE (p<0.05))

ZHWTIEIR L7z, ORR D _flE7 — Z \Zx17 5 AR B OWREE — fUSE 7 /L0 goodness-of-
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fit 13, BT —SUGTETAOTHME (HEEMEE 90%EHEXE) & BREHEEON SRR
T % BOSZES CEEIME & 90%(E X)) DBRERIREE CEME) (IS4 257 vy Fz@EREGD
WX EERT 2 2 L2k 0 FHE L7z,

I BARMT 244 T 1%, Bof&E7 V2 MW T, HER2 BB EEFR I LT T-DXd & 5.4
mg/kg q3w X% 6.4 mg/kg 3w THEIRNIE G L7 L 0K AIMETY RARA U FEvIa b

—ar L. MERISERZFHE L7z,

Table 2-2. Investigated candidate exposure-efficacy covariates.

Exposure-efficacy covariates

Race-country (Asian-Japan, Asian Non-Japan, Non-Asian)

Lines of prior systemic chemotherapy (>median, <median)

Baseline age, weight (>median, <median)

Sex (male, female)

Baseline tumor size (>median, <median)
Baseline HER2 THC status (3+, 2+/ISH +)
HER2 ECD (>median, <median)

Baseline albumin (>median, <median)
Baseline ECOG PS (0 vs 1 or greater)

Primary tumor location (gastric/GEJ)

Histological subtype (intestinal, diffuse, or unknown)

Number of metastatic sites (>median, <median)

Previous total gastrectomy (yes/no)

Prior treatment with irinotecan or other topoisomerase I inhibitors (yes/no)

Most recent treatment with trastuzumab or trastuzumab-similar treatment including T-DM1 (yes/no)

Presence of liver metastasis at baseline (yes/no)

Prior treatment with checkpoint inhibitors (nivolumab or pembrolizumab) (yes/no)

ECOG PS, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction;
HER2, human epidermal growth factor receptor 2; HER2 ECD, human epidermal growth factor receptor 2
extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization, T-DMI, trastuzumab
emtansine.
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2-3  HREE — VAT
2-3-1 RSB —ZeMETARER NET ICESS VI al— g

WREE — L RVEMAT CRMEi T~ 2 2 atEm > RARA > ME, &l (any Grade &% O Grade 3 LA
B A EREGEY (any Grade & OF Grade 3 B ) | i/ MEEEY> (any Grade K Uf Grade 3 LA
B), KO b— K2 Ll ko E S (LVEF) K FOAFBLOA 8, 37 ON R M ik
(ILD) (any Grade X% UF Grade 3 LA |) OFJEIFEBLE TORFE & LT,

Time-to-event 7 — % T& % ILD OFEIFEBLE TOReMIZ 3 % MRz — RSBIFRIT Cox [H]
JROFEERHNCEME L, ET— % ofthoZzettoey KRR A > MIxtd 2 g — K6
RITHRIE 2 O AT v 7 BlsOFiEZ FVCREMG L 7,

I8 T-DXd & OV DXd ORBRFEFRIE & LTt YA 71 1 KOVEFRIRREIC I 1T 5 AUC,
Cmaxs Cmina WNTZERMEA XU MDFBL LT A 7V (BEVEA X RRBB Lo T
BEIZOWTTIRREE TRA I v M A7 HOWTNNRWEREENDL A 7 1) O
ETHREETO Cave AL, BREEHEEZM 0O FH B K& OB 2 (S HLBE BT D 72 DI L 7R
—ZRMEET L 8 LOBEMEZE LI LT, MEHABEMHICESE KL FRA

2T HIREEFEAR 28 R U 7o, IRZ8 BT 13, MBI HmBAR O 7o OITHEE L - 5ofsE
T8 LRERICEERE LOETAEYMET L E LT L, YIIET LV E RO T —
Zy MCYTEDE (R—=RET ), ZO%, BT — AR & RO B HoERL %
MWTHEEZRINL 72, 72720, MEOHT CRINRS L EIL, N—RAET /L THtEt
FHNCHEBE TR ST ERE BRIKETMIED D Z & & LTz, IR — RV TR
it L7234 B % Table 2-3 12”7,

IS BT 244 T2, BT T V2 VT, HER2 MBI IR LT T-DXd & 54
mg/kg q3w X% 6.4 mg/kg 3w THERNE G L7c L 0K LeEMETy KRS U a2y Ia b
—var L, HERIEREFREZFM L7-, 72, ILD 225\ T, HER2 PtEFLEBEICR LT
T-DXd % 5.4 mg/kg q3w CTHEIRNE G- L7= & & & HER2 % H A 12 6.4 mg/kg q3w T

RS- L= E X OBBREDOL I 21— 3 VATV, MZEOR Tl L, X612
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AARNE BARUSNDT 2T NDEE DR THLZEEA N MEIRROET LT HMEZ

L7z,

Table 2-3. Investigated candidate exposure-safety covariates.

Exposure-safety covariates

Primary tumor location (unknown or gastric, GEJ)

Previous total gastrectomy (yes/no)

Race-country (Asian-Japan, Asian-non-Japan, non-Asian)

Baseline age, weight (<median, >median)

Sex (male, female)
Baseline ECOG PS (0 vs 1 or greater)

Baseline albumin, AST, and total bilirubin (<median, >median)

Renal impairment® (normal, mild, moderate/severe)

Number of prior nonhormonal cancer therapies (<median, >median)

Tumor type (breast, gastric, or other)

HER?2 status (positive, low, or unknown/other)

Presence of lung metastases at baseline (yes/no)

Presence of liver metastases at baseline (yes/no)

Prior treatment with checkpoint inhibitors (nivolumab or pembrolizumab) (yes/no)

Baseline platelets (for thrombocytopenia), hemoglobin (for anemia), and neutrophils (for neutropenia)

[(<median, >median)]

AST, aspartate aminotransferase; ECOG PS, Eastern Cooperative Oncology Group performance status;
GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; HER2 ECD, human
epidermal growth factor receptor 2 extracellular domain.

®Normal function, mild impairment, moderate impairment, and severe impairment were defined as
creatinine clearance levels (using the Cockcroft—-Gault equation) of >90 mL/min, >60 to <90 mL/min, >30
to <60 mL/min, and <30 mL/min, respectively.
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3 MR
3-1  REEMEDE)REARHT
3-1-1 HEBREE
FHEHISEM BN RBARAT R T — 2 (2 31T DR 15 e Table 2-4 ([ZZEH L7, RERHIEY
BRERARAT DOXI G & 72572 808 4D O b, HHE/GEI 1L 217 5l (27%) . FLIE B 1L 512
4 (63%) . = DO ETEHEIL 79 4 (10%) Th o7, PSSz | FLEEE (&M 100%)

& BEE/GEY R (B 73.7%) ORI THEBIDLIRIZ A 3T o AR vz,
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Table 2-4. Baseline covariates in the PopPK dataset by study.

Covariate J101 J102 A103 A104 DESTINY- DESTINY-
N =286 N=51 N=12 N=40 Breast01 Gastric01
N=250 N=169
Age, years 5823, 83] 56 [31, 79] 54.5[36, 69] 57131, 80] 56 [28, 96] 65[29, 82]
Bodyweight, kg 58.1 51.5 60 55.8 59.7 57
[34.6, 125.4] [38.9, 75.2] [51, 68] [41.3,90.7] [37.9, 121] [27.3,108.9]
BSA, m? 1.6 [1.2,2.3] 1.5]1.2,1.8] 1.6 [1.5, 1.8] 1.6 1.3, 2] 1.6 [1.3,2.2] 1.6[1.1,2.2]
Albumin, g/LL 38 [23, 50] 40 [28, 48] 41.5[31, 47] 41 [31, 49] 41122, 50] 35123, 48]
LDH, U/L 238 242 235 207 222 213
[115, 3815] [142, 891] [140, 2262] [148, 865] [109, 1896] [117,2032]
ALP, U/L 224 247 67 217.5 95 276
[46, 2653] [115, 1705] [37, 130] [56, 428] [32, 675] [50, 2095]
ALT, U/L 18 [5, 202] 21 [6, 88] 12.51]9, 41] 17[7, 87] 19.5[6, 138] 18 [2, 85]
AST, U/L 30 [10, 170] 28 [15, 103] 21.5[16, 63] 24.5[12, 82] 32 [13, 189] 2711, 123]
Total bilirubin, mmol/L 8.6 [3.4,28.2] 10.3 [5.1,23.9] 9.1[6.7,12.5] 8.6 [5.1, 18.8] 73, 56] 8.6 [2.6,34.2]
Creatinine clearance, mL/min 84.8 87.5 77.4 88.1 89.2 73.7
[28.3, 188] [55.8, 143.8] [61,139.1] [50.5, 188.1] [31.8, 189.2] [30.8, 205.5]
Tumor size, mm 57 [10, 267] 57 [14, 230] 62 [23,177] 55 [16, 189] 57 [11, 245] 46 [12, 290]
HER2 ECD, ng/mL 16.3 - - 14.8 14.3 14.8
[7.9, 327.3] [4, 324.7] [4, 327.3]
Sex, n (%)
Male 62 (22) 0 0 18 (45) 0 128 (76)
Female 224 (78) 51 (100) 12 (100) 22 (55) 250 (100) 41 (24)
Race, n (%)
White 80 (28) 0 0 0 132 (53) 0
Black/African American 8(3) 0 0 0 5(2) 0
Asian
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Other 190 (66) 51 (100) 12 (100) 40 (100) 101 (40) 169 (100)
Unknown 8(3) 0 0 0 73) 0
0 0 0 0 5(12) 0

Country, n (%)

Japan 177 (62) 51 (100) 0 31 (78) 53 (21) 134 (79)

Non-Japan Asia 14 (5) 0 12 (100) 9 (23) 49 (20) 3521

Non-Japan Other 95 (33) 0 0 0 148 (59) 0
Hepatic function, n (%)

Normal 169 (59) 26 (51) 9 (75) 30 (75) 141 (56) 116 (69)

Mild impairment 117 (41) 25 (49) 3(25) 10 (25) 105 (42) 52 (31)

Moderate impairment 0 0 0 0 1(0) 1 (1)

Unknown 0 0 0 0 3D 0
Renal function, n (%)?

