Lz,

*x2025F2 A ET (57HR) SAEEEEAEES
= ==y Ah BN
*52.9 245!:5228@;7;%6%‘ AR R) REMEESS RETE2 SHFHFEFOY VF++—EHEES 87 4291
.36 1 BILRILAF=THT I

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

Retevmo® Capsules

B3
AT SR EE G ED 40mg 80mg
ED) ER-EREOLLTRICLVERT S EEBS [30300AMX00448 | 30300AMX00449
#2) RET : rearranged during transfection BRGSEaE 20214E12H
P— ICHEET L. BIREFOBRRZITS 2 &, [17.1.15H]
i 5.3 AR OMBHEIEEICB I 2GR OCREMEIIREL LTV

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

W,
(RET S BIETFIHMEDIELT - BROPRIVE)
5.4 +5 LR E AT AR LG AR B S MBI XD
RET B&RIET BN TR & N BE ICRET 52 L, W
BrzoTUE, KBS NIAIBIREER USRS £

WwaIE,
2. B2 (ROBECIFBEULEVNT &) 5.5 BEME I T RICKBIBEOHEIGE RS BEHEICBWLWTIE. MFA
KAIDBRA LT F7 1 5% ¥ — B0 EE 2B O B REBETH L.
DHDHEE (RET S EIGFIEHDET - BROBRES (GE/IVHRAmER
UBRRIREZERL))
3. #ER - MR 5.6 T RREREZA T HREENIIMEBHRICB I HREICKD.
3.1 8 RET MEEETHIEAIERS N BECRET 52 . HAC
S PP E T PRI FET T %tczu\%%éht%ﬂ%%ﬁ@%%lu@%%%m%%
7C Wws2Zé&,
40mg 80mg /5.7 MRS AR OREHRE 72 D 135,
EHR La7ed AT 5.8 HFRREICHAAN SN BEOHABSEIIOLT, [17.
CNANA T =7 40mg| LN A F =7 80mg FRAGE] DEONEERAIL, ARIOENIER DR L 5310
WAV BHEKT (B, ERtia—2 R L7 BT, BEILSAOEBEOEMIC OV T HEEITHET L.
I o BINBEDORREZITO 2 &, [17.1.120H]
ATENKELTF > BILF S > B 5.9 AKIOFHOMBIEEIC BT 2EWER OREMIIREL LT
(A0mgD &), 15 B0mgD HEH) W,
3.2 RFIDMHIR (RET EIcTFZEEGEDREVIIRTEE S EIRBRBEIREE)
Ly FY 4 EHTELILY Y4 EHTEIL 510 +0 7% 8% 6 9 2REBEEXIIMERERICB T AHREICLD .
WiFE 4 40mg 80mg RETBEFERISHERSNF-BEICRE5T 52 &, EHMESR
Err— FIORET BIZTFE RN IAHDEE . AR SNkt
PR - A gf?ffg gfﬁff; BUTESE ERED & CHRER 5 C &
5.11 [17. BREE] OEONBEZPIA L. KEOBEMEROR
N o 3 2 2 +2ICER L LT BFDAOEEOE-ICONT S
54 (:'é[:g:> <:'§I:8::> BEICHE L, EEBEORR G5 2 &, (17.1.158]
25NnT LN 0FnT Ll ) RIS NI B R R BT A IO L
E£:418.0mm E&#21.7mm Tid. LR 279 A bS5 AFHHETH 5:
ST - ER FEE:A96.4mm FE1E:497.6mm https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html
HE:194m EE:4363m . I
Ao — R Lo, 3977 : e, 2980 : 6. RARUHAE
? WH. BRAIKIZELRLVAF =T ELTIEI60mg% 1 H2MEHEN
4. TEEZ I3 TR BE59 5%, 2B, BEOREBICXDERRET 5.
ORETRISEEFEMOLS - BROBEIES BE. 12U Eo/PNRICEHRERBICEDE TROBSE (LU
ORET Bim T & B (A U TR S 1 R S ARV HF =T LTLEMNI2mg/m2) %1 H2EROBS5T 5. %

