Lz,

*2023F6 HMET (BE5HR) BREERRIEES
2k ape R ABMIEA RETE) SBHRF O +F—CIEEH 87 4291
A 24 5 BILRIVAFZTHT I
y ®
(]
Lk JyE€ nrtiaomg
y ®
(]
LiwhJyE nrtnsomg
Retevmo® Capsules
B3
AT SR EE G ED 40mg 80mg
) FEE-EMEOMTBICLVEHTSIL ERBES [30300AMX00448|30300AMX00449
#2) RET : rearranged during transfection BRSSRAMA 20214124

(=

=50

AR, BRIFICTIWSTERIEEMRICSNT, PALFE
BAICT S - BRZFOEMDH ET. FEDESHIE
P EHERENBEFICOVTDHEST B & e, BEH
JRICRILS. BEXZOREICENERUBEREZ+58HA
L. BEZBTHSIRETHI &,

2. 22 (ROBEICFBS LBV E)
KADBEHH LT F 7 4 T F 3 —B0 EE 72 BERE D B

DOH3HEE
3. #HERk - K
3.1 #m
. Ly v ITe AT LY P EHTEIL
MR5Es4
40mg 80mg
147 1 7E
AR LA HF = T40mg| LIV A F =T 80mg
WA BEHAKTr (B BEtlo—2
WAL e ks 7. BILF S Y. BEEE
(A0mgD &), 15 B0mgD HEH)
3.2 SFEIDOMIR
. Ly v I AT EILILY FT o EHTEIL
e
40mg 80mg
T— JREAREI D HOEHD
e - Al W% 7 LA W% 7 LAl
()] ()]
NS £ NH £
we | (SELED (S ED
25K en 05 h N
F£2:#18.0mm E£:421.7mm
S - EHE 51E:H96.4mm WEK7.6mm
EE:H194mg HE:#363mg
Bl — s, 3977 e, 2980

4. SHEEX F3hR

ORET RASBIG TR IEDYIBRTEEIREST - BROIE/ ilRakhEE

ORET MGEICFIHEDIREYIFRTEETR FIRERIE

ORET &I FEEBMEDOIREEIIRTEE R PR IRBERSE

5. MEERIFHRICEHET ER

(RET & BInFIHEDVIBRTEEINEST - BRDIE/]VHlAHTE)

51 +0 4Bz H T 2WEENIHEBRICKD . RET#MAE
EFBEVHERSNIBEFICRET S L. MEICHIZ-> TH,
ARSNIARN SR ER R X IEREEY 2HVv5 2 &,

5.2 [17. BERBRE] OEONEZBA L. KEOEDEROLE
W2+ R Lz BT RBIDSOBBOERICOWT HEE
IHRET L. BISEREOBIRZITH> &, [17.1.181]

5.3 AHI OB MEEEICB T 2EDEROLLMIIHLL T\
Wy,

(RET Ri&BIEFB M DIRA IR TEE R IR IRE)

5.4 +35REBEET AREEIIMERMRICED. RETHAE

EFBEHEPHERESN-BEICRET S8, BBEICH> TR,
RENTARIN LW EE T I EREMETE 2H0W5 &,

5.5 st I RIS K D BEOWEIS & A BEICBLTIX, HEE
BrBETHI L,

(RET BIcFEZEBR M DIREYIBRT AL IR AR R R

5.6 +0%EHRE2ET HREEIRERRICKD . RETEBET
ERPERSN-BEICKREST A &, LRMRFIORET E
BFERISEEITHEOEE L. ARSI NIk 2k HEER
RIFEEHSD ZHWTHRERZITY 2 &,

5.7 T17. BRBE] OHOWNEZBHAIL. REOBFMERVRE
M2+ EBE L BTy REIDSLOBEOERIC OV T B EE
IR L. BEISBEORBRETS 2 &, [17.1.128]

F) RBE NIARS S ERR I EEESRICET 2 B|ICO L
TiE UTFOY 27941 b5 AFHHETH S:
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

6. FiERUAE

(RET G BEITFRIEDUIRTEEINET - BRDOIE/| RERAHE)
EHE. RAKIEELLAHF=T7 L LT1E160mg% 1 H2MEHE
O#%59 %, 58, BEORBICLVEEHET 5.

(RET RGELFIHEDIREIRTEERRIRIRE. RET ELFE
ER MDA EYIRRAHE IR EIRBREERIE)
WHE. RAKKEELLAF=TE L TIEIL60mg % 1 H2EF
O#%59 %, 58, BEORBICLDEEHET 5.
BE. 12RU EO/PNRICIFEREEICEDE CTROBER (&
VAR AF =T ELTIERI2mg/m?2) %1 H2ERRO%S T %,
BB, BEORBICLDEERET 5.