Normal 167 (58) 35 (69) 5(42) 23 (58) 163 (65) 68 (40)

Mild impairment 96 (34) 16 (31) 7 (58) 17 (42) 75 (30) 81 (48)

Moderate impairment 22 (8) 0 0 0 12 (5) 20 (12)

Severe impairment 1(0) 0 0 0 0 0
Tumor type, 1 (%)

Breast cancer 182 (64) 51 (100) 12 (100) 17 (43) 250 (100) 0

Gastric/GEJ cancer 47 (16) 0 0 1(3) 0 169 (100)

Colorectal cancer 20 (7) 0 0 1(3) 0 0

NSCLC 18 (6) 0 0 6 (15) 0 0

Other cancer 19 (7) 0 0 15 (38) 0 0
HER?2 status, n (%)°

Low 69 (24) 47 (92) 0 14 (35) 1(0) 50 (30)

Positive 187 (65) 4(8) 12 (100) 23 (58) 249 (100) 119 (70)

Unknown/other 30 (10) 0 0 3(8) 0 0
ECOG PS, n (%)

0 177 (62) 31 (61) 3(25) 21 (53) 143 (57) 83 (49)

=1 109 (38) 20 (39) 9 (75) 19 (48) 107 (43) 86 (51)
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Prior HER2 therapy, # (%) 201 (70) 12 (24) 12 (100) 24 (60) 250 (100) 127 (75)
T-DXd formulation, 7 (%)
FL-DP1 265 (93) 0 0 0 0 0
FL-DP2 21(7) 0 0 0 142 (57) 0
Lyo-DP 0 51 (100) 12 (100) 40 (100) 108 (43) 169 (100)
Total gastrectomy
Yes 0 0 0 0 0 32 (19)
No 239 (84) 51 (100) 12 (100) 39 (98) 250 (100) 137 (81)
Unknown 47 (16) 0 0 1(3) 0 0

ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST aspartate aminotransferase; BMI, body mass index; BSA, body surface area; ECOG PS, Eastern
Cooperative Oncology Group performance status; FL-DP, frozen liquid drug product; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor
2; HER2 ECD, human epidermal growth factor receptor 2 extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization; LDH lactate dehydrogenase,
Lyo-DP, lyophilized drug product; NSCLC, non—small cell lung cancer; T-DXd, trastuzumab deruxtecan; U, unit.

Data are median [range] unless stated otherwise.

*Normal function, mild impairment, moderate impairment, and severe impairment were defined as creatinine clearance levels (using the Cockcroft-Gault equation)
of >90 mL/min, >60 to <90 mL/min, >30 to <60 mL/min, and <30 mL/min, respectively.

bPositive = HER2 IHC 3+ or HER2 IHC 2+/ISH+; low = HER2 IHC 1+ or HER2 IHC 2+/ISH-.
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3-1-2  RHEHEWEREE T L

T-DXd % 3 WM Z & ZFRIRN G- L7z & E ol T-DXd K& ON#RE DXd o3 pEhfs
T-DXd IZOWTIE 1 IRIERZED 2-a3 23— b A FOEIRNFEG-ET v, W#HE DXd 125
W T IRIER L (A 7 L) (KAFH972 T-DXd 5 B O DXd s E w5 a5 1-2 >
R—= M AV RET IV L o THYNI R S iz, RO REREYEETT L ORKTE
TSI A B LT 28 B, T-DXd (ZHEME (on CLintact, Vintact) « S (on CLintact, V1 intact)
N=Z2 T A DOMIET VT I (onCLinte) . X—A T A OEEY A X (on CLinae) MO
(on CLintact, Vasintact) (Table 2-5) | & 7= 7 DXd IZJ#E (on CLdrug, Varg) « AEE (0n CLarg)
R—2F 4 D AST (onCLang) . X—A7 A > D TBIL (onCLarg) . Y M FELDHFH (on
CLing) KO T 2 F Y — /L O (onCLang) « it (on Vang) M OVEA] (onVang) TH
<72 (Table 2-6), EIZFIERIE DT OITHEEE LI b T T VO R L g4 25 & |
[E], JEIEDZFE D T-DXd KO DXd D2 U 7 7 v AR OGABR O LA & L L THi-IC
FiEE4L, T-DXd D27 U 7 T & A R ORI 2 MBI ORI BRI,

HEE 4172 T-DXd DFAEET WIZHIT D CLlinaet (EQ.2-6) . Vit (Eq.2-7) KT Vet

(Eq.2-8) &t ILEBOBMRELITIIRT,

. 0.460 . -0.601 . 0.0638
CL,.., (L/d)=0.420- Weight, ( Albumin, ( TumorSize,
57.8 40 57
-1.15(if gastriccancer)-1.06 (if othercancer) (Eq.2-6)
-0.905 if inJapan)
_ Weight, oo
I/l,intact,i (L) - 278 [Wj (Eq. 2-7)
-1.18(if gastriccancer)-1.05(if othercancer)
Vyimaers (L) = 4.98-0.844 (if inJapan) (Eq.2-8)

where the typical patient is defined as a breast cancer patient in non-Japan country with weight 57.8 kg,
albumin 40 g/L, and tumor size 57 mm.
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F 7. HEE SN2 DXd OfRHEET MIEIT D Cling (Eq. 2-9), Vi (Eq. 2-10) &

O Kret (Eq.2-11) EIEBORREZLITIIRT,

. 0.409 -0.209 0214
Cla (10106 Y20 | (TBIL ) 45T

57.8 8 30
-0.849(if gastriccancer)- 0.877 (if othercancer) (Eq.2-9)
-0.894(if itraconazole)- 0.882 (if ritonavir)

V

drug,i

A 0.493
(L)= (17.0-BSA)-[%)

-1.184(if gastriccancer)- 0.801(if othercancer) (Eg.2-10)
-1.272(if FL - DP2)-0.784 (if FL - DP1)

K, (1/7)=0.0159-Cycle *'*-0.816(if Cycle > 1) (Eq. 2-11)

where the typical patient is defined as a breast cancer patient administered the Lyo-DP formulation of T-
DXd with age 57 years, weight 57.8 kg, total bilirubin (TBIL) 8 pumol/L, AST 30 U/L, without
coadministration of itraconazole or ritonavir; Cycle, treatment cycle number (i.e. 1, 2, 3, ...).

BASET T L0 HEE Sz T-DXd & ONERE DXd O3 Ehie gl (FLFEE vs. B )
DIFEVIOWTIE, FREE & AR THBEEE L Clinta 2589 15%05 <. Viintae 2589 18%1H)
<\ CLrug 239 15%15 < | Vigrug 234 18%E0 752572, CLintact [T N—A T A L OMIET VT I v
DPMEVE EEE & R DA RSN, R—=AT A L OMET NT 2 O R REIXILE
B (55 11 6 DESTINY-Breast01 #5# : 41 g/L) L0 & H¥EEE (G 1 #H DESTINY-Gastric01
AR 0 35g/L) TR, ZOREIZ LY HIEEE O Clinua (FFEEE L HHITK 10%55 <

BHEEZLNI,
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Table 2-5. Parameters of the final T-DXd model.

Estimate Between-subject Variability
Typical RSE, Magnitude, | RSE, Shrinkage,

Parameter Value (%)* (%CV)® (%)? (%)*
Clearance (CLintact, L/d) 0.420 1.43 24.19 5.57 5.92
Central volume of distribution 2.78 0.78 15.46 5.80 5.28
(Vl,intact, L)
Distributional clearance 0.198 1.58 29.09 9.60 28.39
(Qintact, L/d)
Peripheral volume of 4.98 4.68 63.77 9.62 24.24
distribution
(Vz,intact, L)
Albumin (g/L) on CLintact -0.601 10.99 - - -
Country (Japan) on CLintact -0.0952 18.20 - - -
Tumor size (mm) on CLintact 0.0638 19.02 - - -
Body weight (kg) on CLigtact 0.460 10.15 - - -
Gastric cancer on CLingact 0.154 18.98 - - -
Other cancer on CLintact 0.0566 61.69 - - -
Body weight (kg) on Vi intact 0.552 5.36 - - -
Gastric cancer on V1 intact 0.178 8.75 - - -
Other cancer on V{ jntact 0.0456 45.43 - - -
Country (Japan) on V2 intact -0.156 32.64 - - -
Residual variability!

Proportional residual error 0.151 0.39 - - -

SD

Additive residual error SD 1220 2.41 - - -

(ng/mL)
Covariance of CLintact and 0.0204 8.50 - - -
Vi intact®

CL, clearance; CV, coefficient of variation; RSE, relative standard error, sqrt, square root.
2RSE of parameter estimate was calculated as 100x(SE/typical value); RSE of between-subject variability

magnitude was calculated as 100x(SE/variance estimate).

®CV% for the between-subject variability estimates were based on the estimated variances.

“Shrinkage (%) was calculated as 100x(1-SD(ETA)/sqrt(variance).
dOverall residual variability shrinkage was estimated to be 8.24%.

°The correlation coefficient between CLintact and Vi jntact Was estimated as 0.544.
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Table 2-6. Parameters of the final released DXd model.