- B, BEOREIC X D EERES 5.
5. 2HEEN (FFRICEHET 2R

(RET RS BIEFIBIEDEST - BROIEHEITHE) RO
5.1 +5 7B A AT A REE LR AR B AMEIC LD
1
RETBEBE B RS N BB RET 52 &, BEI wﬁ?ﬁ ffgﬁ
BTl KRS NI (kOISR L RS % 1.2m*RiE mg
Wb, 1.2m2L b 1.6m25K i 120mg
5.2 [17. B OEONEZBEL. AROEHER LS 1om2lL 160mg

M+ Ic g L7z BT, RFIDSOBBROER-IC OV T HHEE



7. BERUREICEET 8

7.1 O FEEEEA & OMFRIC OV T, BRIMER ORISR
LT,

7.2 RAREIC K VEWERARR L 2HE I, UTNOEEZEE
LT, & - BE - kv a2 &,

RADGE  KAIOREEDHE

BE L)L B58

BEBEE 1[E160mg 1H2[E
| BB 1[E120mg 1H2M
2B PR 1[E80mg 1H2ME
SR 1[E40mg 1H2[E

NROBE AROFHEDOBR

AR THA BEL L w5

BHEKREE 1[E80mg 1H2MH
\ 1[E40mg/1[E80mg 1 H2

ooy | AR =140 e gfgo e H2Ie]
2B R 1[E140mg 1 H2[H
BRI EED 1[E40mg 1H1H
WBHEBREE 1[E120mg  1H2[E
| 2m2BLE 1 Bt e i 1[E80mg 1H2MH

LomZRE | 2EwE 1@40”;%1 gfggfg) 1H2E
3B EED 1[E40mg 1H1EH
WHBREE 1[E160mg 1H2[E
| 6mabLE 1 B i 1[E120mg 1H2[E
2B MR 1[E80mg 1H2MH
SRR 1[E40mg 1 H2M

F1) BEEHRAROS BEREMN C2EREHEICB VL TEAE
RSN VEE, BE5HIE)

BIPERICN 9 B K38, BiE R U b A

BIfEH FEREED) A&

ALTXIXASTHEM | 'L — F3Xi34 7L — R1RICEE
THETHKREL., [
BBIZ2BERE L T
BEEMATZ %,
HR%IC2EB I EH
FLz0EEIcE, 1
BEMEdT s &
T& 5, BIZ4EML
EBRERLZWVWESIC
3. b 1EBREHEET
BHIENTE D,
HEL-HETRE
FICHERLIEEIC
i, Hik9 5,

QTHREER QTcRIF>500msec | QTchikE<470msec
ICEI{E T 5 % TIREE
U. [E{E%I% 1 ERE R
BLTREHBTE
Bo
2ERERE L -HET
BEHhICEREL G
il kg5,

BELARIRZEZES |PI1LT 5,
FIRSPERPRD 5
nr-5é

HIfEM FREE2) LB
& I 7 — R334 EIET 5 E THREL.
EE% ] BB E L
THRERMATE 5,
BBEE(TF 745 | 7L —F1~4 EET 5 E THREL,
FU-HDEEL BIBEEATOA R
WBHRE 2 BR<) DEERE*ERT

[11.1.320g] %, E1ER%ITEIB K
H2A5uA KzHH
U7hs 6 3REREE L
THREHRTZ %,
HE%IC7THD L3
Lz WigEIzix. 1B
B ORHEKROHE
FTHEETZ S,
BRIC7THM EERL
RWIBAICIE. BIE
BEATaA K%z
B9 %,
mET 5 ETIHREL.
[EI{E4% 1% 1 BBl L
THREHBTE %,
ik 5,
mET 5 ETHREL.
[E{E5% 1% 1 BB L
THREHBTE %,
1E2) 'L — FIZNCI-CTCAE ver. 4.031C# U %,

8. EERELRNIE

8.1 T HEERENH 5LNB I ENDHBHDT. KRDERERGHT KL
U SHERIZEHNICHEREEEZITV.,. BEOREBEZ 571
BEIHZ L, [11.1.15HE]

8.2 QTHIREELH 5b B EAH DT KEIOHKSHMHHT
ICIZBEDOQTCHIBEAM470msecI R TH 5 L 2HERT 5L L
HICIEBMRERE (HUTL, TRV TLE) 2ITHT &,
DENKCIMEBREMREZ %55 A% LB R S RO G HEG
#%o» AMIZEALEITL. DBELARBIECTITO 2 &, Ei
BTG U TEMEMIEZITY 2 &, [11.1.2, 17.3.15H]

