e,

*20264F6H ESIET (5B4fR. RERUCHELE) EFEEEE I RES
e AR RETH) SSHLF0Y >+ —CHE 87 4201
%ﬁﬁﬂi’eﬁ%iﬁ BILRIVAFZT R

[ ®
yhJrEn
L’ aJ ¥ 40mg
[ ®
yhJrEn
b ad T 80mg
FIES Retevmo® Tablets
?&ﬁ%@é‘%ﬁ:ﬁ” o S0
L) R RIS ORI & DT 5 < £ ASRES | 30700AMX00210|30700AMX00211
¥2) RET : rearranged during transfection BSRlA 20255128

(=

=50

AENE, BRFCTIMRTEIEERSRICSVT. DAL
FEECTDBAHE - BRZFOEMDH LT, FEDKRS
E EHIBRENBZEFICOVTOIHESTE T &, Fe.
BEMIEBICKILS. BENFZORKICENERVBRIEZ
THEHAL. AEZFTNSERS5TET &,

2. BB (ROBEICEBRS LBV L)
REDOBEFITN LT F7 1 7 F 2 —FOHE 2BHED B

4. FNEEXFFHR

ORET GBI FHIEDELT - BROBRES
ORET BIEFERBIE DI UIFFTHEIR RIRIREERE

5. FHREXIEZHR

[CREET %FR

(RET 4SBT FIBIEDEST - BFEOIE/]VilifRAhEE)

Hizo>TE ARSI EHARER L IEREED £/
WasrZ e,

*5.2 [17. BRRAAE] QOEONEZHAAL., KEIOEDE KRR E
HWa+3Ic B L2 BT, AR OBEROERICOVWTHEE
IR L EISEEORRZITS 2 &. [17.1.1. 17.1.2281]

5.3 RAIOMBRMEEIEIEIC BT 2 HWHE R OZEMIIFEL L T
28
(RET G EIT TR DET - BROPIRERE)
5.4 +7374ERERT HRBEXIREMRICB T HHMEICED.
RETRAEBIZTHEIHREN-BEFIIRET S & BEIC

DB % BH Bz TE ARSI NIARSL 2N EER S ERERT %/
WwWasZE,
3. #88K - R 5.5 EHE I Y RICE PDBROBIG L ZHBEICB VT, HE%E
3.1 #8m% BWrBEETsZ L.
HR7E4 Ly b1 £8840mg | Ly b7 1 EHE80mg (RET RS EInFIREDET - BROBMIESE GE/IBIZHER
» : UERIRREZRRL))
G R Rl 5.6 +37%4EBE AT HWEE X IIRERZICB T 2BEICEY
TNV AF = T40mg| £ LR H F =7 80mg 'RETEmZ%ﬁ%K%mz;@%”émﬁ%zfiﬁ%a‘é e
FRELO—Z, D-v>Y=h—L, JOAAL . N )
RO—ZF MDA, b ROFSFOELEIL ib)gz zti AR S NIARS B HIH ER RS ERE T £ H
W s s, | 57 MRREEE AN L 5085,
2 O D A000. F L2 . mirak, ——gs D0 BARBICMAANS NEREOHFAMFICONT, [17. B
(L8 (80meD & &) REAE] OHOWEZRA L., REOBEEKR LM Z 531
HFE L2 BT REILAOEEDOERIC OV T HEEICHET L.
3.2 HEIDMEIR HWLEEORIRZITO 2 &, [17.1.1, 17.1.25H]
HR7E4 Ly b1 EB5840mg | L v b7« EEESOmME 5.9 KEOFi ORBEIEICE T 2 BEHMEROREMEIIHELL TV
FESE - HI B LRED AR ED A _ ) o
T TZaNLT—F VTR T A VA a—T 4 VTR (RET I FEEB DR EVIFRTEE13 PR IRBEIRRE)
Y 510 0 %#E e A I H2RHEXIBERRICB T 2HEICKD,
KM = RET Bz FARPHERSNBEHIRET 5 &, £k
SO RET BIZFERENEEXIIARHDEZE . KBS N/ F5
W | BiE ¢ P RS X R 2V TRESITS 2 &,
511 [17. KRB OHOWNBEZBAL . REOFEMER L
P ez +oIc g L BT REIDSLOBBOERICOVTD
‘ - BAEICRE L BEBEORRETS &, (1711, 17.125
Ef%:496mm EAZ#97.3mm ]
ST - 2R E&:493.47mm E&:494.61mm
HEE:9104.7mg HEE:£207.4mg ) %%ﬁéﬂtf$9*§?%{fﬁﬁ B X II RS TR T B HIC
- Ret 40 Ret 80 DT U0 2791 s 5 AFRRETH 5:
HBAla—F 5340 6082 https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001 html

6. FIERURE
WHE. RAICE LAV AF =7 E LTLE160mg% | H2[E#E
O#%59 %, 26, BEORBICKVHEEHRT 5.
EHE 2R EO/NRICRBRARICEDE TROKESE (L
AVHF=TELTIHEN184mg/m?) 2ROBE5T 5. &
B, BEORBICLVEERET 5.

