e,

*x2026F9HET (F11kR)

*2026F6 HELET (B510kR.

BF EERRE
BEXHEARS:36 1 H

HZE
ViysE Jr Sy

RERUHBEE)

B RERRSEES
87 4291

REESA RETZ) SBHFFOY Y +7-—CHEES
BILRIVAFZTHhTEIL

LyhIrE ®7:!7"‘I'£ll«40mg
LiwhYyE ntiLsomg

Retevmo® Capsules

ED) FER-BRASOLAFBICLIVERTSL
1¥2) RET : rearranged during transfection

40mg 80mg
30300AMX00448 | 30300AMX00449
20214E12H

ERBES
ARFRagE

(=

=50

AR, BRFCTIWSTERIEEMRICSNT, PALFE
BAICT SR - BRZFOEMDH ET. FEDESHIE
Y EHBRENDEFICOVTDHEST B & Fie, BEH
JRICKILS. BEXZOREICENERUBEREZ+55HA
L. BEZBTHSIRETHI &,

2. 22 (ROBEICIFBS LBV &)
KADBEHH LT F 7 4 T F 3~ BEEE 72 BERE O B R

DOH5EE
3. #HERk - K
3.1 #m
. Ly v ITe A TSEL LY P EHTEIL
WR5E4
40mg 80mg
147 1 7E
AR LA A F = T40mg| L)L A F =T 80mg
AN BEEKT A . HRElo—2
WAL e ks 7. BILF S Y. BEIEE
(A0mgn A EH). BE1580mgNAHER)
3.2 HEIDOMER
. Ly v I EATEILILY b EHTEIL
R5Es4
40mg 80mg
T JREAREHD FEAEHD
O W5 7 LA W% 7 LAl
()] ()]
Nk E Ng | E
we | (SELED (L&D
25 Hh T 05 h L
F£2:#18.0mm E£:421.7mm
g - EHE 51E:96.4mm BWEK7.6mm
FE:A9194mg F:0363mg
Bl —r s, 3977 e, 2980
4. EENFIZHR
ORET A& EIGFBIEDET - BROBEVES

ORET B FERBGHEDILEYIFRTEE 1 RIARRBERE

5. FHREXIFZHR

ICRAET %=

(RET RGEIFIHEDELT - BFROIE/ ek
51 +5 %2 E I 2RBEXIIRE/RICB T 2REICLD.
RETWEBIEFBEPHRSINBEFIIRET S &, BMHEIC
Hlzo>TiE, AR SN RS2 ERR S EREESRT £ H

WwsZ&,

5.2 [17. BRSAE] OHONEZBAI L. KHOFHIER L2
M+ Ic g L7z BT REIDSOBBROER-IC OV T HEE

IHRET L. BIGREOBIEZITS> 2 &, [17.1.1. 17.1.288]

5.3 AHI OB MEEEICB T 2EDEROLLMIIHILL T\
W,

(RET AEEIGFB L DET - BROPERIRE)

5.4 +35REBEET AREEIIHERRICBI AHREICKD.
RET & BIZF A RSN BHIIRET 52 &, BEIC
Hizo T, ER SN AN AERER IIEERKSST 2H
WabZ &,

5.5 MEHEI T RIC X B EBOHEIGE R HBHEICBVLTIX, Mk
BeBEITAZ L,

(RET S BT B EDET - BROBEWES GE/I\BiamhER

UBRRIREZRRL))

5.6 +0%EHME2ET ARHEEIIRERRICBITAHREICKD,
RET BA&BIEFRBENIERSINT-BEFIRET S &, HHEIC
Hlzo T, ARSNIAIN LW ERER UL RS 2/
Ww3sZ k.

5.7 HMEERE IAROBRENRELZ VB 5,

5.8 BRRBICHAAN S NIZBEOPABEICOVT, [17. B
RAE] OHONBZIH L. AFIOEHERTEZEEE2 DI
MR L7z BT, RBIDSOBBEOEICOWT HEEISHS L.
BEISEBEORIRZITOZ &, [17.1.1. 17.1.2208]

5.9 KEIDOFEi OMBIEEICB T 2 AR ORI LTV
2\,

(RET BIcFEEBMDIREIRRT AL IR IR R )

5.10 +73 7% %2 B9 2RIBEUIMRERFRICB T HREICKD .
RETBETEERDPHRASN-BHIKRST 52 &, LR
FDORET BIZFERNEM X IRHADE AL, AREBENEH
W ESE R I EEREE) 2 W TREZITH 2 &

«5.11 [17. BERBRE] OEHOWNEZPAI L. AROEMER TR
etE+SICHER Lz LT AFIDSAOBBEOERICONWTD
EEICHRE L, BEISEEORRZ2ITH> 2. [17.1.1, 17.1.28
]

¥) AR SN2 ERR I ERESR ICBE T 2BHICOV
TiE UFOT 2 7541 bS5 AFHHETH S:
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

6. IERUAE

BE. RACRELRLAF =T ELTIE160mg% 1 H2ERED
#5939 %, 4B, BEORBICEIVEHBET %,

BE. 2RUEO/NRICREREREICADE TRORGE (LR
WAHF=7ELTIHEN184mg/m2) #ROKET 2. LB, B
FHEORBICKVEHEBET %,



NEDOHE

AR THE w58
0.33m2B! 10.66m2KH 1[E40mg 1H3ME
0.66m2b 1. 2m25ii 1[E80mg 1 H2[E
1.2m25 k1.6m2kE 1E120mg 1H2[H

l.6m2Bl k 1\[160mg 1H2[H

7. RERUREICEET ER
7.1 O FEEEER & OMHIC OV T, BRI R ORI

LTy,

7.2 REREIC L DEWERPRFE L 2B EICE, UTORELZE

LT, fR3E - i -

Hik9 s &,

FRADBE  KEIOREEDHE

BE LN wE&

BEERSE 1[E1160mg  1H2[EH
1 B e 1[E1120mg  1H2[EH
2B R 1[E80mg 1H2[E
R 1[E40mg 1H2ME