83 BILENH H5bNDZ ENDH DT AENOBESFEETICILE
PHEICEHEINTWS I E2HERT S &, NS HILER
MICEZHET 252 &,

8.4 MEMEMEBNHODLNEZENHHDT. KEIDEREIZH
Teo T, FHAEEIR (MPIREREE, MW, FESE) ORI O
ERREOERE, BEOREL2+FICBRIT LI L, /2. B
FICEERICOWTEHHAT 5 & & b, MEHEMEBROWEER
FRBELULEAIE, BPPICEEREE2 2295 K5 HHT 2
Z&, [9.1.3. 11.1.5%]

9. HEDERZHIIBREICHI IER

9.1 GHIE - IEEEDHSEE

9.1.1 QTEBEROBZNRISZOEIEEDSH 3 EE
QTHEZEEPHEBRT 2 BTN H 5. LR/ RRIEQTIERAE
IRBEI Z DM ARBIRO BRI 22 572 B T 5 B ICIXHEEIC
#E5TH &, [11.1.2, 17.3.13H]

9.1.2 SMEEDEE
HIMESELT B2BZNHH 5. [11.1.450]

9.1.3 MEMMEEDHZBENIFZOREENSHZEE
MEEIEER SRR IEET 5B TN HH5. 8.4, 11.1.58
]

9.3 TSRS

9.3.1 EEDIFHAERENSHSEHE (Child-Pugh 5348C)
BEEZEET L EEHIC, BEOREL XV HEEICHEL, BIF
HOFEBUCHHERT 5 & ARIOMARES EF L. BEH
BERENLBTIIH 5. [16.6.25H]

9.4 LhEREZH Y &

«9.4.1 IR ZFHEMED & 2 RIEICIE. ARG TR O RAIREG%

I Ak i P R Al W)

JL—RF3Xi34
JL—RF3Xi34

ERELSLORITER




Ly ARICB W TRIE S 2 MM K ONE ) 728 I D W TR
I5Z &, [9.52H]

«9.4.2 BHICIE, FARESFRUOBREERIERICBVTNY T
% (Y F=L4) 2ZAVTEET 20EEICOVWTHAT S C
&o [15.2.12H]

9.4.3 MEHIZH A FEEFUIIFE RIS T 2HE1TF. EHk

R % BRRIER - ' W - fERERET
TFu bR THER | ARBOBENENBEFT | S 0ERICKZE
FRXT I =) LBENDHBH5DT. | WpHO ERIZED ., &K
SYVT5I— ChoDOFEFEDHA | FIOMNAPETL, &
IVRAFTY—=)E | IERELRRDET S C |FoMPBESETT
[16.7.7208] Lo RTEBRIMAT | 2URENDH S

BOBRPH5bNBERENH DI E2EBEITHI L.
Ty MIBVWT, BROKERENE, BREAOKETHE. BT
EEREME, REEBETFHRSERUCRBEOBETIRD S
N, BEEOCEE BEOFRRICEERIZED shTukhnl,

9.5 117

PEIR SRR L TV B TR D & 2 I3 B OB RIEAE
Britz b2 YIS hBHBEICOAHRET S E, Ty b2
W7ol - lRBEABERBRICBVWT, BREZEE (AUC) L[
BEOCBRBZE CHRREACKRUFEN B LTV, [9.4.15

]
9.6 1B3IE

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

9.7 INZ

¥9.7.1 REMICH 2 HBEHITBVTIE, BREICOWVWTUTOAIC

FETBHI &,

c BERRICREP VLT ICBIET S 2 . BRBRICEREDR
HHNHEICIE, BEWFEOAIS 2 EEICHET 52 &

- BERE R OBTREICOVWTHOICBEI 22 &, KBFEHT
NYEFEOFHBEF P H 5 bNB I ENDH B,

[15.2.25H#]

9.7.2 12 RiD/NEEZ MR E U7 BRFBIIER L Thaun,

10. #8E{EA

AAENE. EIZCYP3AAT L > THRE S h. CYP2C8KRUBADIH
EERZRY. £, FFOBERZIZpHD ERICEDETT %,
10.2 HAEEE BHAICERTSIL)

[16.7.1. 16.7.22]