51 +0%EReH T 2RHEENIIRERRICBITHHMEICED,
RET &8I PR SN BEICRET S &, BB



NEDOHE

AR BE5&
0.33m2L[_0.66m2K i 1[E40mg 1H3[E
0.66m2L) _1.2m21 1[E80mg 1H2[E
1.2m2D k1.6m25KiH 1[E120mg 1H2[H
1.6m2D & 1E160mg 1H2[H

7. RERURAEICEET 538

7.1 fhOFUEHEIEEA & O RICO VT, BMER RS IIEL
LT,

7.2 FRBEGIC K DEEAAER L BEICE. DToRERZERE
LT, & - B - k922 &,

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

RS BE LN w58
BERSE 1[E40mg 1H3ME
0.33m2pl k 1 BB 1[E140mg 1H2[E
0.66m2Kii | 2P%RERE 1[E40mg 1H1MH
RIS # 5tk
ERRSR 1E80mg 1 H2M
0.66m2Bl b | 1EXHHRE 1[E40mg  1H2ME
L2m2R% | 2BRsmE 1[E40mg 1H1[E
3B PR # 5t
BEKRSE 1[E120mg 1H2[H
| B 1E80mg 1 H2M
1.2m2L k 1[E40mg 1H1[E
1.6m25K i 2B E EO1E80mg 1H1[H
(1H&E120mg)
3B E 1[E40mg 1H1[E
EEREE 1E160mg 1H2[HE
. 1 B R 2 1[E120mg 1H2[H
e S T 1[E80mg 1 FI2im]
SBREREE 1[\140mg 1H2ME

a) BEEFRHRO A CRBUEDN T2REEEICB VW TEEED

/ohnwiga., #5P1L)

BIERICRT T B REE, B R O ke

BIfEM TR ALiE

ALTXIZASTHEM | 'L — K3Xid4 7L — RIBRICEE
ITHETHKREL., [
BERII2EERE LT
BEHBTZ %,

%I 2E D BT
FELEZWEEICE. 1
BEEET &N
T&E 5, BIZ4HEML
EEELZVWESIC
E. B I EREHEES
BHIENTZ 5D,

HEL-HETRE
HICHERELZBAI
. F1kd 5,

Gz 2B MLiE
QTMHRERE QTcREkE>500msec | QTcREkE<470msec
ICEE T 5 £ TR
U, [EE# %] B
BLTHREEHTE
Do
2EXBERE L-HET
BeEHIcHRE LIS
&z, kg 5,

HELARIREZEES kT 5,

FiRSPERPRD 5
n-a
T IE 7L — R3Xi34 HET % THREL,
mIE# IS 1B ERE L
THREHEMTE %,
BEEE(TF 745 | L—Fl~4 EET 5 THREL,
FV-FOHEER BIEREATOA R
BHEAEZERL) DEEHRER2ERT
[11.1.3%H8] %, BIEZITEIEK
HATFuA K%zHtH
Lt 53R R ED
LTHREHEHTE %,

HE®RIC7TAM EES
LWEAICIE, 1
EFoOXBBEOMRE
FTHEETZ S, ¥
BRICTHD EERL
RWEAICIE, BIE
EBEATFOA K%

I %o
TR Ak i P R 7L —F2 EEY 5 E THREL,
[EER 1 ] BB L
THREHEMATE 2,
JL—R3Xi34 Hikd %,

ERLULORIER | 7L — R3Xi34 mIET 5% THREL,
[EEH 1 ] B R L
THREGHMTE %,
a) 71— FIZNCI-CTCAE ver. 4.03IC#¥C %,

b) AEMEE]L.2m2 EOBAEDH

8. EEREAWIER

8.1 I EEEENSH - LNBH I ENDHBDT. RHDOBEHBHT KR
OB SRR HNICRERE 2TV, BEORERZ I
BEI2ZE, [11.1.18MH0]

8.2 QTHIRIEENH 5N B DD 5D T, AHIDORSFHEH]
ICIEEZEOQTCRIEA R A470msec. 125K D/ NRE440msec
DRTHAHIL2HRTHE LB ICMBBRERE (HV) T4,
ITRYTLE) BFH L. DBREVCMEERERE 2RSS
FtAHE BRI e % O 5 5R%6 7 HRNIZEH LEfTV. DIED
RBBEIZBCTITHZ Ee 2y REIS U CBMEMERZITO
Eo [11.1.2. 17.3.1=08]

8.3 BIENHS5LNBZENDHZD T AFN DS HHEHTICIE
PEPDICEHEIN TS I E2HERT S &, AAKRSHIIEH
MICMEZBIET S &,

8.4 MEMMEBNHOONEZZENHHDT. KEIDKEIZH
Teo TUE WIHER (PRIRAREE, IZWE. FEE) ORI U
ERREOERSE, BEOREL2TDICBETH L, 2. B
FHICEWERNIC O WTHAT % & &b ic. RIE MR RO FEER
PR ULGAICE, PP ICEREEZ2Z29 5L HHHT 2
Z &, [9.1.3. 11.1.52H]

9. BENERZHI HBREICHT IR

9.1 GIHE - BEEZEDHIEBE

9.1.1 QTHRERDBENNIFZDEHEEDH 5 EE
QTHFIERPRRT 2 BT H 5, TR/ BRREQTERLE
BB Z OMAREIRDO BRI % 2 E T 5 EHIITEEIC




BE5352E, [11.1.2. 17.3.12]

9.1.2 EMEEDESE
BMEIBELT 2BEFNDH S, [11.1.420]

9.1.3 HEBEMHEREDNHDEENIIZDEHEEDH HEE
E R ESHERIIEEST 582N H 5, [8.4, 11.1.58
&1

9.3 FFikEEEEEE

9.3.1 EEDHEEEDHSDEE (Child-Pugh H48C)
BEZ2ZEITHEELIC. BEOREL2 L DEHEICHEL., BlE
RAoRBICHDIERT S L. AFlOMHPEES R L. BIfER
WHEBREINDEZBENTDH 5. [16.6.250]]

9.4 LiEREER T HE

9.4.1 HRET AHREME D H B 4cHEICIZ. AFRES TR OE&RES
1 AREIC B W TEIE T 2 B % O Y] 72 8- R IS D W T FEA
I35 &, [9.58E]

9.4.2 BHICIZ. ARBREDRUEKEESZ EMICBVLWTNY T
B (A R=24) ZHOTHEHIETAXREHICOVWTHHATSZ
&o [15.2.12H0]

9.4.3 BREMICH 2 EEEMIIBRICRET BAITIT. BEHK
BEOBETRYHODONLAREESHE L2 ERT DL, E
Ty MIBWT, BEORLEEE., BEELEAORBTHE. BT
EHEREE, EEEEETRREERVOZREVETIRD S
N, BEECEE HEAORRRICEEEIZZED 5hThgnl,

9.5 %

TR UXIER LT W A ATREME D B 5 i I 138 L OB RIS E
Mtz EE S EHMT SN B BEICOREET S E, Sy b2
Wik - RRFEAEERBICBVLT., BEBREER (AUC) &M
BEOBBRE CREFECRUFEFIZDOSNTWVSD, [9.4.1%
]

9.6 1F7LIF
BALEZWIEDPEE LW, HHTBITICET 2T — % 137205,
AHIZIBCRPOFEE TH 57-. AHBITOITREELH 5.

