Ly FJ4EHTEI 40mg
Ly kJ4EHTEIL 80mg
[CREd 5&EH

AREBHIFLH S NV IE ISR 2 MR R ONE O FAEE
AARA =74V ) RS H D £97,
YRR O ERE ] ORI B LIS O E R H AN AE
BE2FIHST 5 2 S ITHERERE A,

BEA—54 1)) —#H%A=tt
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BE—=
s 5 EF
ATP 77 /> =1 B (adenosine triphosphate)
BID 1 H 28] (bis in die; twice in one day)
CNS XS R (central nerve system)
DNA T A ¥V AREiEE (deoxyribonucleic acid)
DOR Z2Zh A (Duration of response)
EAP JRT 7827177 2 (Expanded Access Program)
EMA KRN E3E LT (European Medicines Agency)
FDA 7 AV I EdmEFEM R (Food and Drug Administration)
GDNF 77V 7 HERAAR H R RS2 [K] 7+ (Glial cell-line derived neurotropic factor)
GFL GDNF 77X VU—UH R
GFRa G)DNF 77 I U —% &K (glial cell line-derived neurotrophic factor family receptor-
o
ICsq 50%PHEEEE  (half-maximal inhibitory concentration)
IRC MATEHIZE B2 (Independent Review Committee)
JAK-STAT | ¥ X A% F—E-STAT
Loxo f1: Loxo Oncology, Inc.
MAPK MAP ¥ —+
MKI ~ /L FFF—EFHEH (multi-kinase inhibitor)
MTC FRIREBEAREE  (medullary thyroid cancer)
NSCLC FE/NHERaftEE  (non-small cell lung cancer)
ORR Z25h%  (objective response rate)
(O 24 (overall survival)
PD-1 Programmed cell death-1
PD-L1 Programmed death-ligand 1
PFS AR 7 HARY  (progression-free survival)
PI3K RATZ 7 FIONA ) h—L3-F%F—F
PK HEhHE  (pharmacokinetics)
PKC TurA4rxF—¥C
PTC FAR R FLEERE  (papillary thyroid cancer)
QD 1 H 18] (quaque die, once a day)
RET rearranged during transfection
RTK SR TF 1 v FF—E  (receptor tyrosine kinase)




LY3527723 1.5 JRJFOUEIFE OB OBR%E Ok
AUV F =T (BRIE - BRIRBERSE)

1.5 BRIXEIEROEBRUREOREE
151 ERXIIEROERE

RET i3, Bl ONGREMRGR O IR 72380, A OFRERAAR, AR IsAE AL, 15 A AE A
OBEPE AT 22 & Ee A ORI OAERE OAMEFFIC BE 2B 2 9 RTK TH S (Drilon et al.
2018) . RET IMREEROZEERS /37 Th Y | RET BIEFIEE 10 ek (V10q11.2) ()L
9% (Mulligan et al. 2014)

1E# 72 RET OIEMHALIL, 4FEHO GFL O > Lo 1 FERFEAET 2 2 L2k > ThAE S, RET It
? RTK & (352D | IEd 2 U RICEZER G L, bV IZ RET OZFRARTH D
GFRa DIEPEIZHAFT 5, GFL & GFRa A KD L - T RET 28 “ &M b9 % & RET Ol
N R AL v OFu BREOACY CRIENEZ Y | fiWTEER S TS MRET X7 5 —0
A, NS B 5T 2 8O v 7 VR ER K (MAPK, PI3K, JAK-STAT K& Of PKC
) OIEMEAL L Z 5 (Drilon et al. 2018; Bronte et al. 2019) .