NEDBE KEIOEED HE

AR BE LN

#E58

HEERSE

1[E40mg 1H3ME

0.33m2Bl k| 1ExREREE

1[E40mg 1H2ME

0.66mZRi | 2E:HsEE

1[E40mg 1H1[E

3ERPE R

5k

BEHEEGE

1E80mg 1 H2M

0.66m2Bl £ | 1ExREEE

1[E40mg  1H2[H

L2m2RH | 2BHEE

1[E40mg 1H1[E

SERPE R E Gk
BHEBREE 1[E120mg  1H2[E
| B 1[E80mg 120

Gz FEREED) ALiE
QTHRERE QTcREkE>500msec | QTcREkE<470msec
ICEE T 5 £ TR
U, [E#IE ] B
BLTHREEHTE
Do
2EXBERE L-HET
BeEHRICHRE LIS
&z, kg 5,

HELARIREZEES |hikd 5,

FTRSERIRD S
n-5é
BInE 7L —F3Xix4 EET 5 E THREL,
EIE% 1T 1 BRFERE L
THREHMTE 5,
BESE(TF 745 | FL—F1~4 EET 5 E THREL,
FU-HDEEL HIgEEATOA N
BEUEZRL) DEEREE2ERT
[11.1.33H] 5. MERKIZEIE K

B2A7uA FEHH
L »t 6 3 BB
BELCREEMT
&5,

FHR%IC7THD EER
L WIgEEITE. 1B
B O REBREOHE
FTCHETZS, 1
BRRICTHL EERL
ZVBEICIE. BB
REATOA Rz
BT 5.

B A i 2 TL—F2 EET 5% TREL,
{55 i3 1 B L
TREEMTE 2,
7L — R34 FIES B,

1.2m2B k

LomZRHu | 2BREHE

1[E40mg 1H1[EH
KO'1E80mg 1H1HE
(1H&E120mg)

EEELSLOEIER | 71— F3Xi34 T B ETHREL.
&I 1 B RE L
THREHEMATE S,

3EREREED 1[E40mg 1H1[E
EEBREE 1E160mg 1H2[H
1B REmRE 1[\]120 1H2
L6m2bLE Fxﬂéhﬁi \[120mg 1H2[E
2B 1[E80mg 1H2M
3EFEEE 1[E40mg 1H2[E

F1) BBEHRBRRO A GRBUELI C2ERERRICE W TREE
PELNLWEE, REHILE)

BIERICRT T B REE, B R O ke

BIfEM

R

ALiE

ALTXIZASTHEM

7L —R3Xi34

7L — RI1LIRIiCEE
THETHKREL, @
BRII2EERE L T
BEHBTZ %,

% IC2EMDEF
FELEZWEEICE. 1
BEEdT s N
T&E 5, BIZ4HEML
FEELZVEAIC
3. O 1 BREEET
BHIENTZ 5D,

HEL-HETRE
RICEHELEZEEI
3. F1ET 5,

#2) Z7'L— FIZNCI-CTCAE ver. 4.03IC# U %,
H3) AEEEL2m2L LB E O H

8. EEREARWER

8.1 BEEEENDH SDLNB I ENDHHD T AHOKSHHART R
USRI BIEREZITV. BEOREEZ I
BEIHZ &, [11.1.13R]

8.2 QTRIBEENH 5 bN B ENHHDT. KAIDR SR
IIXEBREOQTCRIEA R A470msec. 125%AKiiE D/ NE440msec
DTRTHBHIE2MRTHEEBICMBBBERE (HVU T4,
RTXTILE) RTH L, DEREVMEEREREZ RS
BAGAT AR S L O S5 Ba%6 » ARIZEA LRV, DD
MBIZIBRCTITHIZ L. 2y RERRCTEREMERZITH Z
Eo [11.1.2, 17.3.13H]

83 BIENHS5LNBZENDHBD T KFNOBSEHEICIE
PHEPICEEINTVWS I E2HERT S &, AEBRSHIZER
FICMEZRIET S &,

8.4 MEMEMBEERSHSDLNBEZENDHHDT, AFOKRSICH
Teo Tk, WHARER (MRIRIEIEE,. WK, FHEE) OMERR ORI
ESREOERSE., BEOREZTDICBBT S L, /2. B
FHICEWERICOWTHIAT 5 & & bic, MM BOHER
BRERE LB, B ICEEKEE22Z2T 5 L53HTS
Z &, [9.1.3. 11.1.58H]

9. HENHERZRIZBEICHIZER

9.1 SHIE - IEESFDH5EE

9.1.1 QTERERNBZNXIEZORHEENH 3 BH
QTERERAFERT 5 BZh A5 5. SR/ BREQTERSE



BB Z OMABIROERIC 2 2WELET 5 EEICITEEIC
BE595H L, [11.1.2, 17.3.15H]

9.1.2 BMEEDZE

BIMEPBILT 2BZNAH 5. [11.1.45H]
9.1.3 HEMMEEDSH 3BENFZDEHEEDH 5 EE
MEWEMREPHBEIIEEST 52BN H 5. (8.4, 11.1.5%

]
9.3 FFiEERESRE

9.3.1 EEDITHEREEDSHZEE (Child-Pugh %80
BEEZEZERI2EEHIC, BEOREEZ L DEEICBEL, BIfE
FAORBRICHTERT 5 & AFlOMPREN EA L. BIfEA
PHEBRINDBENNH D, [16.6.258H]

9.4 &IEREZR T BE

9.4.1 BHIRY 2 REMED H 2 RHITIE. KAREH R UBRKRESR
Ly ARICB VTR S 2 MEM K OB B 7B A IO LW TR

I5Z &, [9.58H]

9.4.2 BHEICIE, KABREGFHRUOEAKRSERERICBVTNY T
% (arF—24) ZAHVTHEET ZBEEICOVTHATS S

&o [15.2.128K]

9.4.3 BEMICH 5 EHFEFHEIEBRICKRE T HEEI0E. B
BEOBTPHobNAAEEESHHIE2ERBITHI L, S
T MIBWT, BEORLEEE. BELAOREFHE. BT
HEREE, REEEETRESEATZRECKTIRD S
N, BEECEE BMEOF RICEEEIZRD 5 Tniznl,

9.5 1TiF

PEIR ISR L T B AT REME D & 2 I I3 G OB RN E
BrtEz b2 YIS BHEICOABETSHIE, Ty MEH
WZRE - lRBEEBERERICBV T, BRESZEE (AUC) LH
BREOBREECHAERXTRUATEIRBOLLN TS, [9.4.1F%

&)
9.6 17T

FALGVIEFEZ LV, ABITICET ST -7 320,
AHNEIBCRPOBEE TH 578, ANBITOWREENH 5.