Lo RO EBIHAT
AH/AEITE KH DR
BEEEILEEBIT,
BEOREBZHEEICH
FL. BEAORHIC

HHIZ% HRRAEIR - 1B A% W - fEEE T

CYP2CBDEB L 2 2%A] | ch & OERIORIEA | RFIACYP2C8%2HE
[IAS/) = 5 WHEBINEZBEIND | THILICED, Th
| AV HBDOT, BEORE | 5 0FER O MHEED
EVFILHANE FEEBICHZL., Bl | LRI 28N H 5,

[16.7.6208] HAORRIC+HIEET

5Tk,

CYPADEE L 25%H| | ch & 0EFORIER | RAIAPCYP3A%HET
REAAFN MHEBINEZBENN | HEICED. Thb
rFITVS L HDHOT. BEOWRE | 0FH O MPIEEHN L
aIYERE REBICHZ L. BE| AT 2WHES DS,

[16.7.52H8] Ao+ ERT

5T,

CYP3AFHEH KAIDOBIERDP RS | 2h s DEAACYP3A
A4+ 5aFrJ—)L NEZBENDHHDT. | #HETSHZEITED.
JIVAUTATY | INSOEFEONHH | AFIOIMFERES LA
IVRUYA T UE | IEARELRR VBT 5 2 | THREREMEDH S,

(St. John's Wort, &
YhePVa—-—rvx-
T — M &R

2BENNHZHDT,
BRLAWES>ERT
5T &,

+aRERTE L,

CYP3AFHEHA| KEIOBEMEIEET |2 h &5 0 FH % H
DA A< 2BENAHHDT,|CYPIAZFET S &
= N ChEOEFEDOHA | Ik, AR DI
REry % WA EE ARV B | ESETT SRS

[16.7.3. 16.7.4208] |CYP3AFHEERDEZ W | H 5,

BRINOREE2ZET
5T,

A IATA TV | REOEMED R

HGBEICE. RFE &
LIZRRIIEST S

&,

HoRZ A R EHUA KA DB R TSI
F=FTY 2BENNHBHDT,
TrEFIV IS DEAEDHA
VRAFTUE ZATRER R D BT 5

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

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

[16.7.8208]

A

REEFI L™ I
KEBIL= 737
KEET LI =y 158

11. A
ROBEAPHoDONDZENHZHDT, BELZTFITITHY, &
EAROONTBRICEIREG 2T 22 EEYZLEZITS C
&

«11.1 EXZEER

11.1.1 FHEEERRE (36.4%)
[8.1%H]

11.1.2 QTERER (13.9%)
[8.2, 9.1.1, 17.3.1%/]

11.1.3 BEEE (5.1%)
B, REFEOERZH S BREOBBIENH S5HDNEHI ENDH
%0 [7.22H]

11.1.4 SIME (30.0%)
[9.1.250#]

11.1.5 S MEZR (0.7%)
[8.4. 9.1.3%:H]

11.2 Z0fthDEIER

BIfER 3 20%2L 5~ 20%A1i 5%K1ii
x| LR IEZIR . Eo, 0K | ek
(34.2%). I 7%, M7
* —fig - 25 ] TERE, FER
T O 588101
RIS
*| IPIR AR B, iz
x| TRGLE PRESIEG
*| P93I FRLPRBR A BEAR T AE
R - K BRKIEGE
P
RERRRER i FEEDOEV
d ] L
x| A GEER #HERE
*| I M/MREA B | U 2 RBRED &
BRI B AR | I
/}\




*¥

MR R
BE

mHrLrF=>
Hhn

i3 AN i
fE AU A
SE EAILT T A
IMAE. K77 3

> IGE

14. BALOIER

14.1 ZHAIFOER
PTPRZEDOFEAZPTPY — b SED H L TIRAT 2 & 5 15
$5Z&. PTPY— FORMKICE D BB EH B
AL, BILREFLEB I U THRIBARSOEB L G HHEZ 5T
BIENDHB.