Estimate Between-subject Variability
Typical RSE, Magnitude, | RSE, Shrinkage,
Parameter Value (%)? (%CV)® (%)? (%)*
Released drug clearance 19.6 3.76 25.19 11.18 36.88
(CLgrug, L/h)
Released drug volume of Fixed - 37.40 8.74 23.71
distribution (Vgrg, L) 17*BSA
Release rate (Krei, 1/h) 0.0159 3.77 36.37 8.04 16.31
Fraction of K. at Cycle >1 0.816 1.48 23.70 7.45 18.21
(FPC1)
Exponent of Cycle effect on -0.149 14.19 - - -
Kiel (FPC2)
Ritonavir on CLrug -0.118 20.40 - - -
Itraconazole on CLrg -0.106 13.10 - - -
AST (U/L) on CLgryg -0.214 16.34 - - -
Total bilirubin (pmol/L) on -0.209 17.61 - - -
CLrug
Body weight (kg) on CLgrye 0.409 22.83 - - -
Gastric cancer on CLgryg -0.151 42.57 - - -
Other cancer on CLgrg -0.123 16.39 - - -
Age (year) on Vg 0.493 22.90 - - -
FL-DP2 formulation on 0.272 16.29 - - -
Vg
FL-DP1 formulation on -0.216 37.03 - - -
Vg
Gastric cancer on Vg 0.184 32.19 - - -
Other cancer on Vg -0.199 - - -
Residual variability? 0.296 0.45 - - -
Proportional residual
error SD

AST, aspartate aminotransferase; BSA, body surface area; CV, coefficient of variation; FL-DP1, frozen
liquid drug product 1; FL-DP2, frozen liquid drug product 2; RSE, relative standard error; SD, standard
deviation; SE, standard error; sqrt, square root.

* RSE of parameter estimate are calculated as 100x(SE/typical value); RSE of between-subject variability

magnitude are calculated as 100%(SE/variance estimate).

b CV% for the between-subject variability estimates are based on the estimated variances.

¢ Shrinkage (%) is calculated as 100x(1-SD(ETA)/sqrt(variance).
4 Overall residual variability shrinkage was estimated to be 6.32%.
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—#HD GOF 7'v v F TR, T 7 /AN MIES T-DXd i EE K OVt DX = 2 )i
FLRLTWD Z EARENTe (Fig. 2-2), [MIEH T-DXd K ONEFRE DXd &£ OB E & RH4E
[ M SR B P RME & OICIZZE N ENRAF 722 —EMENGEO b iL, RS EER
& RAED AW NET VP RE TR 5 E R & OB BICER TR ITRO 5
niginote, FEFECHERI L7z peVPC T, Fof&E7 A EE K OB REE O o

iz L TR TR ZFF> 2 LovRrESn7e (Fig 2-3),

(i) T-DXd
3e+05 3e+05
o @
2 2
= -]
T 2e+05 T 2e+05
c e
2 2
F-] o
(o] o
1e+05 1e+05
0e+00 _ & ter00 | EFTO
0e+00 1e+05 26405 3e+05 0e+00 1e+05 2605 3e+05
Population predictions Individual predictions

CWRES

0 50000 100000 150000 200000

Population predictions
3
©
-
2
2000 8
3 E
2 =S
° 2
1000 =
S
k=]
>
‘ ‘ E
‘ =
0 s [ | e ?
5 -2 0 2 5 0 50000 100000 150000 200000 250000
CWRES Individual predictions

Fig 2-2.  Goodness-of-fit plots for the final pharmacokinetic model for (i) T-DXd and (ii) released

DXd.
The circles represent observations, the dashed lines represent identify lines or reference lines, and the solid
lines represent loess smoothers.
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Fig 2-2 (cont’d).
released DXd.

20
Individual predictions

Goodness-of-fit plots for the final pharmacokinetic model for (i) T-DXd and (ii)

The circles represent observations, the dashed lines represent identify lines or reference lines, and the solid
lines represent loess smoothers.
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Fig. 2-3. Prediction-corrected visual predictive checks (pcVPC) stratified by tumor type for the final pharmacokinetic model of T-DXd and released DXd.

Blue dots are prediction-corrected observed concentrations; blue lines are 5th (dashed), 50th (solid), and 95th (dashed) percentiles of observed concentrations; and
black lines are 5th (dashed), 50th (solid), and 95th (dashed) percentiles of simulations. Gray bands are 95% prediction interval for corresponding black lines based

on 500 simulations. Short yellow lines indicate bin intervals; TALD=time after last dose; TSFD=time after first dose; intact DS-8201a=T-DXd; released drug=released
DXd
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3-1-2-1 HEEE (54mgkgqdw) L BFEEE (6.4 mg/keqdw) 2B % T-DXd
K OWEHE DXd DIRBEEOHE (VI 2l —va )

RAEET VTR LN A BE OIEYTRE/ ST A —4% @ EBE # T, H#EAEEIC T-DXd
% 6.4 mg/kg q3w XTI EE T 5.4 mgkg 3w THARNE G-I DY A 7L 1 R OVEFIRRE
2B 5 T-DXd K& ONlEsfE DXd OBg#ER: (AUC, Cuax KON Cnin) Z B L72, EORER, T-
DXd OBREFEEITV A 7 v 1 LOEFREBOWTIZE O T L BREAH 6.4mgkg 3w & ILE
B S4mgkgdw CRIBE Th o7 B(THEEED AR 0~7%) (Table2-7, Fig.2-4),
Bt DXd OBEEEEIZOWTCIE, A 70 1 TIEHEBESE 6.4 mgkg q3w NILEEAHE 5.4 mg/kg
Pw £V HORE < RO NI ST ST EEE D ER 26~28%) . & FIRABIZITAR

ARIFEEE & 7r o7z CRITEHEDOZER 10~16%) (Table 2-8, Fig. 2-5),
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Table 2-7. T-DXd exposures at Cycle 1 and steady-state.

Breast Cancer
T-DXd 5.4 mg/kg

Gastric Cancer
T-DXd 6.4 mg/kg

Geometric Mean
Ratio (Breast

(ng*day/mL)

T-DXd Exposure Metric, Q3w Q3wW Cancer / Gastric
geometric mean N=270 N=193 Cancer)
Cycle 1 Crin (ug/mL) 4.93 4.96 0.99
Cycle 1 Ciax (ug/mL) 112 114 0.98
Cycle 1 AUC (pg*day/mL) 565 580 0.97
Steady-state Cuin (ug/mL) 11.2 10.4 1.07
Steady-state Crmax (Lg/mL) 125 126 0.99
Steady-state AUC 743 743 1.00

AUC, area under the concentration-time curve; Cmax, maximum concentration; Cpin, minimum

concentration; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan.

Table 2-8. Released DXd exposures at Cycle 1 and steady-state.

Breast Cancer

Gastric Cancer

Geometric Mean

(ng*day/mL)

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg Ratio (Breast

Released DXd Exposure Q3w Q3w Cancer / Gastric
Metric, geometric mean N=270 N=193 Cancer)
Cycle 1 Cuin (pg/mL) 0.279 0.376 0.74
Cycle 1 Ciax (ug/mL) 6.37 8.65 0.74
Cycle 1 AUC (pg*day/mL) 34.0 47.0 0.72
Steady-state Cmin (Lg/mL) 0.418 0.465 0.90
Steady-state Cimax (Lg/mL) 4.39 5.22 0.84
Steady-state AUC 27.7 329 0.84

AUC, area under the concentration-time curve; Cmax, maximum concentration; Cpin, minimum

concentration; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan.
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Fig. 2-4. Post hoc pharmacokinetic exposure of (A) Cmin, (B) Cmax, and (C) AUC at steady state of T-
DXd in patients with gastric cancer treated with 6.4 mg/kg dosing and patients with breast cancer

treated with 5.4 mg/kg dosing.

AUC, area under the curve; Cnax, maximum concentration; Cpmin, trough concentration; T-DXd, trastuzumab
deruxtecan. Boxes show the median and interquartile range of data. Whiskers represent the extent of data
within 1.5 times the interquartile range. Points represent data outside the whiskers.
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Fig. 2-5. Post hoc pharmacokinetic exposure of (A) Cmin, (B) Cmax, and (C) AUC at steady state of
released DXd in patients with gastric cancer treated with 6.4 mg/kg dosing and patients with breast

cancer treated with 5.4 mg/kg dosing.

AUC, area under the curve; Cpmax, maximum concentration; Cpin, trough concentration; T-DXd,
trastuzumab-deruxtecan. Boxes show the median and interquartile range of data. Whiskers represent the
extent of data within 1.5 times the interquartile range. Points represent data outside the whiskers.
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32 BREE— BUGHRMT
3-2-1 BB =
WRiEE — A 2EMT (160 44) KOMREE — L MEMT (808 44) DT RIGT —ZIZBIT 5
WBRF 1 5c & Table 2-9 X UF Table 2-10 (225K L7z, ATV ISRERITIN TS, #BR
T IR - 0D 43 A |0 8 18 0D DU S (R D ] CE 728 VTR B e 2> > 72 (Appendix 5,

Appendix 6) ,
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Table 2-9. Baseline covariates in the exposure-efficacy dataset.

Covariate Exposure-efficacy population
N=160
Age, years 66 [34-82]
Albumin level, g/L 36 [23-48]
HER2 ECD, ng/mL 16 [4-327]
Tumor size, mm 50 [12-204]
Body weight, kg 57 [34-110]
Sex, n (%)
Male 118 (74)
Female 42 (26)
Country, n (%)
Japan 131 (82)
Non-Japan Asia 24 (15)
Non-Japan Other 503)
ECOG PS, n (%)
0 89 (56)
>1 71 (44)
HER2 IHC status, 7 (%)
2+ 36 (23)
3+ 124 (78)
Primary tumor location, n (%)
Gastric 137 (86)
Gastroesophageal junction 23 (14)
Histological subtype, n (%)
Intestinal 86 (54)
Diffuse 27 (17)
Unknown 47 (29)
Total gastrectomy, n (%)
No 98 (61)
Yes 21 (13)
Unknown 41 (26)
Liver metastasis at baseline, n (%) 89 (56)
Metastatic sites at baseline, 7 (%)
<2 21 (13)
>2 139 (87)
Prior lines of systemic chemotherapy, n (%)
>4 29 (18)
3 42 (26)
<2 89 (56)
Prior checkpoint inhibitor, n (%) 45 (28)
Prior irinotecan or other topoisomerase I inhibitors, n (%) 31(19)
Prior trastuzumab or trastuzumab-similar treatment, n (%) 63 (39)

ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth
factor receptor 2; HER2 ECD, human epidermal growth factor receptor 2 extracellular domain; IHC,
immunohistochemistry.