9.7 INR

9.7.1 BEMICH 2 EFEZFITBVTIE, BREICODVLTUTORIC

FETSHI &

c BEHRICEES VWA TSICBET S5 L. BmRICEENR
DONIIFEITE, BEMREONE 2 EEICHIMT S &,

s BER R OBTREICODVLWTHAICEET 52 &, KEEET
ROEZEDOBHEFI D SbNBEIEDDH 5,

[15.2.25H]

9.7.2 2IRMD/NREENR & U BREERITER/ L TL 2w,

+10. 18E{EA

AHNE. FICCYP3A4IZ L - TREFS N

P-gp X U'BCRPDH
ERICEDIETT 2,

EEHEZRT. F.

10.2 HEER (HAICERTD L)

CYP2C8. CYP3A.
AREI OB ZpHD

[16.7.52H]

HoORBIC+H3ERT
5T &,

HHIZ% HRRAER - 1EE R W - faERET

CYP2CBDEB L 2 2%A] | h & OEFORIEA | RAINCYP2C8%HE
LSFY =K WHEERINEZBENN | THILILED, Zh
SN A AV HDHOT. BEOWRE | 5 0FEF O M IREH
EVFIHANE EEEICHEL. BIE| LAT S0 EENH S,

[16.7.62 0] RAoRHRIC+ERT

BT,

CYPADEBE L 2 2%H] | 2 h & OFEFIOBIER | AAISCYP3AZEET
REAAFN MWHEBINEZBEND | B2 LICkD,. ZThb
rITVS L HBHDT. BEDORE | 0EFoIMmMFEED L
o3Iy RE ZEBICBHEL., BIE | BI5REESH .

©)

TyROYA U8
[16.7.1. 16.7.2&08]

FTTRER R D BT 5
Lo RUE/IHAT
H\EIIE. KA DR
BeEZEEIELBIC,
BEOREZHEICH
ZL. BERORAI

HHIZE BRRAER - B W - fERERET
CYP3AFHEH] KHIORERAAERE | 2h5DHEHIHACYP3A
Fl S 2=E IV NE2BZNPHHOT, | ZHETHZLICKD.
IV ATy | INSOEREOHH | ARIOMAFREDN LA

T HAREETH S,

YheYa—-rvx-

BRMLEWEIEET

+HERT S &,

CYP3AFEEH| KR OBEMENPHETT |2 h 65 O EAFHFEH
V77T 2BENDSHHDT.|CYPIARFEETHZ &
TJrz=hAV CheOEFEDOHA | ICXD ., KF DI+
Rery % W EEZRYE .| EPVETIT S HEN

[16.7.3. 16.7.4%18] CYP3AFHEERHDZ W | H 5,

BEHIANOREELZRT
BTk,
A IATF XYY | KA OBNEHS I T
(St. John's Wort, £ |2B8ZnLHZD T,

SIS I—)
IVATSV &
[16.7.7208]

NS5 oFEAE DM
IEATREZR PRV BT 2
L, RUE/ITHAT
HEBAEICIE. KElE &
LICAERBIIBET S
Eo

HoZ B4R
TZFTYV
Tr7EFIV
VRAFV U

[16.7.8%H8]

ARA DR AT T
2BENNHBHDT,
NS DEA DA
WITTRER RV BT 5
Lo RUEBIHAT
AHAEITE. KA LR
KBz 6T E(T

VN = N

—F VU ERARE10
AR T % O 2B R A L 9%
NN R -20F.N- 1Y}
FEEANDOEEIRE
HTH-72)o
HIEH AHOH DTS T
REEHILT ™I L H5BENFHBHDT.
KB 73T h | 2hoDEHE DA

WA RERIR D BT B
Lo RUEB/IHAT
HIBHITIE. KA E R
AREET 592 &>
B 2 A #5252 W FE
N2k Ic G L
& & DOARE| O I H iR E
NOEBIRENT
Ho1)o

7— M EAERR 5T &,
7a bR THER | AFOBHENETET | Chs0EAICESHE
FRXTFI =) 2BENDHZDOT,|WpHD LFIZKD., &K

BAlOWIRAET L. &
Ao M REFET Y
HHREENDH 5.

WRBOBVP-gpDE | Ch o OERIORIER | RFIHP-gp%HET 5

g & B A WHEBINEZBEINN | Z&ICKD. TheD
vaxTv HBHOT, BEOWRRE | EH oM IREYS LR
A=DNN 3 AEEICBEZ L. BUE| I3RS D S,
IRTY LR AORRIC+IEET

[16.7.9208] BTk,

BCRPOEH & 7 53 KEHABCRPZIHET
Al T ElickD. 2ho
T ANZY F v O O M EEH» L
AMMLFH—F AT AHAREEDDH S,
f3vF=T%
[16.7.102H8]
11. 8IfER

WROBWERNH S5bNBZ ENH DT, BEEZTHITITV.
HHRDONLGARICIERE2HIET 5% EET L LEZITS

Eo
11.1 EXZEIER

«11.1.1 FraEREE (37.8%)

[8.150#]

7



11.1.2 QTHRER (13.9%)
[8.2, 9.1.1. 17.3.1&%H]

*11.1.3 BHHE (4.9%)

RE. HRAFOERZH D EREOBBIEFHS5DNH I END

%, [7.22H]
*11.1.4 BIIE (28.0%)
[9.1.2%0#]

*11.1.5 FEMEMEER (0.6%)