15. ZDfthDFR

15.2 FEERAREERICE D < 1Bk

15.21 ARV AF=TIE. T v MIMERBRICB W T, BERAE
160mgl H2[EIT/F 5N % CraxD5.2M5ICHE T 2 HHE TEEE
EABETH 5720, [9.4.221]

15.2.2 BB (REBRPHBEL TV RVWSET Y + BT v
FROERIZTY) IZBLT, FHIORERESICE D BHBEE
WORE (BmEFOER. BERKRTRER) ». & b
160mgl H2EIOHBETHEG L L 2OMABZEE LD HEVE
BETHROONTVS, oy HET Y MZBOLT, FREER
DELICEEL T, BEERVAREROMBMEAN. & bIT
160mgl H2EOH & TRE L7 L EDMKBZER D Zh£10.8
BRULMBTERD SN TWVED, [9.7.121]

1523 7y P ZHVE2EMAPARERBEICBVWT, B MIC

160mgl H2EOHBTHE Lz L 2DMKRBZERICHELT 5H
BTHICEEE RO N TS,

16. M
16.1 MHRE

16.1.1 HEKRURERS

AT ETENESS B 04K AR 1 60mg 2 BERE IS U 7z & & DM rh IS HERs % O3
MBREIST X —FIILTOEBY TH- 723 HEAT—%),
2000 q

1500

£ (ng/mL)

—Jig

1000 -

500

JJ

0 2 4 6 8 10 12
B8 (hr)

1) A#|160mgxBMEROKREGHR BV 7 LVEIHE) OMmEERRET#E (FY
fE 1R )

MmFEFEILIVHF

#1) AHlI160mgzBEREOHRSGHE BV A Z7LEIHE) OENEHEIT A -5 (%

AP T OV B 5 50%)
e 94
Cmax 1120
(ng/mL) (85.7)
tmaxtD) 1.96
(hr) (0.50-7.83)
AUC, 7430%2)
(ng -+ hr/mL) (67.5)
L) HRE (FIME-RORE)
¥2) BlE=71

TSR (121H)

A A OMEFT E TN 835 S8 AR 160mg % 1 H 2B RERE RS Uiz & & DEFR
IS 2 MRS R MBI/ ST X — Y B TOEBY TH 729,

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)

E3) HRfE (R/ME-RATE)

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
o7z (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] -E VA F=T160mg% BEROKRS Lz & &, %5168RMK%ETH
MR FICRE GRS (MEERREEEEICT T 28813, 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 BiEEEEES
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
g, Zh2Znl.04%V1.54TH 79 HEAT—%), MBEBENTOEEICLST,
KPS ARLBHEICET ST -5 3% 0,

16.6.2 FHkAEREEE

AAI160mgz BEHECRS Lz & & FFHREERRERE (1261) 1SN 2 BEOTHH
HEREEEE 8fl) OHEALLLRNHF =T OCnax X AUCin D A FHED
E. ETNZENL78RUL.33TH > 7. HEERHEERE (1261) 18T 2SR
BRERERE (8f]) OIEREATEE LN AF =T DCrnaxk CAUCin® A FH D
Hig. 2h2h0.989K10.991TdH - 7o AFBEIERHERE (1261) 1CNd 2 EED
R RERERE (8]) DOIFAETEL LN F =T DCmax& AU Cint® 7P fiE
DHE. FNZTN232KV3.28TH-7210 HHEAT—%). [9.3.15H]



*16.6.3 I\NR
E BRI FEISE1/1MHAE% (LIBRETTO-0013{8# X% OULIBRETTO-12155%) IC#lA AN 5
N7=83061 VNEEZ2401FET) OF—¥ AV TRERRYESEET LAKRS
Tzo MEEN-BEFENERTF L ZHOT., HERFOAREBRORERRICKE
DLEMBREY I 2 L — 3 YEREM LR, OFXRER.2m2RiE 0O BHI1280mg.
QOFEERL.2m2L E1.6m2RiEDEEIC120mg. OFKREREL.6m2L Lo BEIC
160mg# Zh2 N1 H2[EREFROHRE LB, EFREICBT S AKHDCrax (ng/
mL) K UAUC24n (ng - hr/mL) OHFRfEix, ©2860% V47700, @3100%
549003 U'12@3670K V66900 & #EE S h/=1b,