9.7 INR

9.7.1 REHICH2EFEZICBVLTIE. BEREICOWTEITOHEIC
FEITAHIE,

s BURRICEES R WA THICBRT A L. BERICEEDR
OHENTBEITIZ, BEMGEOR B2 EEICHMT 52 &,
- AR R OBITREICOVLWTHFICBET S &, KBEET
NYEEDO BRI D5 DLNDE I ENH 5,
[15.2.2%08]
9.7.2 2IRAMO/NRBE R NR E U2 BRRBRITFER L TR0,

«10. HHE{EA
AENZ. EIZCYP3A4IZ K-> TRE SN
P-gpK UBCRPOFE /R %R T, 7.
ERICEDETT 5.

10.2 HAEE BRAICIETZIL)

CYP2C8. CYP3A.
A OVSARFE (A pH O

HHI2% HRAER - HEE A% W - fERET
CYP2CBDEE L5 | 2h s 0FEFORIER | RFIAPCYP2C8%HE
FH| PHEBEINEBZRD | THIELICED. Th

LS = K HBDOT. BEORE | 5 0FEF oM iEE»
S AV ZEBICHZL., Bl | LRI 28N DH 5,
EVFLHANE HoRHIc+oERT

[16.7.6208] 5T &,

CYP3AOEHE L 2 5% | ch 6 0ERORIER | RAIACYP3A%HET

el MEBINEZBZENN | B EICED,. Thb
REA PN HBDOT, BEORE | 0oBF oM EED L
[NV FN ZEBICBEL., BIE | A9 2HEY D5,
HIYERE HoRBFIC+TERT

[16.7.52H] 5T,

©)

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 NE2BZNPHHDOT, | ZHETHZLICKD.
77V 23Ty | INSOEREOHH | AEIOMAFREDN LA

T HAREETH S,

YheYa—-rvx-

BRMLEWEIEET

+HERT S &,

CYP3AFEEH| KR OBEMENPHETT |2 h 65 O EAFHFH
V77T 2BFENDSHHDT. | CYPIARFEETHZ &
TJrz=hAV CheOFEFEDOHA | ICXD . KF DI+
Rery % W EEZRDE .| EPVETTSHEN

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

BEHIANOREELZRT
BTk,
A IATF XYY | KRRAOBNEHSREITT
(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

KEET V=T L
%

—F VU ERARE10
AR T % O 2B R A L 9%
NN R -20F.N- 1Y}
FEEANDOEEIRE
HTH-72)o
HIEH EN-UIOF =Rk Fan: T
REEHILT ™I L H5BENFHBHDT.
KB 7R o L | 2h s O%EAE DA

WA RERIR D BT B
L, RUEB/IHAT
HIBHITIE. KA E R
FAREZT 59 2 & (i
A 2 A #5252 I FE A
N2kt Ic G L
& EORAE| O IR E
NOEBIRENT
Ho1)o

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

BIOWIRAET L. &
Ao M REFET Y
HHREENH 5.

WRBORVP-gpDE | Ch 6 OERIORIER | RFIHP-gp%HET 5

g & B A WHEBINEZBEINN | Z&ICKD. TheD
vIaFxTy HBH5DT, BEORE | EFOMABEN L7
PAsRINNY S RAEEICBZEL. BIE | T5REES D S,
IRTY LR AORRIC+IEET

[16.7.9208] 5Tk,

BCRPOEH & 7z 53 KEIHFBCRPZIHET
Al T Llickh. 2ho
T ANZRY F > OEF O M EEH b
A MMLFEH—F AT LRI DH S,
fvF =T
[16.7.102H]
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



2000

11.1.2 QTHEFER (13.9%)
[8.2. 9.1.1. 17.3.1=] A
*11.1.3 BBUE (4.9%) %D
RE. BESOERZ D BREOBBIESHSDONEI LD ﬁ 15001
%, [7.22H] K
11.1.4 SME (28.0%) n A
[9.1.25H] R
*11.1.5 MEMHRR (0.6%) B¢
[8.4, 9.1.33H] P g0l
11.2 ZOHDEIER &
BIfEFISE | 20%BLE | 5~20%Kil | 5%k | SEARH g .j
* JHILAY Nz FER . ED, | EH 04
(31.9%). T | 0%, i 0 2 4 6 8 10 12
i RS (hr)
* i 2H | W 1FIE FEEL K1) LU HF=TH SN ]160mg# BERORSE BV 7 VEIHE) ©
R OB AR (T + 1)
K&
; R1) AR AF =T HTEV160mgE BEREOHRSH B1Y A 7 LVEIHE) 0%
A B, itz WEE/ S5 X — 5 (BT O LB TE%)
JEGLRE PREGIEG, B 94
P53l FRIR AR BE Crmax 1120
TE (ng/mL) (85.7)
R - K& BAREGR tmax® 1.96
e (hr) (0.50-7.83)
HfER SEE FEIED F WV AUC= 7430°
R JEIE (ng - hr/mL) (67.5)
- a) FROME (BIME-BAfH)
EFEES E I N b) BI%=71
JuiiR; 3 m/ANRE A | Y > 28 2R B TG (121H)
H Bk A . | 2, &l
SRR BARA DT BRI B 58011 1 L~ LS F = 7 74 L 160mg % | H 20 KRN
e—— T - ﬁ 5 L7z & & OERAREEIC B 5 ISR R R OB S 5 X — 5 EU T &5
*| JE R L7 F BTy DTHo73,
HE = V3 LIMEE. K7 6000 -
V73 rm
L EA Y 2 50001
LME, &H E)
U LIME :*.E 4000 4
* £t Lok UMW ®
1]
14, ERALOEE R
14.1 SRR -y
PTPAEDHHAIPTPY — r AW LTIRAT 5 & >15H P
FHZE. PTPY— b OBIICE D . BB R AR 1000
AL, BICREFALEBI UTRIBAASOBEE L AOHELE 5T S
BIENDHB. 04
15. %a)fma)ii% 0 2 4 6 8 10 12
B (hr)