Data are median [range] unless stated otherwise.
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Table 2-10. Baseline covariates in the exposure-safety dataset.

Covariate Exposure-safety population
N =808

Age, years 59 [23-96]

Body weight, kg 58 [27-125]

AST level, U/L 29 [10-189]

Total bilirubin value, mmol/L 8.6 [2.6-56]

Hemoglobin level, g/LL 116 [53-163]

Neutrophil count, 10°/L

3.67 [0.71-73.7]

Platelet count, 10%/L

218 [73-751]

Albumin level, g/L 39 [22-50]
Creatinine clearance level, mL/min 84.6 [28.3-205.5]
Sex, n (%)
Female 600 (74)
Male 208 (26)
Country, n (%)
Japan 446 (55)
Non-Japan, Asia 96 (12)
Non-Japan, other 266 (33)
Race, n (%)
Asian 563 (70)
White 212 (26)
Black or African American 13(2)
Other/unknown 20 (2)
Race-country, n (%)
Asian-Japan 444 (55)
Asian-non-Japan 119 (15)
Non-Asian 245 (30)
Tumor type, n (%)
Breast 512 (63)
Gastric/GEJ 217 (27)
Other 79 (10)
Total gastrectomy, n (%)
Yes 32 (4)
No 729 (90)
Unknown/not applicable 48 (6)
Primary tumor location, n (%)
Gastric 185 (23)
GEJ 31(4)
Unknown/other 592 (73)
Lung metastases, n (%) 330 (41)
Liver metastasis, n (%) 306 (38)
ECOG PS, n (%)
0 458 (57)
>1 350 (43)
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HER?2 status,? n (%)
Positive 567 (70)
Low 136 (17)
Unknown/other 105 (13)
Prior nonhormonal cancer therapies, n (%)
=5 340 (42)
<5 468 (58)
Prior checkpoint inhibitor, n (%) 75(09)
Renal impairment status,® n (%)
Normal 341 (42)
Mild 334 (41)
Moderate 132 (16)
Severe 1(0.1)

AST, aspartate aminotransferase; ECOG PS, Eastern Cooperative Oncology Group performance status;
GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; HER2 ECD, human
epidermal growth factor receptor 2 extracellular domain; IHC, immunohistochemistry; ISH, in situ
hybridization

Data are median [range] unless stated otherwise.

aPositive = HER2 ITHC 3+ or HER2 IHC 2+/ISH+; low = HER2 IHC 1+ or HER2 IHC 2+/ISH-.

"Normal function, mild impairment, moderate impairment, and severe impairment were defined as
creatinine clearance levels (using the Cockcroft-Gault equation) of >90 mL/min, >60 to <90 mL/min, >30
to <60 mL/min, and <30 mL/min, respectively.
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3-2-2  BRER — A NIEARAT

BRI R OME RN RICKT DHERO 0 P AT ¢ v 7 BRSO OFER, FHtE
BN B 72V EE — BORBARRDSFED B LT DI E T3 Z & T-DXd @ Cuings PPARD A TH
D . T-DXd @ Cmings DEVNE EFEEZRNRENEL 70D 2 ERNR ST (p=0.023 ; Fig. 2-6) ,
T OISR FNCH B 8E — SOSEIR TR S /ey o 72 (Table 2-11), FEIHIZRHE
(VL FRNCHUE U 7o BR M i 7= R — POSBIFRIE R S e o 7233 RBIHIER)
L T-DXd D Cuinss & DRI ITHEE TR DL G & RIARZLBUER) 7208 #E — FOSPAFR D38
H5iz (p = 0.066 ; Fig. 2-7), DoR KX PFS (Z2W Tk, T-DXd DBREFEFEE D PUSALHEI D
Kaplan-Meier 7" v MIVEH X EIRE — SOSBHRIT R 5407, Cox BIfIZ K D3R — KOs
BIGR DFAMIE TN L 7200 7o, ARBIEDT — 5 & v b CIEIRFOBENREMGE 6 » A
KRR ETIHTHEID Lo T2 Z EAn, 22005 DoR U PFS DWEE — RS BIFRIZES
THEMRMmE BT HT I L IIREEZEX N5,

MERZNFR L T-DXd D Cuinss DUREE — FUGSET /L OIEBRIROME R, MMM

(Lauren 735 % : 57 intestinal type (NZARVEIEAR 27~ LEESBARE) . OVE A diffuse type (H
TREBHEA~ O I=AE HE A 7] 23 S CHERRIR I 2 42 U003 < PSR B) XUIAH] unknown) |
F v 7 RA L MREH] (=R L~ T I LT 1) X~7) OFEEOHER R —2 T
A > @ HER2 ZEHURPL (IHC3+X (% THC2+ISH+) MEFEANFE (HZ) OHIZ, XR—R T A
> OIEH HER2-ECD (flifash U 7> Rifg& B A A - extracellular domain) B3N8 1 EHIZ

MAAN BN (Eq.2-12),
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Og[ Prob(cORR )
1-Prob(cORR )
0.101

+0.140(if diffusehistology) (Eq.2-12)
+| +0.00781(if unknownhistology) *Cinss. 7-Dxd (ug/mL)

+0.106 if priorcheckpointinhibitoruse)
—0.174(if HER2THC2 + /ISH +)

j = -2.455+1.253 [if HER2ECD > 16.2ng/mL]

where the typical patient is defined as a gastric cancer patient with HER2 ECD <16.2 ng/mL,
intestinal-type histology, HER2 THC3+, and no prior checkpoint inhibitor; Prob(cORR), the
probability of confirmed objective response rate (cCORR).

REET WSS I a b—ra VORER, N—AT A 0 HER2 378 (IHC3+)
T, IM{EH HER2-ECD IBENEL . F= v 7 KA v MHFERIORHERAH Y . NEAMD
BHAZAT5EBEFICBDTHRERDENE 2D LIRS, Lol Zibodk
EBINED 90%EHXMITIAL . F72 T-DXd @ Chings PIE SO EXIT L D EEBOHII & b K
ELERVASTWNWDZE2HEZXD L. 2N OLOREENROBRNEROMIICIZR

AndH 5 (Fig. 2-8),
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Fig. 2-6. Univariate logistic regression analysis for confirmed ORR versus steady state T-DXd Cmin
in patients with gastric cancer.

Cmin, trough concentration; ORR, objective response rate; T-DXd, trastuzumab deruxtecan. Yes and No
refer to whether or not patients experienced objective response. Patients are stratified into T-DXd exposure
quartiles. Values in blue represent the responders in each quartile. The blue circles show the mean exposure
and confirmed ORR per quartile. Vertical blue bars are the 90% CIs of the confirmed ORR. The green line
is the linear logistic regression fit. The gray band represents the 5th to 95th percentile CI of the fit. The
plots show data for all dose groups. The horizontal box plot shows the exposure distribution for the 6.4
mg/kg dose group. The P value is for the slope of the logistic regression fit.
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Fig. 2-7. Univariate logistic regression analysis for ORR versus steady state T-DXd Cmin.

CI, confidence interval; Cmin, minimum concentration; ORR, objective response rate; T-DXd,
trastuzumab deruxtecan. Yes and No refer to whether or not patients experienced objective response.
Patients are stratified into T-DXd exposure quartiles. Values in blue represent the responders in each quartile.
The blue circles show the mean exposure and ORR per quartile. Vertical blue bars are the 90% Cls of the
ORR. The green line is the linear logistic regression fit. The gray band represents the Sth to 95th percentile
CI of the fit. The plots show data for all dose groups. The horizontal boxplot shows the exposure distribution
for the 6.4 mg/kg dose group. The P value is for the slope of the logistic regression fit.
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Covariate Percentile Value Probability

pg/mL Median 11.9 )—‘—1 0.498

TDXdC_, ...
5th 42 —eo— 0.314
25th 85 —o— 0414
75th 15 —r—e— 0.576
95th 18.4 H—e&— 0.656
HER2 ECD <16.2 Ho— 0.221
Prior Checkpoint Inhibitor Yes —e— 0.777
HER2 IHC2+/ISH+ Yes HO— 02112
Diffuse Histology Yes ——e— 0.839

I I I
0 02 04 06 08 1
Probability

Fig. 2-8. Forest plot of univariate model confirmed ORR.

Cminss, steady state minimum concentration; HER2, human epidermal growth factor receptor 2; HER2
ECD, human epidermal growth factor receptor 2 extracellular domain; IHC, immunohistochemistry; ISH,
in situ hybridization; ORR, objective response rate; T-DXd, trastuzumab deruxtecan. Data are shown as the
probability estimate and 90% ClIs for 1000 simulated models incorporating parameter uncertainty. The
vertical axis corresponds to the model-predicted probability for a patient with HER2 ICH 3+, HER2 ECD
>16.2 ng/mL, intestinal histology, no prior checkpoint inhibitor use, and the indicated median exposure.
ORR confirmed on a follow-up scan >4 weeks after the initial response.
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Table 2-11. Summary of Exposure-Response Relationships for efficacy and safety.