NEOH&E
RS TER 1Eli 5 &
1.2m2K 3 80mg
1.2m2L k1.6m2K%E 120mg
1.6m2D, k- 160mg

7. BERUAEICRET %R
7.1 fOFUEHEEEH & OOV T BIERUREEIIHEL
LT,



7.2 KRG L D EWERMFER LI2BEICIE. UTORERZEE
LT, fh& - g - Plkg 22 &,

RADBE  REOEED %
WERL L BE&
EHEBREE 1E160mg 1H2[E
1 Ex P 1[E120mg 1H2[E
2B R 1[E80mg 1 H2[
SRR 1[E40mg  1H2[E
NROBE REIOBEDBE
KT WEL AL ®E5&
SR 1[E80mg 1 H 20
o 1[E40mg/1[E80mg 1H2[H
1.2m2sks 1B (1HE120mg)
2B E 1[E40mg 1H2[E
3RS EED 1[E40mg 1H1ME
EHEBREE 1[E120mg 1H2[E
1 B 1[E80 1H2
LamtilE e 1@405g/1%20m§ I?El 20
252y AN I=N
1.6m2Kii 2B R (LB £120mg)
3EPEREED 1[E140mg  1H1[H
BEERSE 1E160mg 1H2ME
1 ER P 1[E120mg 1H2[E
1.6m2 |k
m2 2B R 1[E80mg 1H 20
BRI 1[E40mg 1H2MH

F1) BEUERBRROA (ABUELDSN C2EBREREICB VW TEAE
PRoNEWEE,. BE5HIL)

BIPERICRN T 2 R3E, B R Uk 2

BIfEH TR ALiE

ALTXIZASTH#EM | 'L — K3Xid4 7L — R1LRIZEE
THETHKREL., [
ERII2BREREL T
BE5EMATZ %,

FHHBIC2EB D LF
FHLEWEEIZIE. 1
BREEET &N
TZ 5%, BIC4EELL
FEHELZVWEAIC
3. O 1EBREEET
BHIENTES,

HEL-HETRE
FRICEHFELLEBEI
3. FIE9 5,

QTHRER QTclEFE>500msec | QTcRlE<470msec
ICEET 5 E THRE
L. 8% BRERE
BLTHREHRETE
Bo

2EXEBE L-HET
BEHRICHERE LS
B, Fikd 5,

EHELAEBIREEES
FIRPERPRED 5
ni-ge

kg 5,

7L — N3Xi34 EE9 % E THREL.
[EE 4% 1 ] BRI L

THREEMATZ %,

BIfEH TR ALiE

71 —FK1~4 EI{ET 5 £ TIREL,
HIgEEgATaA R
DERRE2ERT
5. [\1E% BB KR
H2A7uA KzHH
U7hs 6 3REREE L
THREHRTZ %,
HE%IC7THD L3
Lz WigEIizix. 1B
B ORHEKROHE
FTHEETZ S,
BRICTHM EERL
RWIBAICIE. BIE
BEATaA K%z
B9 %,

BEEE(TF 714 T
FU-HDOEEL
BEUEZ R L)
[11.1.3%07]

B e i P R 71— N2 EEY % E THREL,
[ 1 B R L
THREHEMATE S,

kg %,

JL—R3Xi34

EREDSORIER | 7L — F3Xi34 EEY %5 E THREL,

EfE % I3 ] B L

THREHMATE S,

¥2) Z7'L— FIZNCI-CTCAE ver. 4.031C#¥ U %,

8. EERELRNIE

8.1 I HEERENH HDLNB I ENDHBHDT. KR DERERGHT KL
U SHEPIEEHNICHEREEEZITV., BEOREBEZ+57IC
BEIHZ L, [11.1.15HHE]

8.2 QTHIREELH 5b b EAH DT KEIOHKSHMHHT
ICIZBEDOQTCHIBEAM470msecI R TH 5 L 2RI 5L L
HICIEBMRERE (HUTL, TRV TLE) 2ITHT &,
DEXKCIMEBREMREZ % 55 G% LB RS X O G HEG
#%o» AMIZEALETL. DBELARBIECTITO 2 &, Ei
BTG U TEMEMIEZITY 2 &, [11.1.2, 17.3.13H]

8.3 BIENHH6bNBZENDHZDT. AFNDBSHEHIC T
PENCEHINTVWA L EERT 22 & ARG HITEH
MICIEZBET 252 &,

8.4 MEMMEBNDODLNEZZENHHDT. KEIDEEIZH
Teo T, FHAEEIR (MPIREREE, MW, FESE) OmMERR O
ERREOERE, BEORELZTFICBR TSI L, /2. B
FICEERICOWTEHHAT 5 & & b, MEHEMEROWEER
FRBELULGAICE, BPPICEERBEE2 2295 K5 HHT 2
Z&, [9.1.3, 11.1.5%]