15.2 FEERARERERICE D < 1EHR

1521 B ARLAF=TIE. Ty MEHEBICBLT, BEAR
160mgl H2[E TF 5 N2 CnaxD5.2MEFIHE T 5 HE TEIESE
HAEHETH > 72D, [9.4.28H)]

15.2.2 BB (RERASHEL TR VWHET v . EHRT v
FRUERI=TY) KBVWT. ARORERSIC LD BHRE
ROEYE (BHKEOEKR, BEREKCEER) 75 & b
160mgl H2BIOABTHRE L7z L Z0OMKBERZ LD L EVE
BETROONTVS, 2. PET Y MIBLT, BHEER
OEICHEL T, BEERVAREREOMKMES. b MIC
160mgl H2E O AR TS Lz L EDOBKBBERDZNZ10.8
BEROLIETRO SN TWVBD, [9.7.12]

15237 v b2V 2EMAARERKBEICB VT, B MIC
160mgl H2EOHE THE L L EDEKRBERICHEY T 51
BCHICEEE RO N TS,

16. FWERE

16.1 MRE

16.1.1 BERURERS

ETE I REOMI L LA F =79 T 160mgE MBS L1 & 50

®2) EARLAF=THTEN160mgE | H2EREZR 5% (81Y 1 7 )LEH
H) OEFREICHE T 5 M REHRER (FifE+ EERE)

£2) ARV AHF=THTEN160mg# | H2EIRER O E5% (F19 41 7 ILESH
H) OEHIREBICET 2HEMBE T A —5 (Rl P&k OEB%5%)

Bl% 58
Cmax‘ss 4060
(ng/mL) (34.4)
tmax‘ssa) 2.08
(hr) (0.00-8.10)
AUCr s 37100
(ng + hr/mL) (39.3)
CLss/F 431
(L/hr) (39.3)

a) HRME (/M- HAfE)
TG (12160H)

MAFEPEEIIRERGHIHE TICERRBICEE Lz, oy ¥RV AHF=THT
tIL160mg# 1 H2E RERO# S LI BEOREIHBICB T 2 LRUAF =T 0E

B#RIZ3.40TH - 70

16.1.2 &£EY2HIEEN

MEEF B R OEYBIE/ ST A — S LR EB Y TH o723 HEAT—%).

A 22481122 LRV A F = 7160mgsE (EINRKRR) % XTIV HF=
780mgHh SN &2H T VEEKREER KRS L & &, §EAIIR D oL a2
WICRI%TH 5 MRS NZY BHEAT—%).



#£3) LRI AF=T160mg% §EAINIE S 7RI TEREREEREORS L & 0%y
WHE/XT X — 8 (AP E R O E B 5 50%)

TQ%"‘ tmaxa) Cmax AUCO—t
(hr) (ng/mL) (ng * hr/mL)
160mg#i 1.50P 13500 181009
(0.75-36.0) 1) (65)
80mg# 7 Lx2 1.509 15209 20200®
(0.75-36.0) 61) (47)
a) HRRME (e ME-fFAfE)
b) fl#=206
c) fil%=204
d) fl%=209
16.2 MRIX

16.2.1 BRHNA A TFRASEUT 1
R AOBIC LIV F =T 5 T 160mg% BEREOHS L7z & & Ok 1
AT RAZE) T 1 OKRAFHHEIZT3.2%TH -7 SHEAT—%),

16.2.2 REOXE
R A46HI L LA F = T8E160mg (EPRARR) % mfeh AR ic RERE
085 L& &, BERREIOET 2BBBEEICBT 22 LRV HF =T DOCnaxk
AUCniO#EFIFFHEDIZ Zh 210.829%00.952TH - 79 JHEAT—%),

16.3 43

16.3.1 EEHEEE
LRV AFZTDE MY > S 7 EARIZHOBTH D . BEKERIIRD SNk
ro itz (in vitro) Vs

16.3.2 i/ MR iR
LR A F =7 O M/ MAEFREIEKI0.7CH > 72 (in vitro) ¥,

16.4 {3
TRLAF=TIEFEEL LTCYPIALIC K O RBE NS (in vitro) 9. HBERAGH
12 [MC] -V A F=7160mgx BEFEORSG Li- & &, 51688 HE%E T
MEERICRFICRE AR S N (IEEHRRSTREICH T 281813, 86.2%)

HEAT—%),

16.5 HEtt
BB AGHIIC [19C] - A F =T 160mgZ BEREO#RE L- & &, 54328
% & TICBE L2 ETREDRI69% (RELEKIZH14%) HPEEFICHRES ., £
24% (REAEIZH11.5%) MRACHRES 72D GHEAT—%).