End Point Exposure Slope Covariates on Covariates on Slope
Variable Effect Intercept (increase/decrease
[increase/decrease | in event rate)
in event rate)
ORR® Crinsst_pxd + Not selected Not selected
(NS: P=
0.06)
Confirmed ORR® Conin,sst_pxg + HER2 ECD Diffuse histology
>16.2 ng/mL (+) (), unknown
histology (+),” prior
checkpoint inhibitor
use (+), HER2 THC
2+ ()"
Anemia, any grade Cavepxy + ALB >35g/L (-) Gastric cancer (+),°
other cancer (+)°
Anemia, grade >3 Cavepxy + ECOG PS >1 (-), Asian-Japan (Jr),f
age >66 years (+), Asian-non-Japan (+),f
Hb <10 g/L (+), T-BIL >8.6 pmol/L
prior nonhormonal | (-)
cancer therapies >5
(-), ALB 235 g/L
()
Neutropenia, any Cavepxq + NEUT <4.14 x Asian-Japan (Jr),f
grade 10%/L (+), prior Asian-non-Japan (Jr),f
nonhormonal cancer | male (-),¢ prior total
therapies >5 (+) gastrectomy (+),
ALB >35 (+)
Neutropenia, grade >3 | Cavepyyy + NEUT <4.14 x Asian-Japan (+),f
10°/L ) Asian-non-Japan
(+)’, HER2-low (+),"
HER2 unknown (f),h
prior checkpoint
inhibitor use (+),
male (+)2
Thrombocytopenia, Cavepxy + PLT <221 x10°/L Asian-Japan (+),f
any grade (+) Asian-non-Japan (Jr)d
Thrombocytopenia, Cavepxq + Not selected Asian-Japan (+),f
grade >3 Asian-non-Japan (Jr),f

PLT <221 x10%/L
(+), CrCL >60 to <90
mL/min (=), CrCL
<60 mL/min (-)
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ILD, any grade AUCss; pyq + BW >56 kg (-), Not selected
Asian-Japan (Jr),f
Asian-non-Japan
(),) CrCL >60 to
<90 mL/min (+),
CrCL <60 mL/min
*)

ILD, grade >3 Crnaxsst pxd + Not selected Not selected

ALB, albumin; AUCst.pxd, Steady state area under the concentration time curve of trastuzumab deruxtecan;

BW, body weight; Cavepxd, average concentration of released drug to the end of the cycle, which included
the event or, for patients who did not have an event, the end-of-treatment visit or the cutoff date (whichever
occurred first); CrCL, creatinine clearance; Cmax,ssT-Dxd, Steady state maximum concentration of trastuzumab
deruxtecan; Cmin,sstpxd, steady state minimum concentration of trastuzumab deruxtecan; ECOG PS,
Eastern Cooperative Oncology Group performance status; Hb, hemoglobin; HER2 ECD, human epidermal
growth factor receptor 2 extracellular domain; IHC; immunohistochemistry; ILD, interstitial lung disease;
NEUT, neutrophils; NS, not significant; ORR, objective response rate; PLT, platelets; T-BIL, total bilirubin;
T-DXd, trastuzumab-deruxtecan.

20RR as determined by Response Evaluation Criteria in Solid Tumors by independent central review.
"ORR confirmed on a follow-up scan >4 weeks after the initial response as designated by an independent
committee.

Covariate values were obtained at baseline measurement.

Reference category of covariates: “Histological subtype = intestinal type; ‘HER2 THC = 3+; Stumor type =
breast cancer; Race-country = Non-Asian; #Sex = female; "HER2 status = positive.
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3-2-2-1 BEAEIC 5.4 mg/kg q3w Xi 6.4 mg/kg q3w I E L= & X OFHED
g (Ial—vay)

Wik 55 — A N MEMRAT ICAE ] U 72 H/GEY a4 160 4412kt L, BA&EET LA HNWT 54
mg/kg Q3w X% 6.4 mg/kg q3w Z 5 L7z & & OERDER OEFBIRDEDO T I 2 L —
Ta r&{To7c (Table2-12), ZDFER, MEERNHEOET L THE (90%EFIXE) 1% 54
mg/kg q3w % 5T 36.0 (29.3—43.7) %, 6.4mgkgqdw 5T 40.0 (33.1—47.6) %. £7=%
BN FROETT A TIIE (90%EHEX M) 1% 5.4 mgkg 3w #% 5T 46.9 (40.1—53.6) %,
6.4 mg/kg q3w #% 5T 49.8 (43.2—56.1) % T Y. HER2 BG4 B #E/GE] ¥ B HE 12 6.4 mg/kg
Pw EREG L7 E0aMIE 54mgkg 3w 25 L7t & X0 EmL D Z L3RS

77

Table 2-12. Model-predicted ORR and confirmed ORR with T-DXd 5.4 and 6.4 mg/kg q3w in
patients with HER2-positive gastric cancer.

T-DXd dose Efficacy endpoint Model predictions: estimate (90% CI)
5.4 mg/kg q3w Confirmed ORR 36.0 (29.3,43.7) %

ORR 46.9 (40.1, 53.6) %
6.4 mg/kg q3w Confirmed ORR 40.0 (33.1, 47.6) %

ORR 49.8 (43.2, 56.1) %

CI, confidence interval; ORR, objective response rate; q3w, tri-weekly.
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3-2-3  WREE — L eVERT

HEROU AT 4 v 7 BIRGHTORER, WEHE DX O Cae 23 EVIE E MR EME (B
i, ZF R ERSRD K QML ISR OFBLEENFFH FICE BIC BT 2 2 LRIz

(W F41H p<0.001 ; Table2-11), AHFZE The b EE e A8 & &A@ AHT 7o8E (B, 7
. Zofth) 1L, Al (any Grade) (Zxt9 2 WEE — RULCBROBRE R (HE) OHOFE
I B R L LTRE S, FEARE LY L HAEE CHIML (any Grade) DOFBLENE -
77

ILD (any Grade % O* Grade 3 LA F) OAEIFEHLE TORFMIZ KT 5 HAED Cox [EIFHFHT
DOFEF, T-DXd D AUCs M EVME E ILD (any Grade) DORBLY A7 A EIZE L (p<0.001 ;
Table 2-11, Fig.2-9). F£7= T-DXd @ Cuaxss 2 MEEL ILD (Grade3 LA L) OFHLY 227 78
BEIZEWZ E2RENTZ (p=0.001 ; Table2-11), #E(X ILD (any Grade) (ZXI9 54 E
AR TIT L, HERLE LTREET MCED R o7, ILD (Grade3 UL &) 1XH &
FRERICB T 2HBFIESBD TOEThH T2 Enh, BREETMIED RN T,

ILD (any Grade) & T-DXd ® AUCs DUERE — FGNET L OB ERIROMER, (KE, A
BE GE7T o7 A BAANUZAARUSNDT VT N) RON—2F A > CrCL 23] FIEHIC
AN ST, IRIAE T, BHREREE FRohSE/EE) 26875, BAABEZICBNT

ILD (any Grade) DORILY 27 NEL b Z EREniz (Eq.2-13),

0.00172- AUCss ;. y, (ng-day/mL)
+0.387 [if Asian - Japan]

—1.3 [if Asian - Non - Japan]

—0.537 [if body weight> 56 kg]
+0.136 [if CrCL> 60t0<90mL / min]
+0.812 [if CrCL< 60mL/ min]

hyp (t) = hlLD,O -CXp (Eq. 2-13)

where hip(t) is the hazard functions for any-grade ILD.
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Fig. 2-9. Univariate Cox regression analysis of any-grade ILD by T-DXd steady state AUC quartile.
AE, adverse event; AUC, area under the curve; ILD, interstitial lung disease; Q, quartile; T-DXd,
trastuzumab-deruxtecan. P value is for the slope of the exposure term in the Cox regression model. The
panels represent univariate Cox regression fits for each of the 4 steady-state T-DXd AUC exposure quartiles.

3-2-3-1 HEAE (5.4mgkgqdw) LBERE (6.4 mgkg q3w) (ZBIT LM

DOHEE (I=2l—ay)

ILD (any Grade }UF Grade 3 LA 1) OFIEIFEELE TORFEIZT 2 Cox [EIFET /L (Feké

ETV) EHWT, BEEEIZ T-DXd % 6.4 mg/kg 3w XIFFLHEMAE I 5.4 mg/kg q3w THE

IRNFE 55D ILD (any Grade & O Grade 3 BL F) OBRFRBEO AR I 2L —a v

AT o Tc. T ORGSR, T-DXd OURER O RS R & FARIZ, ILD (any Grade } Of Grade 3 LA

b)) ORBHBLRIIHREEE S4mgkgqdw) & HEEFE (6.4 mgkgqdw) O TRIFEE &

DT ENTRENT, BIZIE, 1BEBLE 360 AWM A E TO ILD (Grade 3 UL |) OFLEE

# (5.4mgkgqdw) KROHEEE (6.4mgkgqdw) BRFEFEILROETILTHIE (90%FH X
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) X, BARATIEENZI23 (1.6—2.9) %K X2.5 (1.8—3.2) %,

HARLADT T N

BETITZENLEIL22 (1.5-28) %Kk20 (14—2.7) % ThHO ., oo NFEECHEELL

T 7= (Table 2-13),

Table 2-13. Summary of Model-Predicted Interstitial Lung Disease by Race-Country.