9. HEDERZHIIBREICHI IER

9.1 GHIE - IEEEDHZEE

9.1.1 QTEBEROBZNRISZOEHEEDSH 3 EE
QTHEZEEPHEBRT 2 BTN H 5. SRE/IRRIEQTIERAE
RBEI Z DM REARO BRI %2 57k % B T 5 B I IZHEIC
#E5FHE. [11.1.2, 17.3.138]

9.1.2 SMEEDEE
HMESELT B2BZNHH 5. [11.1.450]

9.1.3 MEMMEEDHZBENIEZOREENSHZEE
MEEIEE SRR IEET 5B TN HH5. (8.4, 11.1.58
]

9.3 TSRS

9.3.1 EEDFHAERENSHSEHE (Child-Pugh 5348C)
BEEZEET L EEHIC, BEOREL XV HEEICHEL, BIF
HOFEBUCHERT 5 & ARIOMARES EF L. BIEH
BERENLBTINH 5. [16.6.25H]

9.4 LhEREZR YT &

9.4.1 ITARATRERAHEIT I, KRARE PR OBEGHK T R—EHRIL
YRR 2ITO L OEETHZ L. [9.550]



9.4.2 )X— b —DEIRT B REMED B 2 BRI, FEREG R
UG/ TR-EHMITEY Z2BEZTI L5EEIT S &

[15.2.1%H]

9.4.3 BEMICH 2 EFFHIIBRICKRET 5HAI1C13. BEHK
BOBRPH5bNBUREFH LI E2EBEITHI L.
Ty MIBWT, BROKEREN, BREAOKETHE. BT
EEREME, REEEBEFHRSERUCRBEOBETIFRD S
N, BEEOCEE HAOF RICEER RS ShTniznha,

9.5 117

PEIR SRR L T B TR D & 2 I 3B L OB RIEAE
Britz b2 YIS BHBEICOATRET S E, Ty b2
W7o - lRBEEEEREBRICBVW T, BREZERE (AUC) L[
BECBRBEE CHRELCKRUHFEI B LNATVASY, [9.4.1F%

]
9.6 1Z3IE

BALZWC EFEE L, AMTBITICEAT 2T — 713205,
AANEBCRPOBETH 5 70, HLIHBFOTRIEN 5 5.

9.7 I\
(GhEe@)

9.7.1 REMICH 2 EFEICBLTRERRICEES VAT
BRI L. BRRICEEDNRD SNGEITE. H5MEO

AEZEEICHET 52 & [15.2.28]

(RET S BInFIHEDVIBRTEEINEST - BRDIE/VHlAHTE)
9.7.2 PNREZNR & U BRRFRERITFEM L TV,

(RET RS ECFHEDIREIBRTEER PIRERIE. RETEIEFE
EBREOIREYIRRT R PIERBERE)
9.7.3 12K D/NRE 2 MR & U7 HRRRBRIIER L TW iz,

10. HHE{EA

AAENE, EICCYP3A4IC L > THRE S h, CYP2C8KRUBADIH
FEIERZERT . Tz, FAIOEREIIpHO ERICEDETT %,
10.2 (HEER HAISERTZI L)

HHIZE HRRAER - 1EE % WF - falERT

CYP2C8DHEE L 2 2%A] | ch & OEFORIER | RAINCYP2C8%2HE
LSFY =K DWHEBRINDZBEND | THIEICED. Th
S AV HBHDOT, BEOIRE | 5 DR O M+ E»
EVFIHANE EZEBICBHZ L., Bl | LRI IRESDH S,

[16.7.6208] HoRBIC+HPERET

5T &,

CYPADEHE L2 5%H] | 2 h & OFERIORIER | RAIASCYP3AZEET
R A FN NEBINEZBENN | B EIZED, ThH
rNITVS L HBHDT. BEORE | 0RF oM IEED L
OIyERE ZEBICBE L., BE| 7950 RENH 5.

[16.7.5%H8] HoRFIC+ERET

BT &,

CYP3AFHEH] AHIOBERAPHEES | 2h 6 0ERHCYP3A
A +5aFrJ—)L NEBEZNDDHHOT, | #HETZHZLICELD.
7oV 2uavA4vy | ChSOFEAEOHE | RFlOMHFREN L7
TYRUYA T UE | FARELROEFS | TAHMEESDH S,

[16.7.1. 16.7.22]

Lo ROGEB/BIHAT
LGB, KEI OB
BEEEIT L EBIC,
BEOREBZHEICH
L. BERORERIC

+HERT A L.