RET /&, MR RIROIERAIS C Ml EOEFEMBTERIL TVWDLEEZXLND
(Human Protein Atlas; Cote et al. 2015; Lindahl et al. 2000; Ramone et al. 2019; Fabien et al. 1994)
F 7o, FARIROIER 72 CHld Tld RET-deficient mouse % 7= 28k CHREIAE DR 77 B 7208000,
RET D2 HKTH % GFRa-deficient D/ v 770 b~ 0 A% AW EBRTHIAERICK T 5 0L
VA=V ORI ENRHE SN TEY . BENITIEIAH TH D2 EF 72 CHfZB W TH 50
DOFEREIZEE S L TW\Wb B 2 5105 (Lindahl et al. 2000; Lindfors et al. 2006)

RET O¥EfEMEIE, NIH-3T3 MildiZ DNA OfEKIC L 2 EEfRAFES N Z LiIcX > TH)
O CTHERR S 47z (Takahashi et al. 1985) , ZAVLLK. RET I+ DAL EE D 570 2 Mk B>k
DR THERS S, RET 28 FOEORIEICEEG L TWD, T7bb, EFEMRO KT A —&
fBFE LTHREL TV D Z ERHLMNIC/ > T D, RET OIEMEIIL, FITLL T D 2 DOBFIC
FoTEZLEZEZX LD (Drilonetal. 2018)

(1) RET D% F—EB NA A b/N— | F—%> /37 (CCDC6, KIF5B, NCOA4 72 &) O
TERE R AL UPREET A2 IR0 Uy RIURFETIEEICE T —ENE
PEAL U7 RRBIS 70 2 e iR iRk (RET BAsFRlE)

(2) F T —EREERIMENIEE b S D AR (RETEGFAR)

YA UL F =T 1L, RET OT 5/ =1 U (ATP) #EEEML 2SI HE TS L 9 &
HENTESTALEMTHY . RETICR L TORIED BV HERITH 5,
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152 FHRORE

BN F =T ORGEIRGEAGB R L EAGB IR D IR B UMK O B JE D e
K2 1.5-1 (2T, FERRRAER K OB ARARBR OBENS . BRI R b 08 E ., WK T —#
Ry = VEEIZOWT, LUTFIZEE#ET 2,

1.5.21  SEERIREER DAERE

TN AVV T T =T QIR A B 5 M2 T 5 72012, in vitro XY in vivo iR & FEfiE L 7=

(35 2.6 2T KO 2.63H) , In vitro sBR CIIEFA M RET 3 DN 28 528 RET 12 %3 2 BHEVEH
RET @& & o X7 B &3 D/l 5 RETLEEHICOWTCEHME L2, $£7-. RETE T
ERE D VIIEE BT 28T MR~ OBIEIZ OV TFEE L 7=, In vivo #BRTIX., RET
AR T2 EA LM Z B Lz~ U AT VB W CHERBN RET U VL O ML EVEH & 5F
i L7215, RET Eia T8 (e UIER) 2675 MEFEOMHEET L~ U A% AW TIE
AR OMHEME 230 L7z, £72. RET WA BIs GO B BRI 2~ U X DI E#E
A U 7= I 7 A B\ CTHUIER 2 3 2 54l L 72,

YNNIV T =T O EMEIKERME & L C, in vitro (23T 200 R ICEST 556k (hERG 7
vieAZEt)  I=T7 X EHOTLERBEBRE T v~ & O TR SRR NS )R -
BB O P TOFRMRER (T v b 28 AREE) KOLMER (=74 28 HREKLU 91 HH
B ORI T 72 (85 2.6 2 TR OV 2,63 1H)

BB ClT, T v PRI =T X I F =T 2R A% 5 L2 PK KO h ¥
vaxxrT 4 7 A (TK) X0~ UvhF =7 OERYEHREZFHE L7225, —#o PK RBR Tk
YA A XKL W, SARBRICIEAEART v FE AV, RO OFHMIZIZ T v
MR =7 2 & LTe (FIRIREEREO REEERE 2.6.4 K O 2.6.51H)