Asian-Japan

Asian-Non-Japan

End Point
Breast cancer Gastric cancer Breast cancer Gastric cancer
5.4 mg/kg 6.4 mg/kg 5.4 mg/kg 6.4 mg/kg

Any grade ILD 3.9 4.1 0.5 0.7
over 90 days (3.0-4.9) (3.2-5.3) (0.0-1.1) (0.0-1.3)
Any grade ILD 9.7 10.2 1.4 1.7
over 180 days (8.2-11.8) (8.7-12.8) (0.0-2.8) (0.0-3.4)
Any grade ILD 19.8 20.5 3.0 3.8
over 360 days (17.4-23.3) (18.1-24.6) (0.0-6.0) (0.0-7.5)
Grade >3 ILD 0.9 1.0 0.9 0.8
over 90 days (0.5-1.3) (0.6-1.4) (0.5-1.3) (0.5-1.2)
Grade >3 ILD 1.8 2.0 1.8 1.6
over 180 days (1.1-2.7) (1.2-3.0) (1.1-2.7) (0.9-2.5)
Grade >3 ILD 2.3 2.5 2.2 2.0
over 360 days (1.6-2.9) (1.8-3.2) (1.5-2.8) (1.4-2.7)

ILD, interstitial lung disease. Data are shown as model-predicted rates (%) estimate and 90% confidence

intervals. Modeled safety end point rates used patients from all dose groups in indicated race-country and

tumor type group. Simulations were based on patients in the specified population and race-country category

using patient specific exposures and covariates.
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4 B

AWFZETIR, RHEH S BN REARAT K OMRER — BOSRMT O Fik% VT, HER2 Bt s
FIZNTAY AT FNI AT 7 (T-DXd) 6.4mgkg q3w DFRIRNEE G- L7z & & D3
74w U RTINT AR ERENICH LI L, HER2 BPEE IS L Cid HER2 BAEdES T
L TR SN TV D 5.4 mgkg q3w KV HEV 6.4 mg/kg 3w ZHEREGR & L 95 %Y

PEZIES LT,

4-1 BRI By R AR AT

B EE ICBWTE /7 v —F LIRS ADC OIgEE &3 OfEREES & TR
7% &\ DT — 2 IIEHEERE STV D B, T-DXd I DWW T b AT B R 2 k5
& L7285 THR first-in-human 3BRIZIS\W T, BEEEH BT 5 T-DXd OURFE RS IR RS &
HETHY 10% M8V MEF 23RO DAL Tz, AWFFETIZ, B, R SUEIZ O o B 24
THBE LG L LI2IEERER 6 SBRICHAAN GNT- LRk EE 808 L DT — X %
W, REERSEEBNREMRHT O F1EIC X 0 T-DXd K& ON6HE DXd O EhRE 2 H#E 7 Lk
L. e (H#E. 38, o) OEN T-DXd &K QEHE DXd D7 U T 7 v A KOS
FOFERLER L2202 &2 L Ui, BEEFEERDEIRMNT OR R, BRaE 1 TlmasE
AT T-DXd D27 U7 7 A (Clinwed) 23K 15%m <. Hih 22 78— kA v FOSAAE
FE (Vinae) 2569 18%mn< . F7-lE#E DXd D27 V7 7 > A (CLang) 239 15%K <, Fuls=
V= R AV N OGHEFE Ving) D3 18%E723-> 7= (Table 2-5, Table 2-6), X 51T
TMIFESL I alb—raiid v, T-DXd DIEFEE (AUC, Cra X Cuin) 1XYA 7L
1 K OVEFRIRBEICB W T HEERE 6.4 mgkg 3w & ILFEHRE 5.4 mgkg q3w CTRIBRE L2 5
Z &, ET-ERE DXd DS EIZOWTIEY A 70 1 TIEHEERE 6.4 mgkg q3w M ELFEE
F S4mgkg 3w L0 HR0E < R DA N A BT, EFIRIEICIIERRIRRE & 70D 2
& ZHEfF1F7- (Table 2-7, Table 2-8, Fig.2-4, Fig.2-5),

B EF BT, T-DXd RZF DO E 7 7 o —F LHUR/ADC O & 0MEAE & 72 5 A
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A=A LIXETZ3 03> TR, —DOGIE, FEEMOIREBORES OENTH L, £/ 7
2 —FLHUR/ADC 1, fhosE 7 a7 ) v LRI RILER 2 %100 2 Z LI L 0 IR S
HETDLEEZOND O, FITAHHEIER FORIEMEY A A &0 L T, BHPEOR
JEAR|IER I L, A E s O, K0WENEVEEEIZE, £/ 7 e —F APk
/ADC DEAL b ITLET 2 ¢ Z 2 b b, MIET VT I EIREBICEET 5~— I —Th v |
RIEMERBTITIE T T 508, RFETHW T =y NTIER—R2AT 4 L OIET VT
22 (PfE) 1XEE RS (55 11 AH DESTINY-Breast01 #85% : 41 g/L) X v b BHpdE (F
11 #H DESTINY-Gastric01 55% : 35 g/L) T2 o7z, 2O ik, HEEFEOFPHLEEE
L0 BEFE UTRENED - T2 alfEtE 2 R LT D, Ly LAIFFEIZI VT, Cline (2
T DREEDILE BN RII N =R T A L OMIET VT I ONEDBFERFIHA AN ST
ETHREHSNATWD, ZOZENL BEDFRPN—ZT A L OMFET7 VT I DH T
AL ENRWREOE S OENEZ KL TWDAREES H D03, &< IO R NG L

TOB AR L5 Y, WA < 2 & IREECH 5,

42 BREE— AT

%5 1 F first-in-human #R5% }& OV 11 A1 DESTINY-GastricO1 #R5R (Z#HA A4 5 417= HER2 B
P£ (IHC ¥% 3+, 3T HC i 2+ Ho ISHIEE) O B #E/GE) FEEE T 160 44 D7 — & % H
WTC, AT RARA v b Th 28 BINZE3 (ORR) K UHEEZR#Z (confirmed ORR)
KT D IRTE — UG BISR & £ T Uk L, HER2 B3 B #8/GEJ #8312 6.4 mg/kg q3w % #%
B L7 EOAMMET 54mgkg 3w 25 L7 L 2 LV &< 0D 2 & 2B 72,

MeEZN RIS T D2HERO R VAT 4 v 7 [EYRHIHT OFER, T-DXd @ Cuings 2 EVIEE
e ERRNRIIFFFINCABEICE L D Z LR ENTZ (p=0.023 ; Fig. 2-6), ZBIAZER)
IR, FRNSHUE U7 A B E A 7o 38R R — BUSBIRIZ A SR o 7o hy BBIE
F L T-DXd @ Crinss & ORITIIHEEZZZNR OB & MR BRI 700 82 — FOGBILR 2378

HHie (p=0.066 ; Fig.2-7), H¥E/GEJ BT 5.4 mg/kg q3w i 6.4 mg/kg 3w & 5
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L7z b EOWERDEOETT VTR (90%FHEXE) 1T, 5.4mgkgq3w $5-T 36.0 (29.3
—43.7) %, 6.4 mg/kg q3w £ 5T 40.0 (33.1—47.6) % CTdH~>7= (Table2-12),

e & 28NS %3 DR — RUSE T VOB EFIROFER, ~—AF 1 D HER2 23&H
J¢HL (IHC3+) T, IM{E™d HER2-ECD IREN &L, F = v 7 RA » FMEEHRORNERD H
D, VFEAROFEEZAT 5 HBERECBOCHERDENEL 2D L2 AH L (Fig
2-8), HERITNEZ N HER2 HEHL L~V O AR — PR E N2 &AM B TR Y | fiyEH HER2-
ECD JREED T HER2 HRIEICKTT 28R Tlll~— 0 — L 22 5 rIREMESIFRIC LV oRie s T
W5 2, ARNFTEIL Z ORI 72, 1 F HER2-ECD £ (X, HER2 @ ECD #2231
K o7e7 7 —BERICE Y Ul &, MR, S iR PICEREL-Z O TH Y |
IHC/ISH CaFAfi L 72 HER2 FEBURYL & B2 Z L RSN TW D 3%, —J5 ) BKRAET
DO IFEF T-DXd I MEF HER2 ECD IR X 0 $13 52025 < | i+ HER2 ECD 73 T-
DXd OFEPEhHE, IEVTIE T-DXd O LBLFEN R L IE LT 5 AN IR

EEZLND,

4-3  HREE — VAT
B, LR UIEoMmoBERELZ AT 28 25 e LIZIFERAR 6 BRI AN
OISR 808 £ DT — Z W T, flix DLEMET L FARA b (LK RY M
LHEMEMAE (ILD) 72 L) (kT D0RE —OGBREET ML, et A7 TR
FTAREBEFOFENIENZ L EZHALMNC L, 51T, T-DXd OEERFFE I NZY 27
T 5 ILD O RFHBLHEIZOWT, HER2 G H R EE O 6.4 mg/kg q3w & HER2 [GEFLE
B D 5.4mg/kg 3w & A LR U BRIRAICAE B ATRE RN O EZR TH H Z L 2 Hf T 1T 7=,
HEBROB I AT 4 v 7 BRI ORER, WEHE DX O Cave 23T E M HEME (B
1L, B P ERERAD J OV MR BRI D) OFRBIR B FZRICHBICE 28D 2 ERENT
(W41 % p<0.001 ; Table 2-11), MK FAYBENEITIE SUIRIEIZ LD EFHATRETH - 72,

FEMEIZE M (any Grade) (ZX4 2 UREE — FUSBIROBEEZIR (HE) OHOAERILLE
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ELTHRES L, FUBRE L b HEEE CAM (any Grade) ORBEN G -7z, Al
(Grade 3 L b) # &2 DOMAETOREMET Y RARA 2 MOk LTIE, BEOHIITEED
BT,

ILD (any Grade &% U* Grade 3 LA |) OAEIFEHL £ TORFMIZ T 5 HAE D Cox [EIFHIHT
DOFER, T-DXd O AUCs 23T E ILD (any Grade) OFBLY 27 A EIZE < (p<0.001 ;
Table 2-11) . 72 T-DXd ® Cuaxss NV MEE ILD (Grade 3 LA L) DRIV 27 NAEEITE
o7 (p=0.001 ; Table2-11), F&EMEIEX ILD (any Grade X UF Grade 3 LA |) 1TxFd 2 A E7R
B TIT N o7, ILD (any Grade) (ZxI3 DUREE — ST T VO ILEBEHROFER, 1K
KE T, Bl E RRChEE/EE) 26725, AAANEEIZBWTILD (any Grade)
DIBLY 27 @< i d T RSz, Bl T-DXd & 6.4 mg/kg 3w U3 EE
IZ 5.4 mg/kg q3w TEHRNEL G-FED ILD (any Grade % Tf Grade 3 LA |) D RFER B D A\Fl
Bl alb—ya rOfER, ILD (any Grade &Y Grade 3 DL E) O RFEFBIRITFLEEE