CYP3AFHEHA| AEOENESEET | h &5 0 BH F»
y7rrE¥Yy 2BENSDHAHDT.|CYPIAZFETHI &
A T N INoOEREDOHA [ ICXD . REOIMHE
Rery % WA RE R D B . | ESE TR T B AREEDS

[16.7.3, 16.7.4%M] |CYP3AFEERADLZ V| H5B,

HHRINOREE2EET
5T &,

tAATFNFY VY | KEOEWESET T

(St. John's Wort, t
YheVa—-rvXx-
7— M EaR

2BENNHZDT,
BHRLZVWESERT
5T &,

*

R % BRRIER - ' W - fERERET
TFu bR THER | ARBOBENENBEFT | S 0ERICKZE
FRXT I =) 2BENDHBH5DOT,|WpHO LRIZKY, &K
SYVT5I— ChoDOFEFEDHA | FIOMNAPETL, &
IVRAFTY—=)E | IERELRRDET S C |FoMPBESETT
[16.7.7208] Lo RTEBRIMAT | 2URENDH S

HGBEICE. RFE &
LIZRRIIEST S
&,

Ho R AR EHAI
SFTV
Tr7EFIV
VATV

[16.7.8208]

KA OB NEP BT
HBENDDHBHDT,
N5 DHHFEDHH
AT REL IR D T 5 2
Lo RUEB/BIHAT
BIBAEICIE. AF &R
ARz d (5
—F IV ERAESE10
R P T B O 2 R RS A 2 3%
Lz zoARFom
FIBEANDOREILRE
BTH-7)o

A

REEFI L™ I
KEBIL= 737
KEET LI =y 158

KH O R WTT T
HBENFHBHDT.
ZhoDFEREDHE
WERERIR D BT B 2
L, RUCEB/IHAT
BIBH I REIE R
R 23 59 2 & (H
BRF 2 AH #5252 W FE
N2k Ic G L
& EORAE| O I H R E
NOEEBIRENT
Ho1)o

11. BHER

ROBWERDPH5bNB I ENHBD T, BREF7FITITV,

£

EAROONTBRICEIREG 2T 22 EEYZLEZITS C

Eo
1.1 EXSENER

11.1.1 FFgEREE (30.8%)

[8.1%H]

11.1.2 QTERER (14.5%)
[8.2, 9.1.1. 17.3.12#]

11.1.3 BHFEE (5.3%)

B2, HREAFOERZH S BREOBBIENH S5HDNEHI ENDH

%, [7.22H]

11.1.4 SME (31.8%)

[9.1.25H]

11.1.5 FEMAEZR (0.8%)

[8.4. 9.1.3%:H]
11.2 Z0fthDEIER

BIfER 3 20%2L 5~ 20%A1i 5%K1ii
HLE I PEZIR fER. D, 5 | et
(35.3%) T
—fi% - &H . VRIE FEEL
T O 588101
RIS
e Bim
P53 RO E A T RE
R - K BARIEGR
[
TR st FEED E L
d) B
iR 3 M/ fFep | Al
B
i R MH7 L7 F=> | )2 SREAAE.
BE Hhn s AVFNii}
E




14. BRALDER

14.1 FRIXMFOER
PTPEEQEAZPTPY — M 5O L TRAT 2 & 5158
952 &, PTPY— FOBBIC L D BOSIAIRH EER AR
AL BIIEFLES I UTHIRRARSFOEE L A HHER (5
BTENBB.

15. ZDH/DFE

15.2 JEERFREAERICE D < 158k

15.2.1 ELRLAF =TI, Ty MMERBICBWT, BEAER
160mgl H2[E T8 5 N5 CrnaxD5. 2151 HY 3 2 B THEEH
HEARETH 570, [9.4.28]

15.2.2 BiiEE (RRERISHHEL TV EZVIES Y b, HhS v
FRUOEBIZTY) 1BV, FHIORERSICE D BHERE
WORYE (BRHKEOMEKA. BEREVCERR) . & M
160mgl H2E DB THE Lz L ZOEKRBEBE XD LEVE
BETEOOLNTWVS, T, PETY MIBLT, BEERER
OEICHEL T, BEERVCAREEOKMEA. & I
160mgl H2EDOFHBTHRE Lz L 2OBKBBEEDZN2N0.8
BROLMETERD SN TS0, [9.7.15H]

16. FEMENRE
16.1 M@
16.1.1 BERUVRERS
EATETERERE 940ICAH]160mg & HEHEOR 5 Uiz & & 0 MR IR EEHER K O3
NI A Y BUTOEBY TH 723 HHEAT—%),
2000 +

1500

£ (ng/mL)

—Jig

1000 - /

500

JJ

MmFEFEILIVHF

0 2

1) AH|160mgx BMEREOHKSEHR BV ZLVEIHE) OmEERRERE (F

i + 1R AR 22)

#1) AHI160mgx BERORGH (B1VA 7 UVEIHE) ORMBE T A—-% (%

Tl P39 fiE B O S B %42% )