(8.4, 9.1.3%H]

#x11.1.6 B RIRIEIREE (Stevens-JohnsonfE(REE) (BEER

16. EMENRE

16.1 MHRE

16.1.1 YORVRIERS

AT BB RE AP L LA A F =7 A Tl 160mg & RER RS L £ 20

PR T OSBIE $5 X — 5 U TFOEBY Th- ) GHEATF—%).
2000

1500

£ (ng/mL)

—Jig

1000 -

500

0- .j
6 é “1 é é 1‘0 1‘2
B8 (hr)

1) CLRVAF =T H TN 160mgE BEREO#RSE5% Bl 7 LVEIHE) O
MRS (FHE R RZE)

MmFEFEILIVHF

1) YV AFZThTeN160mgE BERO#RSESR (B1H4 7 LEIHE) 0%
MBS X — 5 GRIAPHER OERE%)

Bl% 94
Crax 1120
(ng/mL) (85.7)
tmax D 1.96
(hr) (0.50-7.83)
AUC. 74301%2)
(ng - hr/mL) (67.5)
L) HRE (R ME-RAfE)

E2) HIE=71
T AR SRE (121H)

HA AN DHSTENES B E S8 L LIV HF =7 H 7T 160mg% | H2E KEZD
BE U & 2 OEFREICHB T 5 MEEPREHEE R OEDIHE/ T A -5 ZL T LB
D THo729,

fH)
11.2 Z0ftDEIfER
HIVER 8 20%BL Lk | 5~20%KiiE 5% SHEEREA
* THILAY Nz ER. B, | IEH
(31.9%). F|OW%. 8
| ¥
* it - 25 WeF VFNE FEEL
KO 5EBRAL
RS
NI BHiam. K
%
RYYRE PR R
P53l B R 1 B
(K RE
R - RE BAEGR
e
TR SER FEHED F
[
4] k1323
X RS
I H/MEE D | ) > 8Bk
MRS D, &l
IR
*| R E s L7 (s %
L FoUEI | 4 i E
B7L73
M E . &
DR/RNS|
GE. E AL
vy A IE
* Zofh oMk | RO

14. BRALOER

14.1 SRIAIHFOER
PTPEEOFEAZPTPY — b S5HD L TIRAS % & 5 5%
T2 &, PTPY — FORBEEKIC LD BELSIAI A BB AR
AL, BIZEF 282 LTHIRARFOEE 2 G HHEZHHT
BIENDBB.

15. ZDMDER

15.2 FEERARERERICE D < 1BHR

1521 B ARLAF=TIE. Ty MMERHEBICBLT, BEAR
160mgl H2[E TF 5 N2 CrnaxP5.2MEFICHE T 5 HE TEIESE
WA TH > 72D, [9.4.28H)]

15.2.2 BB (REBRASEHEL TR VWHET Y ., EHT v
FRUER I =T ) KBVWT. ARORERSIC LD BHRE
ROEYE (BWMKEOEKR. BEREKCEER) 75 & b
160mgl H2BO AR THRES L7z L Z0MKBERE LD HEVE
BRETEDONTVS, iz, $ET Y MBWT, BHBEER
OEICEHEL T, BEERVAREREOMKMELS. b MIC
160mgl H2E DO AR THRE Lz L EOBKBBERDZNZ10.8
BEROLIMETRO SN TWVSD, [9.7.12]

15237 v b2V 2EMAARERKBEICB VT, & M
160mgl H2EDOHE THE L L EDEKBRERICHEYT 51
BOHICEEE EOOSN TS,

6000

5000 -

£ (ng/mL)

4000

—JiE

3000 -

2000 -

1000 -

I #EhtEIL~RIVAF

0 2 4

6 8 10 12

B (hr)
2) EARLAF=THTEN160mgx | H2ERER 5% (81Y 1 7 )LEH
H) OEFREICHE T 5 M REHRER (CFfE+ EER2E)

£2) AR HF=THTEIN160mgH | H2BIRER O E5% (1941 7 ILESH
H) OEHREICHE T 2HEMBE ST A —5 (KM% LB %5%)

s 58
Cmax,ss 4060
(ng/mL) (34.4)
tmax,ssE) 2.08
(hr) (0.00-8.10)
AUC< ss 37100
(ng - hr/mL) (39.3)
CLss/F 4.31
(L/hr) (39.3)

T3) Rl (FME-HoARTE)
T G RERR (121%0)

MEEFEE I RER S5 %I E TICERRBICEE Lz, £/, YARLAF=THT
160mg# 1 H2ERER RS LBRORE8HBEICB I 5t VRVAF =T 0
HRIF340TH -7



16.2 ORUN

16.2.1 #MNA A TFRASEUT ¢
TEEERR OB LIV ARV A F =T 5 TV 160mg% BEREOHG L 7z & & Okt 1
AT RASEY T 1 ORFIFEEIRT732%TH 729 (HEAT—%),

16.2.2 REQOHE
TR A 206112 2 VRV A1 F =7 5 7V 160mg 2w i A B I AR O 5 L
Jol &, BEREGICHT 3 BBBEESICBT 2LV AF =T OChrax X AUCint®D
A FEO HIE 2N 2N0.862K% V' 1.09TH - 725 UHEAT—%).

16.3 5

16.3.1 EEEER
TARUAF =T O MY 8T EERIIR6%TH D . WEREIE LD 5 iz
Motz (in vitro) ©,

16.3.2 Mg/ MmigchiEE L
LA AF =7 O/ MEEREIEH0.7CH > 72 (in vitro) Do

16.4 {3
LR HFZTI3FEE LTCYPIAAC KV RBEES NS (in vitro) . HEEERA6H
12 [MC] - AF = 7160mgx BEHEOHRE Li- & &, #5168KHEE T
MR FICRE AR S N (MEEFRRSTREICH T 28813, 86.2%) 4

HEAT—%),

16.5 HEtt
B AGHIIC [19C] - AF=T160mgZ BEREO#RE L- & &, 54328
% & TICBE LI BSTREDRI69% (RELEIZH14%) HPEEFICHRES ., 1
24% (RELEIZHI11.5%) MRACHRES h7z) GHEAT—%).