16.6 HEDNDERZHITDEE

16.6.1 BikEEEEEE
TV AFZTHTEN160mgEBEREORS Lz & &, BREESEKRE (10
Bl) T A BEOBREREEE 8F]) OIFBELLLNHF =T OCnaxkV
AUCini D&M FEEOlIE. ZhZh1.30KU1.07TH > 7. SHEEEEHBE (10
Bl) IS B EEOBRERERE (8f) OIEAEEL I HF =T DCnaxk T
AUCni D&M FEEOlIE. ZhZh1.67TRU1.89TH > 7. BHEEEHEHEHE (10
Bl) 1T 2 EEOBREREEE (7T6]) OIRBELLLNHF =T OCnax XV
AUCO & FHED I, TNEN1.04K%T.54TH 7210 GEATF—%), I
BOENOERICEL 5T, KPBALBHICHT ST -5 3% 0,

16.6.2 FFEEREEBE
VRN AFZTHTeN160mgEBEREORS Lz & &, FREESKRE (12
Bl) (oY 2 BEDOMEAEERERE (86]) OFMARLILRLAF =T DCraxk T
AUChi D&M FEEOfIE. ZhZn]. 78RV 1.33TH > 7. FHEREEREHERE (12
Bl) 1ot d B HREEOMEERERE (86]) OFBEEELILRLAF =T DOCnaxk
AUChi DM FHEDOHIE. Zh2h0.989K%T0.991TdHh > 7z. FFHEREIE M WERH

(126]) \oxid 2 BEOMKEERERE (86]) OIFR-ATELL LA F =T OCraxk
VAUCni D&M FEHEOHIZ. 2h2h2.32K1V3.28TH->7210 (HEATF—%),
[9.3.12H8]

*16.6.3 IR

E BRI FEISE/1MHAE% (LIBRETTO-0013{8# X% OULIBRETTO-12155%) (C#la AN 5
N72839%1 (18KiDBE34FI2 &) OF— ¥ 2HAVTHERENBHEET L2
WEL. ERICED LIV HF =T OENERICERNICEROH 52 IR 5N
Ao T2 AREOBEINIEVEIL LA F =T DOVe/FROCL/FIZEM U7z, RHER
EMHRETNEZHNT, HEBEORREEROEEFRICE S EMEHES I 2
L—v 3 v EER LR, OFRERKO0.33m2_E0.66m2Ki#D B#I1240mgl H3
[, @FEEE0.66m2LL E1.2m2Ki0 B#H1280mgl H2[E ., @FKEM].2m2L k
Lem>KifDEHIZ120mgl H2[E, @FXERL.6m2Ll EoBEIZ160mgl H2[E % Z
NZNRERORES L0, EHREBICBI 2L HF =T DCrax (ng/mL)
KUAUC24n (ng - hr/mL) oHRfElx, O3120% 057700, @3360% 058300, @
3190% U'586003f: 12 @3550% 1'66400 & #iE S h/-12),

16.7 EEE(ER

16.7.1 4 kSaFY =)L
A LB v 535V =)L FRWCYP3AMEHA) 200mg% 1 H 1 EIREROR
L. 2V HF =T H TN 160mgE BERORS Ll L&, 2L UhF=T
N T VBB SRICNT B4 T 37— VRSO IRV B F =T D Cmax
R UAUChiD$AIFEED I, 1.30%U2.33TH>7213 JEATF—%). [10.2%8
i)

16.7.2 7)bAF Y=L, IWLFF7EL
AHZNEMBREETVICE DV IaLb—Ya iiBLT, EWRVAF=THT
L (160mg#% BEHEO#S) BHMRSICNT S 703+ —)L (FEEOCYP3A
PHEA]) (200mg# 1 H1EIRERORS) HAREROELRVHF =T OCnax KT
AUCO#MAFHEORIZ. ZhZN]1.20R%U248EMEES NIz, ELRLVHF =T H
Tt (160mg#x BEROKRS) BMBEERICHT S ILFTEL (REEOCYP3A
FHEH]) (60mg# 1 H3EKEROKRS) HARSROLILRLAF =T DCnaxk
AUCOMBFIEEDIE. ThEN117RU2.18EHEFE S N7z19, [10.228]]

16.7.3 U772 EYY
BEERALBIICY) 77 Y Y > (BWCYP3AFEMA) 600mg# 1 H 1[ERERZD®RS
Uy BRI AF =T H TN 160mgE BEROZE LI L&, Y LRULAF=T A
TEVHEHERERICHT S 7 7 Y EY VAR ERO LRV F =T DCnak U
AUCin D& MEHHEDHIZ. 0.301%0°0.133TH - 7213 (HEAF—%). [10.2%8
8]

16.7.4 KEV9Y, EFT4ZI
EFENENBEE T VICE Sy I 2L —Y a3 IBVT, EAWRLVAF=THTS
L (160mg#% BEREO#S) B ESRICNT 2Rty 8 v (HREDOCYP3AFHY
#l) (125mg# 1 H2EIRERORS) SRRSO LV HF =7 OCnaxX AUC
OBAFEHEDIE. ZREFN0.7IRV0.53EHES NIz, CARVHF =T H T+
L (160mg# BEHE#S) BMIESEICONT 5EY 7+ =)L (PREEOCYP3AFY
#l) (200mg#% 1 H1[E7HE#EO#5%12400mg % | H 1 BIRERO#S) HR# S
DENVARNHF =T DCmax X FAUCO R EHEDLIZ, ZhZ2h0.86%010.64 & HE
EENT9, [10.228]

16.7.5 Z9'YS A
BEERALOBICE LRV AF =T H 7T 160mgz | H2EREROHRS L. 35V
L (CYP3AOEE) 2mg# BEREOKEG L&, IV I LRMBERICHT 51
WRVAF =T H T VHRREREO I 55 L O Cnaxk CAUChiD A FHED H
& 139K UL.54TH 7215 HEAT—%). [10.28H]

16.7.6 LISJUZR
TR AL6B1IC VRV HF =T 7L 160mg# | H2ERERO#RS L, L7
= F (CYP2C8OEE) 0.5mg#xBEREOKE L-L &, L7 = FEMERERIC
WHI2ENRVHF =T HTENGRBERD LYY = K O Cmax S AU Cint® #7
FEOHIE. 1.91%U2.88TH 72160 HHEATF—%). [10.288]