TANADTF =T OFERERGEERRE LT, B EHNTT y NEIRI =720
28 H &N 91 HEEERZ EhE L, 12 skl o/ NE~FFEM O BE ~Om M b 8T Lz IR %
SR ZIE LT, BB (E 2 AV 215 IR22R 8 BakBh, b ORI Y > Bk %
W5 invitro/MZRER, T v AW L/MMZERER) | HET v MEIRRRICET 2B, T > MR
REX OVER E COMPMRAEICE T 208, 7 > MAE - lRIEFRAEICET 238k (H &3 ERER)
WO FEHERR D EM L, S5 12 R O/NEA~DE L~V DF =T O A2 AR —
HRERE LCHHE Ty MERWT- R Z M L2 (5 2.6.6 HEX O 26.71H) . 7v MM
WA ERTERRZERLS T ToFEERBRICBW T, TK ZiHMiiL7-, AFETYESND
WETEARPEDOREI TN A TH D Z L6, ICHS 5[ L, S AJFIERBRIZ R &l L7,
7 v M HWEIR - JBIRFRAEICEET 2 HEHERRICHB W CTHERE - IR EER o2 &
Mo, HRDHIE - JRIERAEICEET 28R, L OMAERTR O A% OFS AN NS RHAOREREIZ B3
% ARBRIL R EE &l L7z,

AHFEIZHTZ0 . FROIERRRBAE RO 5 LB E AW - Bt 2B & . i 7o IEER
RBRITEM L TR o3, #IRIHFERICREE CH D, B F =TI oW TEmINTZ—
HOIRFEER, RYBENIERBR L OBt 7 0 7T 2 L0 . RET A TE 1B D HHIRARE X
I% RET Bin 1A RGMED MTC 29 5 BEOIRHRE B & LI ARIEO RS IR TEAGE 55 & R
— N 272D OIEER TOEIE, RNBEIEER OLZEMERFHT SN, O ORERERE X,



LY3527723 1.5 JRJFOUEIFE OB OBR%E Ok
AL EF =T (FARIREE - AR
FEINDHERIEDBE~DC NN BT =T OEKERFAE TORGIIEEE XD, 1B,
FERG IR FE B RE R Cld L~V T = 7@%#@%ﬁ§é:0b\f$ﬁ§#%ﬁo 726 O TEIEIZESD &
ROAETHY . EakoE v FIEIRFEIC CRMEF CTH D Z E M LARRGETITIRE L2,

1522  FRIREBRDEIEE
TV T =T OEFRBAFEIEL, Loxo Oncology, Inc. (LA T Loxo £1) (24X - T 2017 flilﬂ \ZhA
B S A7z, Loxo fHITMEIMZ I\ T RET Bl & 15 B O BN, RET M5 - REED MTC &
O Ofod> RET IEMEAVIES 2 xb 52 & U 72 [FEERIE[R) 56 VI ARRER Td 2 LOXO-RET-17001 #ER (LA
T, 17001 38 wpsa L. AACE 20 A emns caEs iR s
) =ik, 2o a2 8 v L, 2o%, 2019 4 2 HicA—F AU Y
— e TR B R=—M Loxo fLEZBINL7ZZ S0, BHAALS—TF4 VU —F SN H A
BT DNV ATF =T OAGERFEEITY 2 &2 0, 2021 45 9 AIZ RET @A EE T BED
NﬂlC&JT?é[ﬁ%mikﬂ%Q%n%ﬁ%%bto