16.7 EEE(EA

16.7.1 4 SaFY =)L
EERRAL2BICA 52+ Y —)L (BRWCYP3AFHEA]) 200mg# 1 H 1[I REEO#
5L, RAN60mg# HEFEORS Lz & &, AAIEBEEGRICHT S b3+ Y —
WO BGREO X LRIV H F =T D Crnax X FAUCnt D A FHEO I, 1.30%
233TH o712 BHEAT—%). [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
RFERAL2HIICY 77 Yy (BOUCYP3AFEEA) 600mg# 1 H1ERKERORS
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 %% E) PHRABRSEEOE LRI HF =7 DCnax e CAUCOH EAFHED 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
R A LA AR 160mg% | H2BREZEAHKS L. L¥TY =K (CYP2C8D A
) 0.5mgzBERO%S Lz &, LS = BRGNS 2 R8RS
DLIT ) = FDCrax X FAUCniDEFI IO I, 1.91K%U2.88TH - 715 (b
EAT—%). [10.25H]

16.7.7 AXFS5Y—=ILb
R A2061Ic4 X 5V — )L (Fu bR FHEH) 40mg# 1 H 1[ERERDR
5L, A#I160mg#% Z2EHHIC HERE RS Lz & &, ARIBMESHICINT 5427
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—
%) [10.228]

16.7.8 S=ZFIV
BFRRA2061IcT =F Y > (HoZAERESA) 150mg#% | H2ERKERO#RS 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 XV A 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) ERREAL261ICY 7 7 Y E2 v (P-gpPlEA]) 600mg# BEREO#KS 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. BRFRAREE
7.1 BMERUREMEICEET 55
17.1.1 EEFEESE/138535% (LIBRETTO-0015%58)
(RET RIS EILF R IEDIET - BROIENEINER U RIRIRE. RETEBLFERBY
DIGEEIRRTEE S EIRBRBEIRAE)
OALEEREED & 5 RET BB T B O UIRARRE 2 AT - BRI/ MRS B
1344 (AARANBE2501% &) ROOLEFRERED 2\ RET BB IZFBEO IR
RHEZ AT - EHROIEMITAERE 350 (HAANEBELFIZET) 1A 1E160mg
Z 1 H2EEO# S Uiz, FEFHMIEE T HRECIST ver. 1.LICE S <M FHEZR
ZHEIC K BEYRIZ. Z2h2nD55.2% (95%EHXM:46.4-63.8) KUD71.4%
(95%(E#EX [:53.7-85.4) TH-7z0
128U L O FEEED B 5 RET BhEBIE FBE O RIAYI AR RE 2 R IMEEE 10
BIED (HRABELFIZET) . OLFEEEREO 2 WRET BEBE FHEOHRIATIRAR
72 FURIRE B E 12612 . OILEREER D & 5 RET BIZ T A RBEORGYIR AR
FURIRBERRBREOTH (HARANBELH 2 &) RUOLEEERD L WRET BIZT
2 R OAA IR HE 4 BRI SR B H 90 I A [ 160mgHS) % 1 H2[E%0

Be5 Ul EEFHMIEE T HRECIST ver. LLCED MM FHRBERHEICE S
ZHRIE, ThZENB50.0% (95%FHIXM:18.7-81.3). @D100% (95%({5 X fH:
73.5-100). ®68.0% (95%(F#XH:57.8-77.1) KUV ®©63.3% (95% (3 HXH:52.5-
73.2) THo1zd, (202083H30HT—¥ Ay +47) [5.2, 5.112H]
L) KRB, R bz &,
F2) EbELflz &,
E3) 12U Eo/NRISH T 2 AR ORRAE - AR, (1) FREEL2m2RiE0 8#&
1280mg. (2) fAFREM].2m2Ll El.6m2kifoBHEIC120mg. (3) FREH
Lem2Bl EnEEHIC160mg%E N TN H2EEOHRE TH %,

ZEWFMNRA00F 1RO SN E2BIERIE. ONEE (35.3%). BILE
(31.8%). ALTH# (28.0%). ASTH#M (26.8%). % (25.3%) FTH-o7.
(20204E3A30HF =% h v bF7)

(RET REBIGTIREDEST - BROBWIER GE)iiERUHRIRIREZR<))
RET BEBIZT B OMET - BROBERES b/ MIMER O RRIBE2R) &
#HELT, AFOBAEOFHEZ B E L-@FEHE/S— b (K#120mgz 1 H1EXiE
AAHI1E20. 40, 60, 80, 120. 160, 200% L < 13240mg# | H2[EREO#5) 4
D56 AR OEMEROLEEEBETT 5 L 2HNE LB S — ~ (KA1E
160mg# | H2E#EO#%S) 055, OLEREROH 2BEERNRE LzIA— D
33f1 (HARNBESHZED). OLFRERO L VEBEENRE LizIk— 020,
OB AL CRETRI A BIZ TS R S N BESE MR L LzIA— b0
1261 (BARANEBZE3B2ET) PEMEOTFENRE SNz, BIHE/S— b OEEFHE
EHTHBRECIST ver. LICE I MV FHERESHEIC L 2EHRIT. Zn2h
®57.6% (95%(FHEX[H:39.2-74.5). @0%KV®16.7%TH 723, (20234E1H13
HF—%#v h%7) [5.82H]

¥4) ARSI - ARIIAFIE160mgz 1 H2EREO#%E5TH 5.