16.6 HEDERZHIHEE

16.6.1 BighEEEES
LUV AFZTHTEN160mgEBEREORS Lz & &, BREESKRE (10
Bl) T A BEOBREREEE 8F]) OIRBELLLNAF =T DOCnaxkV
AUCini D&M FEEOHIE, 22Nl 30KU1.07TH > 7. BHEEEEEHBE (10
Bl) 1o g HHREEOBRERERE (86]) OFBEAELILRLAF =T DCnak
AUCini D&M FSEOIZ, ZhZn].67RU1.89TH > 7. BHEEEEHBE (10
Bl) oY 2 EEOBRERERE (7T6) OFEAHLLRLAF =T DCrnaxk
AUChiD& M FHEOHIZ. ZhZN1.04KTV1.54TH 79 HEAT—%), M
BINOEEICEL ST, KPERLBEICHT ST~ 340,

16.6.2 FFEEREEEE
LU AFZTHTEN160mgEBEREOKRS Lz & &, FREESKRE (12
Bl) 1T 2 BEOHKEREEE (8F]) OIFBELLLNHF =T DOCnaxkV
AUCni D&M FEEOHIE. ZhZn].78RTU1.33TH > 7. FHEREEREHERE (12
Bl) 1S B EE O RERERE (8Fl) OIEATEEL L HF =T DCnaxk T
AUCinDEAFIEDHIE. #hZ2N0.989/%10.991 Tdh -7z, FFHEAEE R HERE

(1265]) \oxfd 2 BEOKAERERE (86]) OIR-ATELL LA F =T DCmaxk
UAUCni DA FEHHEOKIZ. 2h2h2.32K1V3.28TH-7:10 (HEATF—%),
[9.3.128]

*16.6.3 I\NR

E I FEISEL/1MHAE% (LIBRETTO-0013{8 X% OULIBRETTO-12155%) (C#iA AN S
N7:839%1 (18F/AKMDEE3ZED) OF -5 2RV CREAENBHRET L E
Lo ERICE D LRV HF =T OEYIHEBICEHRNICEKOS 2ZITO 5N
Ao 1o AREOBEIMIEVEIL VA F =T DOVe/FROCL/FIZHIM U7z, RER
EYFRETLEANT, REBEOURREE R OREERICE S EMEES I 2
L—v a3 v 2EM LSRR, OFEREZO0.33m2L_£0.66m2Ki D B I1240mgl H3
A, @FXEEO0.66m2Ll E1.2m2Kio B I1280mgl H2[E., OFFKMHMK1.2m2L =
Lem2KisDEEI2120mgl H2[a, @FXEEL.6m2Ll EoBEIZ160mgl H2[E % Z
NZENRERORG LBEO, EHREBICBIT 22 LV HF =T DCnax (ng/mL)
K&UAUC24n (ng - hr/mL) OHs{EIE. O3120% 057700, @3360% 158300, @
3190% U'586003f: M- @3550% 1'66400 & #EE S hi/z1D),

16.7 E4HEEIEF

16.7.1 4 F5aFY—)b
BERALBICA N5 a3+ Y =)L (BRWCYP3AFREA]) 200mg# 1 H 1[I REZED#
U, 2V AHF =T H TN 160mgE BERORSG L&, 2L UhF=T
H T VBB SRICNT B4 T 3T — VARG REO LRIV I F =T D Cmax
FOAUCHhDEAFEEEO I, 1.30%1U2.33TH 7212 JEAT—%). [10.2%8
i8]

16.7.2 7)baFV—=Ib. ILFF7EL
AHPNEMBREETVICE DV Y I2aLb—Ya BV, EWRVAF=THT
)L (160mg% BEFEO#S) BMESHICNT 2703+ —)L (PREEOCYP3A
PHEA]) (200mg# 1 H1EIRERORS) HRAREROELRVHF =T OCnax BT
AUCOEMFHEOHIE, ZNZh]1. 20K V248 LEE S NTze YLRVAHF =T H
Tt (160mgz BEROKRE) BMBEERICNT S VLT TEL (REEOCYP3A
FHEA]) (60mg# 1 H3EKEROKRS) HARSROELIL VA F =T DCnaxk
AUCOMMEHEDOHIZ. FhEN117RU2.18E#ES N1, [10.250]

1673 U77VEYY
ERALBICY 77 Y EY Y (BWCYP3AFHEA]) 600mg# 1 H1EIREZORS
L. ELRLAF =T H T2 160mgx BEROKEG Lz & &, R LRLVAF=TH
TRIVBEBHEERICNT 2 7 7 Y EY Y HABRERO YL AL F =T DOCraxk
AUCini D& FHED I, 0.301/%040.133TH > 7212 (HHEAF—%), [10.2%
8]

16.7.4 REV9V, EFT4ZI
IR BT TILICE Sy I 2L —YavitBLT, EWRUVAF=THT
L (160mg% HEHEO#S) BHRESHICNT 2Rty Y (PREOCYP3AFHY
Al (125mg# 1 H2ERERZOKRS) HRBRSRO LV AF =T DOCnak AUC
DEMEHEDOHIE. ZhZN0.71RV0.53EHES NI, EALRLAF=TH T L
)L (160mg# BEREOH#S) BMBESHIINT €57 4 =)L (FEEOCYP3AFHLY
#l) (200mg# 1 H1E7HEEO#HE5%12400mg% | H 1 ERERO#RS) RS
DENARVAF =T DCraxc X CAUCOEAEHED HIZ, ZhZ2h0.86%1V°0.64 L H

EEnz13, [10.228]

16.7.5 =29YS L
RERALOBICE LRV A F =T H 7L 160mg# | H2EREROBRS L, 35V
L (CYP3AOEE) 2mgZzBENEROKEG Lz &, IV I LRMBEERICHT 5
WRNAF =T A TENHRAREEED I 5T LD Crax L AU CintD A FHE O H
3 139K U1.54TH 7219 BHEAT—%). [10.2808]