1523  HHLRHLOMEORE
Loxo th (EIPIEBEEA : EPS 1 > % —F > = Fupkstatt) 13 20 & | A edtmms

il =% cosmsEcse < ING

= 5 & OWEE R A,

ey B ESSLUENC EEs 0
T
I~ >\ T A O L A A o T

N e w00
_& L <
L [=eliheiiFIoco gy |
_& DR AR 13T,
2B, AHNCBIT D FDA KL ONEMA & O LR EHRITILLTFO@EY TH 5,
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AL HF =T (R - FRIRBERRE)
ES G
FDA
End of Phase 1 (EOP1) meeting (Type B) 20051
Breakthrough Therapy Multidisciplinary Meeting — MTC (Type B) 2053
Breakthrough Therapy Multidisciplinary Meeting — NSCLC (Type B) 20 4F . H
Pre-NDA meeting (Type B) 200+ 7
Guidance meeting — (Type C) 2000 IR A
Pre-sNDA meeting to traditional approval — NSCLC (Type B) 200 7
Additional meeting — (Type C) 200 I
EMA
Scientific Advice (Protocol Assistance) 200+ IA
Marketing Authorisation Application pre-submission meeting 200+~ 7
CHMP Rapporteurs teleconference — 200
1.5.24 BRERT—R /Ny Ho—2

17001 #ER O VI FH/3— K T RET Bin A EEMED MTC B35 &N RET i & 815 1Btk o H

WHREE TOA N « ZRMEPHEE SN2 &b AARIZEBWT 17001

RBHREEIT) & & LT
MR T — 5 /8 & = V2 BT T

AR 2 AP E R & L OK

EEREERE 25 L Lz
IV F =T D VI ARRER

mg, 60 mg, 80 mg, 120
mg, 160 mg, 200 mg,
240 mg, BID

B IAHS— b 2 160
mg, BID

R | e ha—EKE | E | AR ARGk FIEL P - AR OREmS FRFHGE A
X4y Hiig
BARBRO—K
FFAfi | LOXO-RET-17001 | [EEE | RET @& RIS BIED 746 il (2020 4F | BB IHH/R— | - HME, A
(LIBRETTO-001) $E[F | NSCLC, MTC e ONRET &MY | 3 H30 B v b | AR L ~UL: 20 mg, P, PK
TUEE L= 2 Do 2 S TeElT | A7) 160 mg QD; 20 mg, 40

W&FE: BID = 1 H 2 [A]; MTC = FURIRHEERE; NSCLC = FE/NlAaffiE; PK = 3K EhRE; QD =1 H 1 [Al; RET =

Rearranged during Transfection.
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20194E 6 H 17 BIZTF—& T > A7 24TV, 17001 FREROE VILFE/S— k D BAF/25E B85 6
N2 Z En ., 2019 4FERITKE L ORRIN THEGRHFE 21TV, KETIE, 20204E5 A2, BN CIE

2021 2 AITARREZIG L TWnWD (B 2515H) |

Fo. WK T, UTFIZOWTA—7 7 VEFEMOIFEL 2T TEHY . KETIE breakthrough

therapy IZ bFRE STV D,

require systemic therapy, have progressed following prior treatment and have no
acceptable alternative treatment options

F—7 7 VERLIEEERRE fEER
Treatment of pancreatic cancer (FDA) 2018 4% 10 H
Treatment of RET fusion-positive non-small cell lung cancer (FDA) 2019 4F 10 H
Treatment of RET fusion-positive or RET mutant thyroid cancers including poorly 20194E 11 H
differentiated thyroid cancer, undifferentiated or anaplastic thyroid cancer,
medullary thyroid cancer, and locally advanced or metastatic follicular or papillary
thyroid cancer (FDA)
Treatment of medullary thyroid carcinoma (EMA) 20184E 9 H
(RE#HB )
Breakthrough therapy f& E%RE FeER
Treatment of patients with metastatic RET fusion-positive non-small cell lung 2018 & 8 H
cancer (NSCLC) who require systemic therapy and have progressed following
platinum -based chemotherapy and an anti-PD-1 or anti-PD-L1 therapy
Treatment of patients with RET mutant medullary thyroid cancer (MTC) who 20184 8 H
require systemic therapy, have progressed following prior treatment and have no
acceptable alternative treatment options
Treatment of patients with advanced RET fusion-positive thyroid cancer who 2018 4F 10 A