16.7.7 AXFS5Y =)L
BEERA206ICH X 7S5V —)L (Fa bRy FHEAR) 40mg# 1 H 1[ERERZD%
U, E VRV AF =T H TN 160mg % EERHCBEEREORES Lz &, UL
HF =T H TRV BRGNS B3 A 5V — LR RREROELRLHF =T D
Crax R FAUCni DA FIIEDHIE. 0.123%TV0.313TH o720 Fizn AR STV —
L& REROHREG L. LRV HF =75 720 160mg 2 g a8 EE i B E g n
BELIEE, RV HFZTh T RIVBEMEBE SRS 54 2 75— LtR#S
DL NN A F =T O Crnax Sk FAUCniDEFAEED ik, 0.586%00.938TH >
Too ARATSTY - LB REROHRSG L. LRV HF =T 5 7V 160mg % EASH &
B ICHEROREG Lz L &, URLAF =T H PV BRSNS 54 X 7
TV = BRSO IV~ H F =T O Cmaxk CAUCint D #0FHE O i
0.782K% U 1.00TH > 71718 (JSLEAT—%). [10.258]

16.7.8 S=FIv
BEERIRA200IC 7 =5 D (HoZBEFESA) 150mg#z 1 H2BRERZORS L. &L
RVHFZTHTEN160mgE S =F ¥ #5 10WEREI% K U285 AT < Z2 i I 1< B [a]
BOKEGLIZEE, RSV AF =T H P EIVEMRERICNT 55 =F Y U HR&RE
B DL NN A F =T DCraxk CAUCKhiDEFAFEEED ik, 0.818%10.932TH >
7218 (MEATF—%). [10.228]

*¥16.7.9 FEH RSV IFFIS—h
R A3SHICE LRIV HF =T H T N160mgh T EH VTV IFFTT— 1
(P-gpO#&E) 150mg#BEEORS LizE &, YEH TV TFFT5— PR
BRSNS 20 VRUHF =T h T VB ERO T EH T 2 DOCmax X AUCint
ORAFIEOIE. Th2N]1.43%T1.38TH 721319 (HEATF—%). [10.2%
]

*16.7.10OANRIF >
FERA28HNCE VRV AF =T 5 TN 160mghka Z/)N2 5 F > (BCRPOH
H) 20mgE HBEREOHREG L&, 0 AN F VRGN 52 LRV H F
=T H T VRGO T ZANAY F ¥ DO Cnax X CAUCnt D&M EHEO G, 2
NZNLT7IRTLB0TH 7220 HEAT—%). [10.28H]

*16.7.11 Z Dt
(1) VAN AHF=TIIMATEL%2ET 3 (in vitro) 2D,
(2) EFRRAL2H1ICY 77 v 2 (P-gpBHEAR]) 600mgR Ut VRV AF=TH
TEN160mgZ BEFREOZESTHA L EE, YVRVAF =T 7 TV B 5
1507 7 VY YRS EO LRIV HF = T D Craxk AU Cin D i Fy
EoliZ. #hZNn1.19%RTV1.06TH->7213 (HEAT—%).

16.8 ZDftt
ARAA0mg KR U80mgid. [&RAE % R0 ERMA OLEMENFRSERE T FF1
> (23R 19 EARER0319515) ] ICETE, AAI160mg (ENKRER)
ZIEHERA E U & &, BHEHHSES S KT SN, EMENICRAZE Ak S,

17. ERRAHE
17.1 BERURLECET BEER
17.1.1 EFFHRESEI/IMEEER (LIBRETTO-0015ER)
(RET & BIZFIBIEDET - BROIENBIIER U BIRIRE. RETELFERRBE
DBV EE IR PR ERBERRTE)
OILEER O B 2 RET B e BIZ T B O YIRRRE L ST - BROI/NMlfuiEEE
13461 (HANBE250 % &) RUOQILEEERED % WRET ME&IETFBIEOIR
REEHEAT - EFR O/ EE3SH (HRABE &) LV hF=
Th 7 1E160mg% 1 H2ERZEO#S Uiz, EEFliEE T& SRECIST ver. 1.1
ICHETD MY FHTE B &I L 2 EMRIE. Th2ND55.2% (95%(FHEIX[H:46.4-
63.8) RU@71.4% (95%(E#HX[:53.7-85.4) TH -7z,
12U L OONLEBERE D B % RET MR IZ T B OMRIATIBRARE 2 FAR B R E 10
FIED (HANBE 1 Z &) OILERERE D % WRET MARE T Bk ORIETIRA
HEZe FUR IR B 1 20052 . OALBEE D & 5 RET BIZ T2 RS OIAYIRA 2
FURIRBERRE R EOTH (AARANBE L2 ED) RUOOLERERED 2 WRET BIZT
ZERBEORETBRARE 2 FRIRBEREBRZEIOBICE LRV AF =T H TVl
160mgi3) %1 H2[ERE S Uz, EEFMEE TH HRECIST ver. 1.1
MAHGZESHEIC LB EMRIE. ThENO50.0% (95%IEHEXH:18.7-81.3). @
100% (95%fEHXH:73.5-100). ®68.0% (95%(EHEX[:57.8-77.1) KU ®63.3%
(95%(E#EXR:52.5-73.2) TH-73, (20203HA30HT—% v b4 7) [5.2,



5.112H]
EL) ROHEH R Z &,
F2) ELELH 2 &,
E3) 12 Eo/NRICH T 2 AR OREAE - AR, (1) FREHL2m2REO BE
1280mg. (2) AXEM]L.2m2Ll E1.em2KiFDBEIC120mg. (3) ARHEME
L.em2Ll EDE#EIZ160mgE F N TN H2EREORE TH %,

BRMFMARA006ICED SN EL2EEMAIE. OWER (35.3%). &IE
(31.8%). ALTH#EM (28.0%). ASTHEM (26.8%). Y (25.3%) FTH -7,
(2020%3H30HT =% H v b4 7)

(RET S EILFIRIEDEET - BROBNMES (FE/EIaMER URIRIREZRL))