(5.4mg/kgqdw) & HiEHRE (6.4mgkgqdw) OB TRIFEE L7025 2 LAVRE NI, 1REBE
hEt% 360 HEREAE CTO ILD (Grade3 PAE) OFJEEE (5.4mgkgdw) KOVHERES (6.4
mg/kg q@3w) BREBEBREOET ATHEIZ,. AARANTIZENLI 23% LT 2.5%, AL
DT T NEBRETIEENZI 22% KV 2.0% Th 7= (Table 2-13),

T-DXd Z E AN L D ILD ORIEMTILE 72+ 0o T %5, — 1L,
IS K D EBER A Ml EE A & B PN T I L A REMEA O TREER B 2 b
TW5, HAIE ILD RN@Eb 23 [ E LT, =AM~ T0oXLTn Y Av TR EDT =
7 RA v NHER], =Xl ARRLT A a U AR EDO mTOR ER, 77 4 F=7%
TanF=TEBEREOFa v o —BHER, 7Y 27, REXFRAKMY,
LB SRR T E OFUEMEIEGEE SR 5D %,

AWFFEIZI T, ILD (any Grade) OFEBIZRIC A OZER (AARANTHE) BRD LA
TZHBIIAHATH L0, tho3EH (F7 4 F=772 L) THLHHFIM: ILD OMEIZHAANT

LN EDRHBIVTWND T, LLRTOMFZE Tld, SEAIMERMBEE IOV CERERER 72 E b
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SN HFEICHIZENH Y . BAL 7T 2 2 TlE Ipneumonia interstitial (FEVEMEMiIZ) | 235 4F
F AL, TNLADETIE [pneumonia (MiZk) | BaFEN DR DB B o 72 LG STV D %,
Fro, I, BRAIZEEAIME ILD &2 Snlc AR NBE K OMEREM AN 255 & Lo —
A3y hr—/UFZEIC BT, $EHIE ILD J83L & HLA-DRBI*04:05 & O RIA 72 BHH

»H V. F£7= HLA-DRBI1*04:05 ODHEEIIH AR TIEFITEWZ ERHLMTINTWD %9,

4-4 [RS (Limitation)

RIFFNNE =D ORA R D 5, —DHIE — BT IS L 72T — 4 v NS
F D HE/GRIEREFDIZE LN T-DXd % 6.4mgkg 3w THREGINZBEHETHY (160
141 4478 6.4 mg/kg @3w) | D HENF G SN BFELITHER OGN T2 L Th
% (18 4478 5.4 mg/kg q3w. 1 447 1.6 mg/kg q3w), —HEDHRDT — X & U T-1RTE — X
JSFRMTIX, BN ET — & & TR — ROSHRIT & BT RIGR OB L Z 030

o TDID, AW TITHERORE —RKISET /LT MLy RRRBOONGE, BE—
HHMEBIR DGR 7 DB EZ I TR WD &R T - BB 23T 5 =
Ll L., IR DR vREZR IR D HEBR L7,

TOHIE, ARFETHEMA LT -4y TR, ILEEEE L HE/GEY i EE O TR
DERITA 8T L ARGRD B, FEEE MR H HBREOHEAZ RL TS Z & ThH D,
AHFZE T, EIEO B F T-DXd e O DXd D27 U T 7 > AR O HRREOILER L L
THTIZRES L, T-DXd O 7 V7T T 2 A RO MARII T 2RO R B ERIN T,
2017 - E TICKERMBERMF FDA) KR INT-AF 23 AlOE 7 7 v —F ks st
LU RS HIFEENREE 7 VIS AL B LT IR R D NG 2 A I A L 72/, 7 A1 T
PERIS 7 VT 7 o ZADIZERT, 12 FICTHRIBSMEBMOILE R R o Tz L EI T
%10, —J5 KEx REEE AT HBE 1,582 450G LI KBl N 7 2y X~ 7 ORHE
MHIEEENREMRAT TlE, 27 U 7 7 U AR O MBI Sl (B ORIt r V7
T AR D REDONRATE Licte, MO RIIMIE S 2o Tc b mEL TV
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ORI TH, 2T T RTEEONREMBEANTE X, 7 U T T AR B PER]
DOHRITIA LTz, MBI T-DXd OIRYEIREIZ B4 5K+ Th - Il REME b 5B BB E
TEXRWVD, IEBEDOIZIELENLETH-T- 22 BEZ AL AFEOTFT—2 &>

06 A R B Z LITNEETH D,

4-5 St

RHEMSE BN BAEATIC L 0 | il (B, L. 2 Ofh) 13 T-DXd &K ONERE DXd D7 )
T T AR OGAAREDOA B2 BB Th U  HER2 B3 B BF 12 T-DXd % 6.4 mg/kg q3w
THEARN G- LT & & O T-DXd } O\l DXd O 813, HER2 [5PETLE B (2 T-DXd %
5.4 mg/kg 3w CEHIRNEE G L7z & S OBSgRE ERREICR D 2t 2R LT,

WilE — A ZPEMENTIC K 0 . HER2 B H#8/GET # B 12 6.4 mg/kg 3w 245 Lz &0
e EZ$%h% (confirmed ORR) M OVEBIAIZZN= (ORR) &, 54mgkgqdw &G L& &
Fobm< sl trzrli,

WREE — L AMMTIC L 0, Fix OREMT  RRA b (IEFAFEMESS ILD 72 E) 12
x4 2 kR — FOGBMRICRFE T N FEER 0BT ES | T-DXd OEERFES LY X
7 CTd D ILD O BRI 21T HER2 Bht H 8 38 @ 6.4 mg/kg 3w & HER2 Bhtt L & o
5.4 mg/kg 3w DR CHBETHDH Z L &2/R LT,

VI k738 U C. HER2 Bt B FE/GE) Fa & 12 B 5 T-DXd OHELEME A& 6.4 mg/kg 3w

D2 GV A BB B AT 1T T2,
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G
[ 58 PR 56 2 388 © Tl RIS IZ8 IR L 7 HESE VA B ZRRE RS I W TR 4 R
PNCIEYS b2 T 20BN HY . TOESEDOFIEL L TBERVAZI L EZ LN T
WOHLFIENT 7—<a A M) 7 ATHD, AETIEIT7 7 —~ a3 X MU 7 2 & Qi EHK
A OHESERERH B O IEYL : IERAT A FRII R TV anF af REREEEE- &
L/ v} O HER2 HUlAEME AR N I AV X~T FA 7 257 H ] LEL, 2 DDA
IZOWT, 77—~ 3 A M7 AT L O HEREERR I EOELS (L2 T L & bic, —ED

fiFett A0 U T B 8C Lo S BAN O BEERFHEIC W T ENE akam 2 BB L7,

B 1 ETIE, AT EA M MR 32 v L OEIUEEIC R 2 HEE AN
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Appendix

Appendix 1. Prediction-corrected visual predictive checks (pcVPC) stratified by study for the final
pharmacokinetic model.

The solid and dashed blue lines represent the observed median and 10th—90th percentile range, respectively.
The solid and dashed red lines represent the simulated median and 10th—90th percentile range, respectively.
The red shaded areas represent the 2.5th—97.5th percentile range for the simulated median and 10th-90th

percentile range.
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Appendix 2. Goodness-of-fit plots (based on standardized residuals and Cook’s distance) for the final
exposure-efficacy models for change from baseline in (a) SBP and (b) DBP.

The red line represents non-parametric smoothing functions, and the numbers in the plots indicate subject

ID numbers.
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Appendix 3. Goodness-of-fit plots (based on the Schoenfeld residuals and the DFbeta residuals) for
the final exposure-safety Cox proportional hazard models for increased serum potassium event,
defined as (i) 5.5 mEq/L and (ii) 25.1 mEq/L, for the fixed dosing regimen and the up-titration

regimen.
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Appendix 4. Simulation-based model evaluation for the final exposure-safety Cox proportional hazard
models for increased serum potassium event, defined as (i) =25.5 mEq/L and (ii) 25.1 mEq/L, for the
fixed dosing regimen and the up-titration regimen.