¥, R BIZOWTUTORBRPETHTH 5,
W iRE 7 b= (Y KT 22 AT 07T 5 (BAEET)

- FDA K OMBEOHHIY /X, & EOTRBRIENEBEREE OIRERE RS B 2 & OV I fmEl
ZEEDHFEE KL OUKTE LT 45 FlogRE 2 B—45#F 7' 2 h =2—/L (Single-Patient
Protocol : SPP) 2Bk THZ & XFiL7z, N7 m fa— /L CliL, Ehat iRk
DK FLIE T T2 S T2 To R . TSN =R AT T 37, JRBRE(LEEAN X
VIVRER Zr FE I Al e ONBERIKHEE OHIWHZ K 0 @) 7y sl & 7r o TR i e & L

7’9
—o

ERX7 YL KT 7827177 A (Expanded Access Program : EAP) {5k S H 7 ) &
LOXO-RET-18037 (LIBRETTO-201) (&, #BR# 72 SPP TG STz E LTHEIN

wage LT, goEc s s sn,

Ehah o5 (LOXO-RET-18036) (HAZ &)

© RET AT B F B OMELT B ST P i RIS & A o/ N (£ 6 » H LA
F21BEBAF) &R AL F =7 O VI RS % 2019 4 | 9 chims L

7’9
—o

FEhiti 1 > LUNG-MAP &%  (Sub-Study S1900B)  (¥fg4})

- LUNG-MAP &% @ Sub-Study S1900B |%, 77 FFX— A DILFEREIEED & % RET &5
F-REE B D NSCLC H35 100 6 2 x50 34k S T\ 5, EEFHlE H X IRC H)7E T
® ORR TH Y . RIRAIFHM™EH X, DOR. PFS. OS. CNS ORR. CNS DOR. K O\%Z4:

PEaE e,
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St T O i R IR FRERER - 12G-MC-JZJV

- RN E KR P-FEL RV BORBETH A X EH N T o Oy EReIC KIET
TANN I TF =T ORBEERGT AR TH S,

i T o EBRHE[R A T AHERER © J2G-MC-JZIB (JZJB) #Br (A AZETe)

- ARREBRIX, JRIEEO W RETBIE T A RO MTC B8 (12l L) Zxige Lzt
NN HF =T e WA F =T NI NN TF X =7 % el 5 A A LIS M E R L[
HERCTH D, FEIFMIAH | Treatment Failure Free Survival T& Y . HAEJEMIEIIK 400
BTH D,

S T oo [E FRER S ML AREER © 12G-MC-JZIC (JZIC) #Br (AAZETe)

- ARRBRIT, VBREO R RET A BT D NSCLC [B#F (18l k) x5 & L
YNV BT =T T T FFREBNONRA R Lt ROOFREE T T T T84, R
xbv%ﬂF&w&AfmUfv7@%%%%%%@#6%@%%#%@5%%@%&
Thbd, FEIMBER XY EIZLD PFS TH Y, HEYEFIEIIF 250 Bl TH 5, H
ZIKT j:NSCLC @%mu {#OT%L/H&%?&EM ui% @J%E%_\ gﬂ%f@@—éo

il

ZOMOBESICET AEEEE & LT, FTERBEERRR CH A EELES VI HRAR
(LIBRETTO-001 #BR) o [EHE B %@%ﬁ% SRS L TR Y . RET @A BBt
[E S T ORI O>W TRk ThH

AN & 70 B BARIUCIE, RET BIRT RE ZRHT 57200 2 28 = B W m
(272 %, RET G EAR B O BURIRE & O RET AR 1A RGO MTC Flo 22 S =4 2l
KIZOWTIE, T4 777/ m U=V v Subkakaiks ARk saRmsz o=
1T 7z, AAIO EHR 2 E X T, WABRTEEL CERER & L CORBREE RIAAL TS,
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AN TF =T (RREE, HRIRBERRE)