16.7.6 LISJUZR
BERA LB LRIV AF =75 7L 160mg#z | H2[E REROHRS L, L/S7)
= F (CYP2C8O#E) 0.5mg#BERLHE Lz &, L7 ) = FEMEERIC
WHEBENRNAF=TH T HABERD LT = KO Cmax & UAUCine® #7]
FHEOKIE. 1.91%02.88TH 57219 FHEATFT—%). [10.22H8]

16.7.7 AXFSV =)L
BERA20flIcF X 75V —)L (Fa b >R FHEH) 40mg# 1 H1EREROHE
U, ¥V AHF =T H TN 160mg % EERHCBEEREOZE L&, 2L
NF =T Hh T EVBEHRERIINT 24 X 7T — VHHBEGROE LRV F =T D
Conax % FAUCi DM FIIED AL, 0.123%V'0.313TH o720 £12w AR T TV —
L RERORS L. 2RIV AF =T 5 7L 160mg % Eig i A B I B ERE D
BELIEE, RV HF =T H TRV M GRS 54 2 75— LS
DX AN HF =T DCrmaxk CAUCintDE(AFED L. 0.586/%1V°0.938TdH >
Fzo ARXT TV =2 REFZOREG L. LAV HF =75 PN 160mg 2 EIEH&
R ICHEREOHR S Lz & &, LR AF =T 5 PRIV BMRESHICNT 54 2 7
SV = VHREGED LRI HF =T O Cnax & O AUCint® ST FIIED g
0.782% U'1.00T#H - 72510 (HEAT—%). [10.25H]

16.7.8 S=ZFI
HERRRA200IC T =F Dy (HoRAFREHA) 150mg# 1 H2BIREZORS L, £V
RUAF =T HTEN160mgE T =F ¥ > %5 1 0WEH% K& U2 08 A 12 225 RE 12 B [a]
BOBE L& &, RV AF =T h TR VBMESICNT 55 =F Y U RkE
DIV HF =T D Crnax X CAUCI D EAEHMED hix, 0.818%110.932TH -
7210 JHEAT—%). [10.28H]

*¥16.7.9 SEARSVIFFIYS—b
BERA3SHICE VLA F =T H T N160mghOFTEH F TV IFF 55—
(P-gpn#E) 150mg# BEREOHKEG L&, FEH TV IFF 2T — PRME
BRI 22 VRVAF =T H TRV HRZREGRHDOFEHT T > OCnax&k FAUCn
OMAFIEOHIE. TNZN143RVL.38TH 2721217 (HEAF—%). [10.2%
H]

*16.7.100ANRIF Y
RFRRA28FNC L NRVAF =T H TN 160mghUa ANAY F > (BCRPOE
H) 20mgZ BERREOHREG Lz & &, 0 AN F VRGN 52 LV h F
ZTH T ENGRRERDO T 2N Y F > DCnax%k PAUCIK DK FIEOLiZ. #
NENLTIRVL.80TH 57218 FHEATF—%). [10.22H8]

*16.7.11 Z0fth
(1) BV HF=TIEMATEL2ET S (in vitro) 19,
(2) fERRRRAL2BIICY 7 7 > (P-gplEA]) 600mgKk VOtV AF=ThT
T 160mgE BERROHRES THA L& &, LRV HF =T TV B S5RHC
wMI BT 7Y UHAREROEILARILH F =T OCraxk FAUCint® %171 {8
DOIE. ZNENLIIKVL.06TH 7212 SEAT—%).

17. BRRRGHE
17.1 BHURUREEICET 2HER
17.1.1 EFFEESEI/IMBEER (LIBRETTO-001515R)
(RET RS BICFHEDHEST - BROEIRRMER CRIRIE. RETEICFERBY
DIRGEVIFFAEE IS R BRBEIRIE)
OALEFERED 5 5 RET B A8AR TR O VIR REZEST - SO I/l 8
1346 (HARANBE25H 2 &) RUOOLERERED %\ RET MAREFHBIEOTR
TREZEST - BROINMIRIHEEE3SH (HAABELIf2ET) SV AHF=
77 1E160mg#® | H2EE OS5 Uiz, EEFMEE T&H SRECIST ver. 1.1
ICED MR ESHEIC L 2R FIF. Z2h2nD55.2% (95%E X H:46.4-
63.8) KU@71.4% (95%(5#EXM:53.7-85.4) TH -7z,
12/ EOOL2ERERED & 2 RET R ABIZ T IO RB IR RE 4 BRI R E 10
BIED (BARABELBZ &) OLBREREO % W RET BARE T BIEORIATIRA
67 ORISR B 12612 . I REERE D & 5 RET BIZTERBEORBTIRARE S
FRIRBERE R EOTH (ARANEBE L2 EL) RUOLEEEED 2 WRET BIZT
ERBEORGTBRARE 2 FRIRBEERZEIOBICE LRV AF =T H TVl
160mgH3) %1 H2[EREO#SE Uiz, EEFHIEE T SRECIST ver. 1.1IcED <
VEHEBRHEIC L 2 RBFIE. ThEhB®50.0% (95%EHXE:18.7-81.3). @
100% (95% E#XH:73.5-100). ©68.0% (95%EHXH:57.8-77.1) KU®63.3%
(95% X H:52.5-73.2) TH -7, (202083H30HT—%Hv +47) [5.2,
5.112H]
E1) Rbfl Btz Et.
*2) BHUELH 2 &,
E3) 12U Eo/NRISH T 2 AR ORRAE - R, (1) FREFL2m2RE0 BE
1280mg. (2) AFRMEMEL.2m2LL E1.6m2KiEOBHIC120mg. (3) AREH
Lem2ll LD EEFIC160mgE Z N ZN1H2EREORE TH 5,

BRI RI00FI1CRD 5N -2 BIERIE. ONERE (35.3%). &IIE
(31.8%)+ ALTH# (28.0%). ASTH#EM (26.8%). % (25.3%) FTH-o7.
(20204E3A30HF =% h v b % 7)