RET & BEFBIEDMREST - BROERES G/l ORREEZR) B

HEELT, Y WRUAF T h TV ORBEROFHIZ HE & L-@FEHE -+ (&
WRNAHF =T HTEN20mg# 1B LEI G LA F =T 5 T IV1E20. 40,

60, 80. 120. 160, 200 L < 1£240mg#% 1 H2[E#EO#5) #4 D56, L7
FoTATNOEHER VR EEHT 5 &2 HNE LB S~ b (TR
MAF=TH7TEN1E160mg#E 1 H2EREOKS) 055, @ILEREREODH 5 BE
ERRE Lk — 03361 (AAANBESHIZ2 &), OLERERD L VEE 2N
KEUaR— 026, OEBHBBEANUINTRET MEETFHESHER S W BE
FERWMRELI®—bO126] (ARANEHE3fIZEL) PEDEOTHERHRE Sh
7zo SBIMH/S— b O EEFHEIEE TH HRECIST ver. 1.1LICED < MNLFHHZE&SHE
ICEBRFIE, TN ZNh®57.6% (95%(EHIXE:39.2-74.5). @0%KVW16.7%T
Ho723, (2023F1H13HT—% A v b+ 7) [5.8%0]

H4) KRS N-HE - AHRIEAAILE160mg% | H2EEO®RE5TH 5.

1) AHEOFENRICH T 22 AR OERE

PARE ESulib vEdi T ESUES
K 4/13 30.8%
) 7/13 53.8%
e 75 A ) 2/4 50.0%
PARES) 173 33.3%
JIHEHED) 1/3 33.3%
JRFEAN B 1/3 33.3%
AR 0/2 0%
FLHED) 2/2 100%
B fHEe 172 50.0%
ANF AR 1/1 100%
N 1/1 100%
TEL G PR 7S 53D 0/1 0%
JRELE 171 100%
i PAY M 0/1 0%
PAEN 7 UHE 171 100%
/I e i 0/1 0%

a) AR AFZTH T N80mg#x | H2E THRENHIES N BE LA Z &

b) MERHEREDZVEELIH2ET.

o) #sEEMIAAE. ZIRAER CSEEERTSAE AN S N, BB AEIC B
WTERHNRD 5Nz,

d) WINLRERRERED 2V EE

e) EHREEUNORMEE FMAH) RORRETLEE AN, BEREED
NOREE GHIARR) ICBLTEMPFRD 5Nz,

f) A HF =T H SN 120mg%E 1 H2E TSRS h 7z BE

RREFMARSIFUCRD SNz ELEIERIE. ALTHEM (35.8%). ASTHN
(28.3%) N (26.4%). TR (17.0%). &IME (17.0%) %TH -7,
(2023%1H13EF =% Hv + 4+ 7)
*17.1.2 EFHRSE/I1185158 (LIBRETTO-12155) (jRCT2080225127)
RETBETREZAT 58T - BROBERESSO/NEES (ko AN E21EEL
T) 2RI, BV AF =T OEMEROLLEE RS Lz, ARERICEDE T
LA AF =T 1E92mg/m? (Bk#k58:160mg) %1 H2EREORS LAES), R
i E T& SRECIST ver. 1.LICED MV FHERESHEIC K2 RBF &, BRMHEF
fiixt 3661 (HANBE3FIZETL) T52.8% (95%FHHXM:35.5-69.6) TH - 722,
(2024411 A8HT—% A1 v b4+ 7) [5.2, 5.8, 5.11%1#]

W5) ARSI NHE - HE (NR) 13, AREEA0.33m2E E0.66m2Rim OB A& 1 [E
40mg#1H3ME. 0.66m2Ll k1.2m2ki0HE 131 E80mg% 1 H2E. 1.2m23 k
Lem2Ri OB eI 1E120mg % 1 H2ME. 1.6m2B E0ieid1E160mg % | H2ME

RORSTH 5.
£2) AMEOFENRICH T 22 AER ORI
PARE ZERNBI R/ A IR EIES
FR IR ) 9/159 60.0%
LR AR FL B AED) 8/15 53.3%
FEFLRAREE) 2/60 33.3%

a) RETBIZFERGNE

b) RET Rh&@ it

c) RET M&BIEFIBIE3MIR U RET IR AR E1E3F

d) RET R n TR FRIRBERE 1O 2 & 1.

e) FLRARMEPIRE. EAERM AR, FHAME. BSOS AR R O e R
[ERELLIFIFHAANS N, S5, FLIRIRMEAIE X O EEARaPNE R E 2B VW TS

*12

BMHRD SNz,
RN RIOHNIRO 5N ELRIEMIZ. ASTHM (36.1%). ALT#M
(33.3%). FHl (27.8%). IMHE Y LE N (25.0%). MHETLHYFRT 7
& —YHN (19.4%). %% (19.4%) ETH->7z. (2024F11H8HT—¥ v b4
7)

17.3 ZDft

17.3.1 QTERICX T 2 HE
B A32BIC £ IRV A F =7 H 7LV 32013640mgts) % BERZ#E L7 &
&, QTCHRONR—AF4 VP 5DE{LRDT TR EDEICBIT 590%EHXE D
FIRfEIR. FhZN11.87RTU12.47msecTH >7:23 JEAF—%). [8.2. 9.1.1.,
11.1.2218]

E6) MAICKT 2ARAOERARE - ARIZ160mgD 1 H2EREOH%ETH 5.