1.6 SNEICET2ERARREFIETIEH
1.6.1  SEIZEITSEEE - &KBRKR
BV F =T 0% 2019 12 HIKE KR ORIN CHREFRHFE 21TV, E4E4 2020 42 5 A,
2021 4F 2 AR Z IS Lz, 2021 4F 12 AR C R ARIZI T 2 I/l CoRGEZ2 & o,
36 D ETHIR TERE STV 5,

L6 AMENZRIT DHAMKILEICBE % &8

£ 1.6-1 SAEIHH HELERIE (2021 4 12 AAE)

ESp: b3 KE BRI
ZhEE X Ik Adult patients with metastatic Retsevmo as monotherapy is indicated for the
Zh R RET fusion-positive non-small treatment of adults with:
cell lung cancer (NSCLC) — advanced RET fusion-positive
Adult and pediatric patients 12 non-small cell lung cancer (NSCLC)
years of age and olde.r with who require systemic therapy following
advanced or metastatic RET- prior treatment with immunotherapy
mutant medullary thyroid cancer and/or platinum-based chemotherapy
(MTC) who require systemic - advanced RET fusion-positive thyroid
therapy o cancer who require systemic therapy
Adult and pediatric patients 12 following prior treatment with
y(eiars of(?ge and olde.r Vgng sorafenib and/or lenvatinib
advanced or metastatic Retsevmo as monotherapy is indicated for the
fusion-positive thyroid cancer
h : temic th treatment of adults and adolescents 12 years and
WO Tequire sysiemic therapy older with advanced RET-mutant medullary
and who are radioactive iodine- . . ;
X ) A thyroid cancer (MTC) who require systemic
refractory (if radioactive iodine . : .
is appropriate) therapy following prior treatment with
pprop cabozantinib and/or vandetanib.
HEE4EA 2019 4 12 /1 2019 4 12 /1
AFRER 2020 -5 H 2021 -2 H

162 HSNEIZBITIHRAXE
YAV BT =T OKEOTRSLE (USPD) . EUOHEGME (SmPC) M OMBEEFET —4 v
— k (CDS) Z#WRfId 2%,




HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
RETEVMO safely and effectively. See full prescribing information for
RETEVMO.

RETEVMO™ (selpercatinib) capsules, for oral use

Initial U.S. Approval: 2020

------------------------ RECENT MAJOR CHANGES ---snermememmememcenenen-

Warnings and Precautions (5.6) 01/2021

INDICATIONS AND USAGE ------=--emmemmmemmameenee

RETEVMO™ is a kinase inhibitor indicated for the treatment of:

Adult patients with metastatic RET fusion-positive non-small cell lung
cancer (NSCLC)' (1.1)

Adult and pediatric patients 12 years of age and older with advanced
or metastatic RET-mutant medullary thyroid cancer (MTC) who
require systemic therapy' (1.2)

Adult and pediatric patients 12 years of age and older with advanced
or metastatic RET fusion-positive thyroid cancer who require systemic
therapy and who are radioactive iodine-refractory (if radioactive iodine
is appropriate)' (1.3)

This indication is approved under accelerated approval based on overall
response rate and duration of response. Continued approval for this
indication may be contingent upon verification and description of clinical
benefit in confirmatory trial(s).

Select patients for treatment with RETEVMO based on the presence of
a RET gene fusion (NSCLC or thyroid) or specific RET gene mutation
(MTC). (2.1, 14)

Recommended dosage in adults and pediatric patients 12 years of age
or older is based on weight (2.3):

* Less than 50 kg: 120 mg orally twice daily
* 50 kg or greater: 160 mg orally twice daily

Reduce RETEVMO dose in patients with severe hepatic impairment.
(2.7,8.7)

Capsules: 40 mg, 80 mg. (3)

CONTRAINDICATIONS

Hepatotoxicity: Monitor ALT and AST prior to initiating RETEVMO,
every 2 weeks during the first 3 months, then monthly thereafter and
as clinically indicated. Withhold, reduce dose, or permanently
discontinue RETEVMO based on severity. (2.5, 5.1)