%) AWHEOFINGRICB T A AR OA L

WA Bl BVl ESUES
KIE 4/13 30.8%
JRERETES) 7/13 53.8%
T A EO) 2/4 50.0%
PR 1/3 33.3%
B EC) 1/3 33.3%
JRFEANBE 1/3 33.3%
B ZE TS 0/2 0%
FLHEEO 2/2 100%
R ES) 1/2 50.0%
HLF AR /1 100%
/N /1 100%
ELI A P YA 10 0/1 0%
B 1/1 100%
JitiE A e 0/1 0%
FFEP 7 U 171 100%
/Nt 0/1 0%

E5) AHI8Omgz 1 H2ME THRE MR E N BE 2 ET.
%6) MIERRRED L WEELHZ &,
7)) $EEMRAE. SRR CEBEERTRAESHAN SN, ST AR
BLTEYNRD 5N,
E8) WTNLHERERA D4 B
E9) BHEREEMAOREE GIAE) RURRTE LS EANS W, Bt R A
DSt o e GHIARE) 128\ TRINRD 5Nz,
1¥10) AHI120mg# 1 H2[E TR ARG S - BF
RN RSIFUCED SNz ELEIERIE. ALTHM (35.8%). ASTHM
(28.3%). AW (26.4%). Tl (17.0%). EIME (17.0%) FTdH -
(2023F1H13HT—% 7y b A7)
17.3 ZDfth
17.3.1 QTERICH T 2%E
TR A2 AHI32013640mgE! ) 2 BEHREOHRS Lz & &, QTCRIENN— R
TAUDEDOEABOT T REDEICB T H90%FEXM O EREIR. Zheh
11.87KU12.47msecTH > 7218 FHEAT—%). [8.2. 9.1.1. 11.1.2%H]
ELL) BN 2 AAIO &R - FARIZ160mgD 1 H2MEOHSTH 2.

18. FEFEIE

18.1 {EFA#F
TRV HF =71, RET. MENEEHRFZEME (VEGFR). S a8 56 K
T2%A4 (FGFR) S0OXF—viEMZ2HET 5. LAV HF=T1E, RETHAES >~
NI7%ED) VEBLZAEL. THROY 7 FVEERTOY VBLEZEET S LICk
0, EHEHEEIHER 2 RTEELONTVSI9,

18.2 HilEEZIR
TNARUAF =T in vitro \IZBWT, RETREY /87 5B % & b IR/NMERafG
FEHRLC-2/adfifiatk K O ~ BRI FLEEHR TPC- LA R IE ONICZE REIRET
(CO34W K UMO18T) #ZFhZNHHT 5 M HIRIRBEAFEHRTT R UMZ-CRCL
MBI U CHEBEIMEIEF 2R Lize F72. EULRLVAF =T, in vivollBW
T LC-2/adfifatk. RETEIA ¥ > /87 % FI T 2 IE/ il Rafitig 8& HRCTG-0838
[ESHAR T R O TTHIRIM 2 2 W Z N TRHE L - EEE A RIE A RE-R—Y 237 R
XIERX—= R ACBWT, EEHEENHIERZR L1,



19. BRI ICET ZEBEFHAR

—fRHIB TR L LIV F =T (Selpercatinib) (JAN])

{t % 45:6-(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 :CaoH31N703

5 F 2:525.60

T REAB~EEEOHRKTH S, 0.1mol/LIFERRICPLEFIIKL, TR MUKk
ULy ) =IO TEFIC <L KIZIBEA EHET 2.