For each panel, the red shaded area represents the simulated Kaplan-Meier curves (1000 simulations), and

the blue solid and dashed lines represent the observed Kaplan-Meier curve with a 95% confidence interval.
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Appendix 5. Baseline covariates in the exposure-efficacy dataset according to T-DXd steady-state

Chin quartiles
Covariate Quartile 1 Quartile 2 Quartile 3 Quartile 4
N=40 N=40 N=40 N=40
Age, years 65 [35, 82] 66 [34, 79] 67 [37, 81] 66 [41, 81]
Albumin level, g/L 33 [25, 40] 37[27, 48] 3523, 45] 38 [31, 44]
HER2 ECD, ng/mL 16 [4, 327] 16 [9, 145] 16 [9, 201] 15 [9, 140]
Tumor size, mm 72 [16,204] 43 [12, 162] 48 [15, 177] 46 [15, 155]
Body weight, kg 51 [34, 82] 59 [34, 110] 5737, 87] 58 [35, 83]
Sex, n (%)
Male 27 (68) 32 (80) 30 (75) 29 (72)
Female 13 (32) 8 (20) 10 (25) 11 (28)
Country, n (%)
Japan 30 (75) 32 (80) 34 (85) 35 (88)
Non-Japan, Asia 9(22) 5(12) 5(12) 5(12)
Non-Japan, other 1(2) 3(8) 1(2) 0(0)
ECOG PS, n (%)
0 18 (45) 22 (55) 23 (57) 26 (65)
>1 22 (55) 18 (45) 17 (42) 14 (35)
HER2 IHC status, n (%)
2+ 9(22) 9(22) 8 (20) 10 (25)
3+ 31 (78) 31(78) 32 (80) 30 (75)
Primary tumor location, n (%)
Gastric 35 (88) 32 (80) 37(92) 33 (82)
Gastroesophageal junction 5(12) 8 (20) 3(8) 7 (18)
Histological subtype, 1 (%)
Intestinal 16 (40) 23 (57) 22 (55) 25 (62)
Diffuse 7 (18) 8 (20) 6 (15) 6 (15)
Unknown 17 (42) 9(22) 12 (30) 9(22)
Total gastrectomy, n (%)
No 23 (57) 26 (65) 22 (55) 27 (68)
Yes 4 (10) 6 (15) 6 (15) 512
Unknown 13 (32) 8 (20) 12 (30) 8 (20)
Liver metastasis at baseline, n (%) 25 (62) 20 (50) 23 (57) 21 (52)
Metastatic sites at baseline, 7 (%)
<2 3(8) 7 (18) 5(12) 6 (15)
>2 37 (92) 33 (82) 35 (88) 34 (85)
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Prior lines of systemic

chemotherapy, n (%)

similar treatment, n (%)

>4 10 (25) 6 (15) 7 (18) 6 (15)
3 7 (18) 12 (30) 13 (32) 10 (25)
<2 23 (57) 22 (55) 20 (50) 24 (60)
Prior checkpoint inhibitor, 7 (%) 11 (28) 12 (30) 12 (30) 10 (25)
Prior irinotecan or other 13 (32) 3(8) 7 (18) 8 (20)
topoisomerase I inhibitors, n (%)
Prior trastuzumab or trastuzumab- 18 (45) 15 (38) 16 (40) 14 (35)

Chin, minimum concentration; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2,

human epidermal growth factor receptor 2; HER2 ECD, human epidermal growth factor receptor 2

extracellular domain; IHC, immunohistochemistry; T-DXd, trastuzumab deruxtecan.

Data are median [range] unless stated otherwise.
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Appendix 6. Baseline covariates in the exposure-safety dataset according to T-DXd steady-state AUC and Cmax quartiles.

T-DXd AUCss Quartile T-DXd Cmax,ss Quartile
Covariate Quartile 1 Quartile 2 Quartile 3 Quartile 4 Quartile 1 Quartile 2 Quartile 3 Quartile 4
N=203 N=203 N=200 N=202 N=207 N=197 N=204 N=200
Age, years 58 62 61 55 61 62 60 55
[28, 82] [23, 81] [31, 88] [29, 96] [28, 82] [28, 88] [29, 81] [23, 96]
Body weight, kg 52 56 60 63 52 56 60 65
[27, 82] [36, 110] [37,119] [40, 125] [27,79] [38,101] [35, 110] [38, 125]
AST level, U/L 31 30 28 29 32 32 28 26.5
[10, 189] [12,170] [10, 156] [13, 154] [10, 156] [12,170] [10, 189] [11, 154]
Total bilirubin value, mmol/L 8.0 8.6 8.6 8.3 8.6 8 8.6 8
[2.6, 56] [2.6, 33.5] [3, 32.5] [3,30] [3, 34.2] [2.6, 33.5] [3, 56] [3, 30]
Hemoglobin level, g/L 108 113 119 122 108 115 118 122
[78,152] [77,163] [80, 151] [53, 157] [79, 151] [77,163] [80, 150] [53, 157]
Neutrophil count, 10%L 4.2 3.5 33 3.6 3.7 3.6 3.5 3.8
[1.4,73.7] [0.7,19.1] [1.3,20.0] [1.0,15.9] [0.7,73.7] [1.2,27.8] [1.0,17.8] [1.0,20.0]
Platelet count, 10°/L 233 211 212 210 212 205 230 228
[87,751] [79, 656] [85,501] [73,572] [87, 548] [79, 751] [97,501] [73,572]
Albumin level, g/L 37 38 40 40 37 39 39 40
[22, 48] [23,47] [25, 50] [26, 50] [23, 48] [22, 48] [23, 50] [26, 50]
Sex, n (%)
Female 145 (71) 132 (65) 152 (76) 171 (85) 141 (68) 133 (68) 157 (77) 169 (84)
Male 58 (29) 71 (35) 48 (24) 31 (15) 66 (32) 64 (32) 47 (23) 31 (16)




Country, n (%)

Japan 103 (51) 120 (59) 116 (58) 107 (53) 121 (58) 103 (52) 122 (60) 100 (50)
Non-Japan, Asia 30 (15) 29 (14) 23 (12) 14 (7) 29 (14) 33(17) 23 (11) 11 (6)
Non-Japan, other 70 (34) 54 (27) 61 (30) 81 (40) 57 (28) 61 (31) 59 (29) 89 (44)
Race, n (%)
Asian 142 (70) 152 (75) 142 (71) 127 (63) 158 (76) 138 (70) 149 (73) 118 (59)
White 52 (26) 45 (22) 53 (26) 62 (31) 44 (21) 54 (27) 47 (23) 67 (34)
Black or African American 2(1) 2(1) 2(1) 703) 1(0) 2(1) 1(0) 9(4)
Other/unknown
7 (3) 4(2) 3(2) 6 (3) 4(2) 3(2) 7 (3) 6 (3)
Race-country, n (%)
Asian-Japan 101 (50) 120 (59) 116 (58) 107 (53) 120 (58) 103 (52) 121 (59) 100 (50)
Asian-non-Japan 41 (20) 32 (16) 26 (13) 20 (10) 38 (18) 35(18) 28 (14) 18 (9)
Non-Asian 61 (30) 51 (25) 58 (29) 75 (37) 49 (24) 59 (30) 55(27) 82 (41)
Tumor type, n (%)
Breast 115 (57) 113 (56) 131 (66) 153 (76) 118 (57) 115 (58) 129 (63) 150 (75)
Gastric/GEJ 70 (34) 74 (36) 49 (24) 24 (12) 78 (38) 65 (33) 47 (23) 27 (14)
Other 18 (9) 16 (8) 20 (10) 25 (12) 11 (5) 17 (9) 28 (14) 23 (12)
Total gastrectomy, n (%)
Yes 14 (7) 13 (6) 3(2) 2(1) 15(7) 14 (7) 1 (0) 2(1)
No 171 (84) 173 (85) 188 (94) 196 (97) 165 (80) 173 (88) 195 (96) 195 (98)
Unknown/NA 18 (9) 17 (8) 9(4) 4(2) 27 (13) 10 (5) 8 (4) 3(2)
Primary tumor location, n (%)
Gastric
GEJ 62 (31) 61 (30) 43 (22) 19 (9) 73 (35) 54 (27) 37 (18) 21 (10)
Unknown/other 8(4) 12 (6) 6(3) 52) 52) 10 (5) 10 (5) 6(3)
133 (66) 130 (64) 151 (76) 178 (88) 129 (62) 133 (68) 157 (77) 173 (86)
Lung metastases, n (%) 85 (42) 98 (48) 76 (38) 71 (35) 89 (43) 89 (45) 74 (36) 78 (39)

155




Liver metastasis, n (%) 89 (44) 78 (38) 73 (36) 66 (33) 85 (41) 77 (39) 82 (40) 62 (31)
ECOG PS, n (%)
0 101 (50) 108 (53) 115 (57) 134 (66) 114 (55) 109 (55) 110 (54) 125 (62)
>1 102 (50) 95 (47) 85 (42) 68 (34) 93 (45) 88 (45) 94 (46) 75 (38)
HER?2 status,® n (%)
Positive 143 (70) 144 (71) 137 (68) 143 (71) 164 (79) 141 (72) 129 (63) 133 (66)
Low 30 (15) 34 (17) 38 (19) 34 (17) 24 (12) 29 (15) 40 (20) 43 (22)
Unknown/other 30 (15) 25 (12) 25 (12) 25 (12) 19 (9) 27 (14) 35(17) 24 (12)
Prior nonhormonal cancer
therapies, n (%)
>5 87 (43) 74 (36) 81 (40) 98 (49) 86 (42) 77 (39) 83 (41) 94 (47)
<5 116 (57) 129 (64) 119 (60) 104 (51) 121 (58) 120 (61) 121 (59) 106 (53)
Prior checkpoint inhibitor, n 21 (10) 22 (11) 19 (10) 13 (6) 17 (8) 19 (10) 21 (10) 18 (9)
(%)
Renal impairment status,’ n
(%) 75 (37) 73 (36) 86 (43) 107 (53) 65 (31) 68 (35) 98 (48) 110 (55)
Normal 89 (44) 87 (43) 88 (44) 70 (35) 93 (45) 92 (47) 76 (37) 73 (36)
Mild 39 (19) 42 (21) 26 (13) 25 (12) 49 (24) 36 (18) 30 (15) 17 (8)
Moderate 0 1(0) 0 0 0 1(1) 0 0
Severe

AST, aspartate aminotransferase; AUC,,, area under the concentration-time curve at steady-state; Cmax,ss, maximum concentration at steady-state; ECOG PS, Eastern
Cooperative Oncology Group performance status; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; HER2 ECD, human epidermal
growth factor receptor 2 extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization; NA, not applicable.

Data are median [range] unless stated otherwise.

2Positive = HER2 IHC 3+ or HER2 IHC 2+/ISH+; low = HER2 IHC 1+ or HER2 IHC 2+/ISH-.

"Normal function, mild impairment, moderate impairment, and severe impairment were defined as creatinine clearance levels (using the Cockcroft-Gault equation)
of >90 mL/min, >60 to <90 mL/min, >30 to <60 mL/min, and <30 mL/min, respectively.
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