B 94
Cmax 1120
(ng/mL) (85.7)
tmax®ED 1.96
(hr) (0.50-7.83)
AUC: 743012)
(ng - hr/mL) (67.5)

L) Rl (B IME-RATE)
E2) filE=71
T R GHE (12886H)

HA A OMEFTE TR B S8HIIC A 160mg % 1 H2E REREOIR S Lz & EDERRE
2B 2 MRS [ CSEMBIRE N T A — Y B TROEBY TH > 723,

6000

5000 -

P& (ng/mL)

4000

—JiE

3000 -

2000 -

1000 -

MmFEFEILIVHF

6 8 10 12

B8 (hr)
M2) AAI160mg#z 1 H2ERERZOHER (B1YA 7 VESHHE) OEFHREBICE T
2 MSERIREEHER (PO + AR )

#2) A#l160mg# | H2MRERZOHESHE (H10A 7 VESHE) OEFREICE TS
EMBREINT A —5 GRATTIIER LB FE %)

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

13) HRfE (v IME-RAfE)
T R GRERE (121%0)

MEEFRE I RERSHREH E TICERRBICEE L, 7z, AAI160mgz 1 H2[E
RERRORE LI BROBREG8HEICB Y 5 LA F = 7T OEREIZ3.40TH - 7.

16.2 ORUN

16.2.1 # RN/ A TFRASEUFT «
TR 6B A 160mg 2 BEFE 5 L7z & 2 OMMINA T TRAL Y T4 O
M TAYEIL73.2% TH > 729 FHEAT—%).

16.2.2 BBEDOHE
FEERAR A 2061 A L 60mg % g B I E IC BRI G Lz & &, BEREIC
KT 2EBREITBT 5L HF =T OCrax X FAUC DA EO ik 2 h
Z2h0.862K% U1.09TH - 725 FHEATF—%).

16.3 3%

16.3.1 EARBEE
TRV AFZT O MY VT FREERIZK% TH D BERFEIZRD 5hi
otz (in vitro) ©),

16.3.2 MR/ MiEREL
TN AF = T O MR/ AR EEE HIEA0.7TH 5 72 (in vitro) 7.

16.4 X
TN HF=TIEFEE LTCYPIALIC KD RB#ENS (in vitro) ®. BERRA6HI
12 [MC] -k R A F =7 160mgx BERE KRS Li- & &, BE5168K/H%E TO
MmEEPICEFICREMESRE S N (PRSI 281813, 86.2%) 9
BEAT—%)o

16.5 HEitt
RERAGHIC [19C] - LRV AF=T160mgZ BEREOKSE L & &, 54320
[ & TICBE LAt REDRI69% (RELKIZK14%) HSEERICHRES A, #
24% (REALMKIZF11.5%) HRFICERES iz GHEAT—%).

16.6 HEDERZHIBEE

16.6.1 BikEEEEERE
AAI160mgx BEFREOHE Uiz & &, BREEFERKRE (106]) o092 BEOBE#K
HERERE (86]) DAL LRI HF =T DCnax FAUCin®D T FIED H
. ZNZEN130KVL07TH -7, BEREIEEHERE (106]) 1IN d 2HEEDE
HHEEERE (8F]) DIEBATEL LRI HF =T DCraxk AU Cint® A9 ED
Hid, ZnZ2Nn1.67R0V1.89TH o7z, BHREIEEHRE (106]) KNI 2HENE
HHEREERE (70]) OIEEATEL LRI HF =T D Craxk AU Cint® A EH D
Hid, ZhZ2h1.04%T1.54TH 2729 HEAT—%), MBEBEROFRICL ST,
KPS ARLBHEICET ST -5 3% 0,

16.6.2 FHikREREEE
ARA160mgx BEHECOHRE Uiz & &, FFEEEERHERE (1201) 1ot d B OIF#
HERMERE (86l) OIFEATELIL AL HF =7 DCnaxk FAUCint® FIED
& ZhZN1.78K .33 TH o7 FHEEIERHERE (126]) 1o 2HEEOH
MR ERE (8F]) DIEEATEL LRI HF =T DCnaxk AU Cin® EAFEED
ik, 2 Z2h0.989/%00.991THh -7z, HHEEEEFHERE (126]) 1T 2EED
FrieRemEmE (81) DAL A F =T DCraxk AU Cint®D 1739 fE
DOEIE. FNZEN232KV3.28TH 7210 (HEAT—%), [9.3.12]