(RET RS EIGTFHREDEST - BROBWIES GEIEISERURIRIREZR<))
RET BhEBIZT B OMEAT - BROERIES B/ MIRME R CHRREE 2 R<) B
HELT, YRV AF =T AT VOREEOF 2B E L-OFEHE/ -+ (&
LRV HFZTHTEN20mg# 1 HIEX LA HF =75 7L IL1E20. 40,
60, 80. 120, 160. 200% L < 13240mg# 1 H2[E#EO#HE) #4) 056, L)L H
FoTHATEVOEMERVOREEZRHT 5 L 2B LB — b (LR
LAF=TH7EI1E160mgz | H2EHEOHRS) 055, OILEBEREODH 2 BH
ERE LIzak— D336 (HAANEBHESHIZET). OLEBEEREO L2 WEEZ N



REUlak— 026, OESHEMBRENUINTRET MEBETFHIESERES W EBE
FEMRELIZaR— 0126 (HEANBEMFI &) PEMDEOFHINRE Sh
oo BBIH/S— b O EZFHAIEE T2 HRECIST ver. 1.1I12%ED NZFHliR B &¥E
IZR2ZHHRIE, ThEN®S57.6% (95%(EHIXH:39.2-74.5). @0%KV'W16.7%T
Ho7z3, (2023F1A13HT—¥ v v+ 7) [5.85H]

H4) RRS NI - ARIEAHE160mgz | H2EREOR5TH 5.
£1) AEOFENRICE T 2B AREROF
BhTE Bl b vead it ESIES
K 4/13 30.8%
JREREES) 7/13 53.8%
R R A EO) 2/4 50.0%
P 1/3 33.3%
JISEEE 1/3 33.3%
JRFEARNIIRE 1/3 33.3%
P ZEEES) 0/2 0%
FLREEO) 2/2 100%
B ETED) 1/2 50.0%
HNF I AR 1/1 100%
/N 1/1 100%
TR N 73 S E10) 0/1 0%
BN HLE 1/1 100%
ez AU R 0/1 0%
RPN 53 W 1/1 100%
/N e 0/1 0%
BS) LANRLAF =T HFLN80mg# | H2E TRENSRB S - BE 1l 2 &,
*6) PIERRREDOZVWEELfEZED,
E7) MR ANE, Z2TERAE R OEEEERRAESHAN S h SR E I
BLTENHRED 5Nz
H8) WITNLRERRRED 2 LWEE
F9) BHRERUNORME GHIAH) XORRETELEESEANS N, BitREE

DS oRME REEAR) ICBW TR s i,
E10) AN HFZTH T EI120mg%E 1 H2E TREASHIGS Wiz BE

BRI RS3IGICRAD 5 i EARIER &, ALTHEM (35.8%). ASTH#N
(28.3%) COWHEE (26.4%) FHI (17.0%). MME (17.0%) FTH -7,
(2023#1A13HF =% A1y b4 7)

*17.1.2 EEHREISI/IFEKER (LIBRETTO-12158%) (jRCT2080225127)
RETBIZEFRELHT 58T - BROBEREESO/NLEE (Ekon AL E21R
) ZHRUI, BV HF =T OEMEROCREEERE Lz, FRERICEDET
AL HF = T1E92mg/m? (BAR S8 160mg) %1H2BEORS Lk,
EEHiliEE T HRECIST ver. 1.1ICE DBV FHiZESHEIC X2 8HRIE. A
MR R36M] (HANBE3G 2 &) T52.8% (95%FHXH:35.5-69.6) T
BHo7:20, (20244 11H8HT—#Hh v b4 7) [5.2, 58, 5.115H]

E1D) R@BSh-AHR - AR UNR) 3. ABXREEA0.33m2BL E0.66m2 KD 5 &I 1

[E140mg# 1 H3ME. 0.66m2ll E1.2m? R0 HEX1E80mg% 1 H2[E. 1.2m2E
El.em2kifoH & 1E120mgz 1H2E, 1.6m2EL L& 1E1E160mg% 1H

2MEEOBEGTH B
K2) FAEOFTENRICH T 5P AR OHRE
PAME ESulb Ve itk ESUES
IR AR BE AR E12) 9/15H#15) 60.0%
FRIR IR ELS) 8/15 53.3%
IR 1Y) 2/61E16) 33.3%

¥12) RETBETERBE

¥13) RET &8It

¥14) RET Bh&nBIZF B30I R O RET BIZT AR B3]

¥15) RET B&BZ 7B FRIGHRELH 2 &0,

H16) FLRAMENIE, EHARMREIE, BAE. MEUHRE. SR E R O
REEBESLBISHAANS N, 55, FLIRARMEE K O SEFZ AT A I B 1
BLTEHARHP»RD 5N

REWFTMARIOFICED S/ ELRIEMIZ. ASTHEM (36.1%). ALTH#M
(33.3%) . THI (27.8%). I ) ILE AN (25.0%). MHEFILHYART 7
& —YHIN (19.4%). #% (19.4%) % Tdh o7z, (2024F11A8HFT—%H v b A
7)

17.3 Z0fth

17.3.1 QTERICX I 2 E
B A32HICE LA F 27 7L 32013640mgl?) 2 BEREO#RE Lz &
&, QTCHBONR—ZAT A V6 DELEBD T REDEIIBITS90%FEHEXHED
FIREIE. FhEN11.87RU12.47msecTH > 722D (SHEATF—%). [8.2, 9.1.1.
11.1.2208]

HE17) BRAICKT 2 AR O&KRME - ARIZ160mgo 1 H2EEO#S5TH 5.