(b2t N=

7

o.
N7 N | X7 CH,
N _N

il w:#9208TC

1. RERRM

21.1 B 2 7 E/EWE 2 RED b, MYJICEHiT 5 L.

(RET S EIGFHBHEDEST - BROIFIRMERUPRIVE. RETECFERBE

DIGEEIRRTEE S EIRBRBEHRAE)

21.2 EFNTORBEASHO TIRONT VA A5, BEHFER. —EROERIC %
27— RBEINDETOMIE, REMZTRICHERAREREZERIT S &IcK
0. ARIOBHBEOEREREITET 5L L b, KHORESWEROEMNEICHET S
T2 BRHICIE L., ARIOBEMBRICHELEBBELZHE LS L.

22, @R
(Ly T 1 EAHATEIL40ME)
5657t [847 7 (PTP) x7]
(Ly b« EHFEILBOME)
5657t [85 LI (PTP) x7]

23. FEk
*x1) HNEERL LRV A F =T OB (202242 A25H&R. CTD2.6.6)
*12) HPERE LRV F = T ON AR R
*3) HNER: ETEEEERNRE Lt L HF = T OE]/IIAHREE(LOXO-RET-
1700138%) (20214927 H&ZR. CTD2.7.2.4.2, 2.7.6.12, HBHEWES) (202242
A25HAR., BHEMEH)
4) #HNEERL IRV F =T OMHINA AT RAFE) T 1 ROV ANT ¥ AR
(LOXO-RET-1801635#) (202149 H 27 H#&3E, CTD2.7.6.3)
5) HNER: LRV AHF =T OEYBRBICKITTRBEORERVOA XTSI —LED
HHEEM(LOXO-RET-1801555%) (20214E9H 27 H&#Z. CTD2.7.6.2)
HNER: LA F =T o bR EE(LOX0-292-DMPK-060#5%)
(20214E9A27H&R. CTD2.7.2.3.2)
R EILARILAF =T O b/ 5 SR H (LOXO-292-DMPK-0135
B%)(20214E9H27H %R, CTD2.7.2.3.3)
8) HHERE ARV HF =T DCYPRE(LOXO-292-DMPK-017:E8) (20214E9H
27H%ZR. CTD2.7.2.3.5)
9) #HWNREL Hx L EEEOBRERELHTIHBHICBISZ LRV AF =T D
888 (LOXO-RET-180233# %) (202149 H 27H %3, CTD2.7.6.6)
10) #NER: Bx ZEEEOFBERELE T 2HBRE BT 2 LR F =T 0%
MEHE (LOXO-RET-180223{5%) (20214E9H 27H %3, CTD2.7.6.5)
*11) HNERE LAV A T =T O REEFEY B EARNT (20229225 AR HERE
)
12) #HER: EVRUAF =T EARTAFY LRI 77 VT Y OMENEA
(LOXO-RET-18014#8#%) (2021 4£9 H27H&. CTD2.7.6.7)
13) #AWERL YRV AF =T O LN BREE 7 LA (LOXO-292-DMPK-052
#B%) (20214E9H27HA&R. CTD2.7.2.2.12)
14) #RERE LRV AHF =T E IV T LOHEMER(LOXO-RET-18017:5#%) (2021
#9A27H&#®E. CTD2.7.6.8)
15) #NER: ELRVAHF =T EL87Y) = FOME/ER (LOXO-RET-180267E)
(20214E9H27H&R. CTD2.7.6.9)
16) HNER: CARLVAHF =T ET=ZF IV RUOA X T TV = LOMHEEH(LOXO-
RET-19075:#5%) (20214E9H 27 H&#2. CTD2.7.6.10)
17) #HER: B LU HFZTI0& B b T2 2K — ¥ HE(LOXO-292-DMPK-0353#
BR)(20214E9H27H %R, CTD2.7.2.3.8)
18) #AEkK: LR HF =T DQT/QTCcEHIE (LOXO-RET-180325K5%) (20214E9 A
27H#A%ZR, CTD2.7.2.2.8)
19) HWEERE IR HF =T OHEERER(20214E9H27H%&R, CTD2.6.2)

24. WEEERERUEWEDE %
HARA =740 -t EEFHRMEEED
T651-0086 MFHHRXE LESTH1%E28%
TEL:0120-360-605 (EE#&ERfRE ML)
medical lilly.com/jp

26. SUSARFTHREE
26.1 BHEARSTIT

BARA—S54))—#HZ1t

WEMPRREEESTH1%285

>

J

®: B
(6) RET-1001 (R6)