16.6.3 \NR
EIBEALFSET/IMHAER (LIBRETTO-00138%) 1Iciia AN S n7-7224) (1280 Lo
NREBE3BEED) OF—¥E2HAVTHERENHBETLPBRS N, BESH
T BEFHEMEEE TV AW, AREE ORRERE N OREFRICED < EMEe
YIalb—¥a rEEELLHER. OFRRERL2m2REO BEIC80mg. OFKREMK
1.2m2B E1.6m2kii O BEIC120mg. OFKREM].om2LL EOBEIC160mgE Fh
ZHIH2EREROKRS LBO, EHEREICE T 2 ARADCrnax (ng/mL) K
AUCa24n (ng - hr/mL) OrR{EIE. O©2410% 043700, @2320% V450003 1@
2590% U*51800 & #eE S iz 1D,

16.7 EEE(EA

16.7.1 4 SaFY =)L
EERRAL2BICA 52+ Y —)L (BRWCYP3AFHEA]) 200mg# 1 H 1[I REEO#
5L, A#I160mg#x BERO#RE Uiz & &, KFIBMESHICNTSA hSarY—
WO BGREO X LRIV H F =T D Crnax X FAUCnt D A FHEO I, 1.30%
2.33TH o712 BEAT—%). [10.25H]

16.7.2 Z)AFV—=)b. IWLFF7EL
AHREHBEMBRETIVICE IV I 2L =Y a3 X IZB0LT, KA (160mg# B
BORE) BMBERICNT 2 70ary—)L (PEEOCYP3AREH]) (200mg% 1
HI1EREZO#RE) HRZSEOL LAY F =T OCnaxk FAUCO [ FHED
HiE, TR2Nn1 20K U248 HEE S N7z, AF (160mg% BENRO#RS) Bms
BCHg 2 VL F7EL (PREEDOCYP3AMEH) (60mg# 1 H3ERERHRS)
A#GREOE LIV HF =T DCnax X CAUCOEREHEO L, ZhEnl17RY
2.18&HEEE 213, [10.280H]

1673 U77VEYY
BERALBICY 77 Y EY Y (BOWCYP3AFHEA]) 600mg# 1 H1EREZEORS
L. AHI160mg#%BERO#KS Lz & &, ARIEBRSRICNT 20 77 Y U6
RGO IR H F =T D Cmaxk AU Cn D A FEO Hid. 0.3015%040.133
Th-o712 HEAT—%). [10.25H8]

16.7.4 KEVIV. EFT4ZI
IR BT TILICE OV Y I 2L —Y 3 VIZBVLT, KA (160mgZz B
ROKRE) BRGNS 2Rty Y (FREOCYP3AFELA]) (125mg#x1H2
[0 RAEREEE) BREREEO IRV HF =T DOCrax i CAUCD M EIED H
& ZNZh0.71%V0.53EHEE S NIz KAl (160mg%k BEFORS) Bk 5
T BEY 7+ = (FEEOCYP3AFEEA) (200mg#4 1 H 1[E7 HERZE O 55
12400mg# 1 H 1 EIREROHRS) HAREROE LRIV HF =T DCnaxk TAUCH
BAFHEOIE, Fh2N0.86K%V0.64LHEES Nz, [10.28]

16.7.5 =9'VYS LA
R A L6BIIC AR 60mg# | H2ERER RS L. 34V T4 (CYPIADEH)
2mgZ BERREREG Lz L&, 34V 5 LB SRS 2 AHIBRR SR I 5
F 1D Crmax% FAUCn DA THME O HIZ. 1.39%1.54TH > 7219 (HEATF—
%) [10.288]

16.7.6 LINJUZR
BB AL6HICARA 160mg % 1 H2E RERZ DRSS L. L SZ Y= F (CYP2C8DE:
) 0.5mgzBERO%S Lz &, LS = BRGNS 2 R8RS
DLIT ) = FDCrax X FAUCniDEFI IO I, 1.91K%U2.88TH - 715 (b
EAF—%). [10.228]

16.7.7 AXFS5Y—=ILb
R A2061Ic4 X 5V — )L (Fu bR FHEH) 40mg# 1 H 1[ERERDR
5L, AAI160mg% 2R BEHE O G Lz & &, ARIBME SRS T 54 X7
IV = VBRSO IRV HF =T DCrax K PAUCin® MM FI9HEO Hid .
0.123% 00313 TdH o720 Eizy AR TSV =2 REZOHS L. AHI160mgz &
BeR A EHUR ICBER G Uiz & & ARBMESEICON S 54 X 75V — LItRR
BROEILARLAF =T OCnax K FAUCn D EAIFHED HIE, 0.586%00.938T
BHoto ARAT TV L% REROKRSE L. £HI160mg % AN 2 BEUL I BB
BELEE, REBMBERICNT 54 X 5 - VIRBSRO LIV hF =T
D Crax 2 AUCint DA FEHEDO X, 0.782/% T 1.00TH - 729:16) (HEAF—
%)o [10.2208]