18. TR

18.1 fERRE
TV AF =713, RET. MENRHEERTZEE (VEGFR). #Riff il fa s 5ER
FREME (FGFR) 0¥+ —YEEEEET 5. YRV AF =713, RETHEY ~
NIED) YELZBEEL. TROY 7 FVEEFFOY VBILZEE TS &0k
0. ESHEIENEIER 2R EEZ SN T2,

18.2 HilEEMR

VIRV AF =T, in vitro \IZBWT, RETBE S >822 2FB9 % b b IE/MIRa
FEHKRLC-2/ad Mtk R Ot b EURARFLEERE Bk TPC- 1 M #k It ONC B RBIRET
(C634W KR UMI18T) % ZhENHKILT 5 M HIRIRBIAFREEHRTT X UMZ-CRC1
MAERRI T U CREIEIMEBIER 2R Lz /20 BRI AF =T, in vivo lZBW
T. LC-2/ad#fifatk. RETRAE & > /%7 % %9 5 b/ Ml fafitieg B & HRCTG-0838
@SR R O T TR 2 2 2 N TR L - BEE A BGE R E-R—Y 17T A
RIFX— R ACBWT, EEEHIMEIEH %2R L7222,

19. B ICE T SIBEZHAR

— MBIV A F =T (Selpercatinib) [JAN]

{ft % #:6-(2-Hydroxy-2-methylpropoxy)-4-(6-{6-[(6-methoxypyridin-3-yl)
methyl]-3,6-diazabicyclo[3.1.1]heptan-3-yl}pyridin-3-yl)pyrazolo
[1,5-a ]pyridine-3-carbonitrile

7 F H:Ca9H31N703

5 F #:525.60

i3 REE~HEEAOMKTH S, 0.1mol/LIEBICRRBE I, T MR
VLY ) = VICHD THEFIC KL KIZIBEA EEIT 20,

N=
!

fbegtig

o
N7 N | X7 cH,
N _N

A

21. KEVRMHF

21.1 BEER ) A 7 EHEE A FED b, BYICERT S L.

(RET BAEBIEFIRIEDEIT - BROPIRIRE. RET BIGTFERBMEDIREVIRRTEER

ERIRBRBEIRIE)

212 BN TORBERABO TIRONT WA Z &R 6, BUERTER. —EROEMIR
57— HPEBEIND ETORIE, 2EMEHRIHERARBEREEZERT L &Ick
V. KHEIOFRABREOWRIEMZILET 5 & LI, KHOREERUENEICHET 5
F— ERMICIE L, ARIOBEBHICHELEBEZHECS L.

22. I

(Ly hT 1 EHTEIL40ME)
5657t [8h 7L (PTP) x7]
(L b« EHFEILE0ME)
5677t [871 7L (PTP) x7]

23. FEW

1) #HER: 2L HF =7 OEERER (20222 H25H %R, CTD2.6.6)

:#9208T

2) HAEERL LRI F =T OB AR
3) HPMER: ETBBEEERRE L LA F =7 OE/IHERE(LOXO-RET-
170015%E%) (2021469 H27 H&FR. CTD2.7.2.4.2, 2.7.6.12, HEHHEH) (202242
HA25H&R. HEREH)
4) HNEER: B LRV AFZTOMIINA AT RA FE) T 1 ROV ANT >~ ARk
(LOXO-RET-1801675#%) (202149 H27 H&#8. CTD2.7.6.3)
5) HNERL LR HF =T OENEHRICKITTREOHRERVA AT T —LED
HEMEH (LOXO-RET-18015#5%) (202 14E9 H 27 HA&#8. CTD2.7.6.2)
6) HHNEE: LLRLAF=T Ok b IMFEEEEEELOX0-292-DMPK-060i k)
(20214F9H27H%&FR. CTD2.7.2.3.2)
7) HWER: LA F =T Ok b IME R/ g i EE  (LOXO-292-DMPK-01 33
B#) (20214E9H27H AR, CTD2.7.2.3.3)
8) #HERL IRV AF=TDOCYPRE(LOXO-292-DMPK-017:#E) (20214E9H
27H&. CTD2.7.2.3.5)
9) HWERE BEx LEEEOERERELE T IHBRE BTS2V AF =T O
W#RE(LOXO-RET-1802375%) (20214E9H 27 H&#2. CTD2.7.6.6)
10) #AERL: B4 R EEEOFEERELET OIHBREICBI 2 LRI F =T OHE
YERE(LOXO-RET-18022:5%) (20214E9H 27 H&:Z. CTD2.7.6.5)
*11) tHNERE: E VRV AF =7 OBEMBENIEHETK O I —va
12) HHER: ELRUVAF=TEAL VT AF Y=L RFY 77 Y Y OHEER
(LOXO-RET-18014#5#%) (202149 H27 HA%&#8. CTD2.7.6.7)
13) HWER: LA F =T QLRI BT T ILEHT (LOXO-292-DMPK-052
RER) (202149 H27HAFR, CTD2.7.2.2.12)
14) #AERE ELRVAHF =T E I5Y 5 LOMENER(LOXO-RET-18017:E) (2021
#E9H27HA&. CTD2.7.6.8)
15) #HER: ARV AF =T E L85 = ROMESEA (LOXO-RET-180263 )
(20214F9H27H %, CTD2.7.6.9)
16) HHNER: ARV HF 2T ET=ZF IV RUF X T T Y = VOHENEHLOXO-
RET-19075i%8%) (20214E9 A 27 H&®. CTD2.7.6.10)
*17) HHNERE BLRLAHF T EFEH -5 > OHEEERRBE(2G-MC-JZ]VitER)
*18) HWNERE LRV AF =T L RN Y F 2 OMEERRE(2G-MC-JZPBitk)
19) #AEER: LRV HF=TI2&B b T ¥ AR—FHELOXO-292-DMPK-0353
) (20214E9H27H AR, CTD2.7.2.3.8)
*20) tEAEERL: NEETHAARE ZRNRE Lz LR HF =7 OE/ITHERE (LOXO-
RET-1803675%)
21) #WERE LR AF =T OQT/QTCHHE (LOXO-RET-1803255%) (20214E9 A
27H&. CTD2.7.2.2.8)
22) #HERE LAV A F = T OFEMERER (2021F9H27HA&R, CTD2.6.2)

24. XEERERVEVEDEE
BAS =71 ) ) —HREH ERAENATED
T651-0086 MATHRXE LESTHI1E285
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26. BERGERES
26.1 BHSARSTIT

1—5())— A=

#WETPRREEEST H1%285

®R:B i
(7) RET-I001(R10)