18. EpFIE

18.1 {FRkER
TNV HFZT &, RET. MENEZEHEETZAEAE (VEGFR) . ALl s8R
FE%AA (FGFR) F0F F—vE%ZHEET 5. LA HF=71E, RETRHAS ~
NI%ED) VEEEEEL. FROYZFFMEERTOY VEB{LZIET 22 &0k
0. IEEHEENEER A RT EEZ SN TWVS2Y,

18.2 HilEEIR
TNRVAF =T, in vitro \ZBWT, RETREY > /87 2#B19 % & b IE/NARaf
FEHKRLC-2/ad Mtk R Ot BRI FLEERE B SR TPC- 1 M #k It OV B RBIRET
(C634W R UMOI18T) % ZhZnHHT 5 b FRIREAEHRTT R UMZ-CRCL
MBRR IS0 U CHTEIMEIER 2R L7z £/, R RUHF =T IE, in vivo IZBW
T LC-2/adififatk. RETRAE % > /87 % FB T 2 I/ Ml 8% HRCTG-0838
BB R O T THI R % 2 2 h B R U 7 B AT R-R—Y 27T A
RIFX— R ACBWT, EEEHIMEI R %2R L7229,

19. BRI CRAT HIEBLZENHR

—fRHIG TR LRIV F =T (Selpercatinib) (JAN]

{t % %: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 :Ca9H31N703

5 F 8:525.60

J:3 REE~RECONETH S, 0.1moV/LEREICRRETITKL, T MR
VLY ) — VIS THEFIZ KL KITIBEAEBIT 20,

{e2ftg =R N=

7

o.
N7 N | N7 CH,
N N

il 216

21. SRR

21.1 EEER Y 2 EHEE 2 FEO £ BYICEET 52 L.

(RET GBI FIEEDET - BROPIRIRE. RETECTERBEMOREYIRTEER

ERRBRREHREE)

21.2 BN TORBREHPBO TRONT NS I &n 5, BHEHRTER. —EROREMIC IR
BT =Y HRERMS N2 ETOMIE, SREH 2D RICHERARBAEZER TS LICk
0. AHOFHEEOERERZILET 2 L &b, AHOREMROENEICHET S
T 2RI L. ARIOBIEMHICBELEBEZHE LS L.

22. G

(Lv b« E§£40mg)
568t [8%¢ (PTP) X7]
(v kY« E£80ME)
568t [8%¢ (PTP) X7]

23. FE#k

1) HWNEER: LRV HF =7 O#MERER (202242 A25H &R, CTD2.6.6)

2) HAER: LRV HF =T DR ARERE

3) #HPER: EITBEEENRE LR HF = 7 OHE/IHEHER(LOXO-RET-
17001388%) (2021 4E9H27 H&ZR, CTD2.7.2.4.2, 2.7.6.12, EBHEMEE) (202242
A2SHER. BEWEH)

HRERE LRIV A F = 7 ORISR 12G-MC-JZ] Z#8)

HNERL CLRVAF =T OMHMINA T TRA TEY T 4 ROV ANT ¥ AR
(LOXO-RET-1801635#) (202149 H27H &3, CTD2.7.6.3)

HAERE LRV F =T OEMBEEICRIT T BEORE(2G-MC-JZPARER)
HHNER: LARUAF =T O b HEEARE % (LOX0-292-DMPK-0603#5%)
(20214E9HA27H&R. CTD2.7.2.3.2)

8) HWERL LI AF=T Ok I/ M EEE H(LOXO-292-DMPK-013:
B%)(20214E9H 27 H%&Z8. CTD2.7.2.3.3)

HPER: LRV A F = TOCYPRE(LOXO-292-DMPK-017:452) (2021 4E9H
27H&#R. CTD2.7.2.3.5)

HNERL Mr EEEOBRERE 2 ET BB BT 2 LRV F =T D%
WBRE(LOXO-RET-1802355%) (20214E9H 27 H&#Z. CTD2.7.6.6)

HNERE Mx L EIEEOFRERE L AT AHBEICB I 2 LRV F =T 0%
MERE(LOXO-RET-180223%5%) (20214E9H 27 H %38, CTD2.7.6.5)

HNER: YV F 2T OBEHEN BB KO I 2L —Ya Y

13) HHER: ELRLVAF=TEAL VFAF V-V RTY 77 oY > OHEEER
(LOXO-RET-18014#5#) (202149 H27H &, CTD2.7.6.7)

HNERE RV H F =T OEEE Y B EE 7L (LOXO-292-DMPK-052
#B%) (20214E9H 27 H&%&ZE, CTD2.7.2.2.12)

S

32

L

10

11

14



15) #HER: LU HFZTE IYY T LOMEMER(LOXO-RET-18017:E#) (2021
#F9H27HAR. CTD2.7.6.8)
16) #HWER: LR AF =T E LT ) = FOMEMEH(LOXO-RET-1802655%)
(20214:9H27H&&R. CTD2.7.6.9)
17) HNER: RILRUAF =T OEYEHBICRKITTAEORERVUI AT I —LED
MEASEF (LOXO-RET-18015:5%) (20214E9H 27 H&z8. CTD2.7.6.2)
18) HNER: LARUAF=TES=ZF I U RPT AT 5 = LOMEESEM(LOXO-
RET-1907535%) (2021 4E9H 27 H&#8. CTD2.7.6.10)
*19) HANERL ARV HF T ETEH b T > OHEERREE(2G-MC-JZJ Vi)
*20) HHNERL YLV AF =T Ea 2Ny F 2 O EERRE(2G-MC-JZPBitEk)
21) HWEER: B HF=TICEB b T AR—-F[HELOXO-292-DMPK-0353#
BR)(20214E9H27H %3, CTD2.7.2.3.8)
*22) HPNER: NEETAABEZNRE LRV HF = T OE/IHERE (LOXO-
RET-1803635%)
23) HWER: LR AF =T OQT/QT il (LOXO-RET-18032: %) (202149A
27H%ZR. CTD2.7.2.2.8)
HPNERE LRIV F =7 OEIEHER (202149 H27HAR. CTD2.6.2)

24. YHRERERUEVEDEE
HEA -1 ) -t EEERHEEED
T651-0086 MFHHRXE LESTH1%E285
TEL:0120-360-605 (EE#RE&E ML)
medical.lilly.com/jp

26. SHERFTFEEE
26.1 SHEARSTIT

BARA—S4) ) —AE

WMEM PR EESTH1%285

N
R

®: B
(7) RET-1002(R3)