16.7.8 S=FIv
BERA2068IC 7 =52 (HoRAMKEEHAD 150mg% 1 H2BIRERORS L. AH
160mg# 7 =F 2 w5 1 ORI KX U 2R R AT IC = IE R IC B IR O S Lo & & K
RIBRME GRS 25 =F D U HARGRO X LA F =T O Cnaxk CAUCint®
MAEHEOHIE, 0.818/%000.932TH 719 (HEATF—%). [10.258H]

16.7.9 Z0fth

1) ¥RV AF=TIEMATEL1 2ET S (in vitro) 17,
(2) EFEEALFIICY) 7 7 > €YY (P-gplHEH]) 600mgz BEEORS L. AH
160mg % BEHE#E U & &, ARIBMBESRICNT Y 7 7 Y € VAR5
DEINRVAF =T DOCmaxX CAUCn DB FHHEO I, 2h2h1.19%01.06
TH-7:12 HHEAT—%).

17. BRPRREHE

17.1 BHERURSEICET 2R

17.1.1 EFHEESEI/IAEEK58 (LIBRETTO-001558)
OALEFHRED & 2 RET B EBEFBE O YIBRARE L EAT - B O I/ NMEafifE 2
13461 (HAANBE250 2 &) RUQILERERD 4\ RET @A THIEO IR
REEHELT - RO NERMEERE 35 (HEABELFZET) IAHFILE160mg
Z 1 H2EEORS Uiz, EEFHIEIRE T 2RECIST ver. 111D < MIEHEi& R
KYEIC L BBHERIF. ThThD55.2% (95%IFHXH:46.4-63.8) KRUD71.4%

(95%(E#XH:53.7-85.4) TH 7o

12/ Ll L OEFHERED & % RET BB T IHE O HRIRYIFR A RE % RIS & 10
BIED (BRANBELGIZED). OLERHEEO 2\ RET ARG TBEORIATIRAR
HE 7 ORI R E 1 20152, OLEREED H 5 RET I A RBEORIATIR AR e
FURIRBEREREO7H (HAANRBE L2 E L) RUO(LEBEED % WRET BIET
2 RIS O RIATIBR A B 2 FUR IR BERE 25 00 AHI 1 [E 160mg™3) % 1 H2[E#EN
#5 Uiz, EEFMEEE T HRECIST ver. 1.LICED MIFHERBRHEIC L S
ZHHRIZ, ZThZh@50.0% (95%EHXM:18.7-81.3). @100% (95%f= HEXH:

(©)

73.5-100). ®68.0% (5% EHXH:57.8-77.1) KU ®63.3% (95%I5HXH:52.5-
73.2) TH-o13, [5.2. 5.75H1]
1) R, KL% &,
¥2) BHUELH 2 &,
E3) 12U Eo/NRISH T 2 A ORRAE - R, (1) FREFL.2m2RE08E
1280mg. (2) AFRMEMEL.2m2LL El.6m2KiEOBHIC120mg, (3) AREH
lLom2Bl Lo E#EIC160mgx #h 2N H2EEOHE TH 5.

RREMEFMFRA0061ICED SN ELEIEA. OWNFEE (35.3%). BILE
(31.8%). ALTHEM (28.0%). ASTHEM (26.8%). 5 (25.3%) HFTH -7z,
17.3 ZDft
17.3.1 QTERICH T 2 E
TRFERLA 32011 AHI320 X 13640mgHd) ZBEREO#%SE Lz & &, QTcREDN—2
SAUHPLEDENBO TS REDEIIBIF 590%EHEKXMEO LRMEIZ. ZhZFh
11.87KkU12.47msecTH > 718 (HEAT—%). [8.2, 9.1.1. 11.1.25]
H4) RAICKT ZARF OEEAY - ARIZ160mgo 1 H2ERORETH 5.

18. ENEFEIE

18.1 {EFRF
TNV HFZT &, RET, MENEEHERTZE4E (VEGFR) . Ak 2EAHa# s8R
T2%F (FGFR) F0O¥ F—viEk2HET 5. LA HF=71E, RETHAESY >~
NI7%ED) VEBEEBEL. FROY 7 FVEERTOY VEBLEZEET 5 LICk
0. IEEHEENGER 2R T EEZ SN TVLS),

18.2 HlEER
TRV AF =T, in vitro \IZBWT, RETRE Y > /87 289 % & - IE/NRaAt
FEHIKLC-2/adMiflatk R Ut BRI FLEERE Bk TPC- 1 Mtk OB R RIRET
(C634WRUMII8T) #FNZNFHEHT 5 M FERIREEREHER T TR UMZ-CRC1
MRk I U CHBEINEIER 2R Lz 720 BURILAF =T, in vivo IZBW
T, LC-2/adffifiatk. RETRIE ¥ > /87 % FBL T 2 I/ MllAufitife 8 & R CTG-0838
JESHRR T R O T TR 2 2 h Z N TRAE L - ERER A BIE RS- R—Y 23T A
XIER—=R27ACBWT, IEEHEENHIER 2R L19,

19. BRI (CRAT BIB(LFMFR

—fRHIBFR LRIV A F =T (Selpercatinib) (JAN]

{b % #: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

5 F F:CaoH31N703

5 F 8:525.60

i3 RAEE~KEEOHRTH S, 0.1mol/LIEREICPREIFICSL, 7 MUK
ULy ) =V THEFIC KL KIZIBEA BT R0,

N=
!

ezt

o
NT N | X7 cH,
N _N

i3

1. ERSRM

21.1 B A 7 EHEE 2 RED k. MY)IcKfidT S L,

21.2 BN CTORBEFIP O TRON TSI &R 5, BEHRER, —EROEMI IR
27—y HPEBEND T TOMIE, REF 2 HGIERABREREEZER TS &Ick
0. AEIOFEABEOERERZLET 2L &I, FFOREEROEMNEICET 2
Ty EZRIICNE L, AFIOBEFRICOELBEEZHLL I &

22. 8%

(Ly b« EHTEILA0ME)

565 7t [87 7N (PTP) x7]
(Ly bT 1 EATEILBOME)

5671 7t 877N (PTP) X7]

23. FEW

1) #PER: 2L F = 7 OFERER(20214F9H27H &R, CTD2.6.6)

:#1208C

2) #HHEER: E LRV AF T OHET v b RFORER
3) HPMER: BTBEEERNRE L LA F =7 OE/IHERE(LOXO-RET-
170015%8%) (20214E9H27 H&ZE. CTD2.7.2.4.2, 2.7.6.12, HBHEHEH)
4) HNEER: B LRV AF =T OMKINA AT RAL Y T 1 ROT ANT > Aikbk
(LOXO-RET-180165#%) (202149 H27 H&%&7#&8. CTD2.7.6.3)
5) HHNER: CLRLVAF=TOEYEHRICKIITREBORERIA XTI —)LED
HE/EF (LOXO-RET-18015#5%) (202149 H27H &, CTD2.7.6.2)
6) HHNER: LU AF=T O MEEAKEGHER(LOXO0-292-DMPK-06075%)
(20214F9H27H%FR. CTD2.7.2.3.2)
7) #AERL VLA F =T O b I/ g R (LOXO-292-DMPK-0133#
B%)(20214E9H 27 H&ZE, CTD2.7.2.3.3)
8) HWERL: LN HF =T DCYPRH#(LOXO-292-DMPK-01775%) (20214:9H
27H%&®. CTD2.7.2.3.5)
9) HWERE MEx LEEEOERERELE T IHBRE BTV AF =T 0%
W#HE(LOXO-RET-1802375%) (20214E9H 27 H&#R. CTD2.7.6.6)
10) *PNERE: BEx R EREEOFHRERELE T HHBREICB I 2L LU AF =T 0%
Y#RE(LOXO-RET-18022:5%) (20214E9H 27 H&R. CTD2.7.6.5)
11) HHNEER: BRI F =7 O RHEF S B R
12) #HNER: EVRULAF=TEAMTAF Y=LK 77 2 EY OB
(LOXO-RET-18014#8#) (202149 H27H &, CTD2.7.6.7)
13) HWER: LR A F = T QLM BEE T ILEHT (LOXO-292-DMPK-052



#BR) (20214E9H27HA&RE, CTD2.7.2.2.12)

14) #RER: UL HF =T E IYY 5 LAOMESERH(LOXO-RET-18017:E8) (2021
#£9H27HAR. CTD2.7.6.8)

15) #PRER: ELRVHF =T E LT = FOMEEER (LOXO-RET-1802635)
(20214:9H27H %, CTD2.7.6.9)

16) #HNER: Y LRUAF =T EFT=F IV REF X T 5V = VOEENER(LOXO-
RET-19075#8%) (20214E9H 27 &2, CTD2.7.6.10)

17) #HNERE TRV AF=TI2& D b T v AR —FHEF(LOXO-292-DMPK-0355
B#) (20214E9H27H %R, CTD2.7.2.3.8)

18) HWER: LILRLAHF =T DOQT/QTci¥ili(LOXO-RET-18032:5%) (20214:9H
27H%ZR. CTD2.7.2.2.8)

19) #HER: LRV F =T OFEIERER (202149 H27HA&R . CTD2.6.2)

24. XHREARERUHEVWEDEE
HAA =140 ) ettt EEEREEGEERD
T651-0086 HFHFRXE LESTH1H285
TEL:0120-360-605 (EE#BMRE M)
www lillymedical.jp

26. HERTTFEESF
26.1 SHERRSTIT

BARA—S54))—HXE1t

MEmPREMEEESTH1%285

®: B
©) RET-1001 (R4)