Hypertension: Do not initiate RETEVMO in patients with uncontrolled
hypertension. Optimize blood pressure (BP) prior to initiating
RETEVMO. Monitor BP after 1 week, at least monthly thereafter and
as clinically indicated. Withhold, reduce dose, or permanently
discontinue RETEVMO based on severity. (2.5, 5.2)

1

. QT Interval Prolongation: Monitor patients who are at significant risk
of developing QTc prolongation. Assess QT interval, electrolytes and
TSH at baseline and periodically during treatment. Monitor QT
interval more frequently when RETEVMO is concomitantly
administered with strong and moderate CYP3A inhibitors or drugs
known to prolong QTc interval. Withhold and dose reduce or
permanently discontinue RETEVMO based on severity. (2.5, 5.3)

. Hemorrhagic Events: Permanently discontinue RETEVMO in patients
with severe or life-threatening hemorrhage. (2.5, 5.4)

. Hypersensitivity: Withhold RETEVMO and initiate corticosteroids.
Upon resolution, resume at a reduced dose and increase dose by 1
dose level each week until reaching the dose taken prior to onset of
hypersensitivity. Continue steroids until patient reaches target dose
and then taper. (2.5, 5.5)

. Tumor Lysis Syndrome: Closely monitor patients at risk and treat as
clinically indicated. (5.6)

. Risk of Impaired Wound Healing: Withhold RETEVMO for at least 7
days prior to elective surgery. Do not administer for at least 2 weeks
following major surgery and until adequate wound healing. The safety
of resumption of RETEVMO after resolution of wound healing
complications has not been established. (5.7)

. Embryo-Fetal Toxicity: Can cause fetal harm. Advise females of
reproductive potential of the possible risk to the fetus and to use
effective contraception. (5.8, 8.1, 8.3)

ADVERSE REACTIONS

The most common adverse reactions, including laboratory abnormalities,
(225%) were increased aspartate aminotransferase (AST), increased
alanine aminotransferase (ALT), increased glucose, decreased leukocytes,
decreased albumin, decreased calcium, dry mouth, diarrhea, increased
creatinine, increased alkaline phosphatase, hypertension, fatigue, edema,
decreased platelets, increased total cholesterol, rash, decreased sodium,
and constipation. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly and
Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS

. Acid-Reducing Agents: Avoid coadministration. If coadministration
cannot be avoided, take RETEVMO with food (with PPI) or modify its
administration time (with H2 receptor antagonist or locally-acting
antacid). (2.4, 7.1)

. Strong and Moderate CYP3A Inhibitors: Avoid coadministration. If
coadministration cannot be avoided, reduce the RETEVMO dose.
(2.6,7.1)

. Strong and Moderate CYP3A Inducers: Avoid coadministration. (7.1)

. CYP2C8 and CYP3A Substrates: Avoid coadministration. If
coadministration cannot be avoided, modify the substrate dosage as
recommended in its product labeling. (7.2)

. Lactation: Advise not to breastfeed. (8.2)

. Pediatric Use: Monitor open growth plates in adolescent patients.
Consider interrupting or discontinuing RETEVMO if abnormalities
occur. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved
patient labeling.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

11 Metastatic RET Fusion-Positive Non-Small Cell Lung Cancer

RETEVMO™ is indicated for the treatment of adult patients with metastatic RET fusion-positive non-small cell lung cancer
(NSCLC).

This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.1)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

1.2 RET-Mutant Medullary Thyroid Cancer

RETEVMO is indicated for the treatment of adult and pediatric patients 12 years of age and older with advanced or
metastatic RET-mutant medullary thyroid cancer (MTC) who require systemic therapy.

This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.2)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

1.3  RET Fusion-Positive Thyroid Cancer

RETEVMO is indicated for the treatment of adult and pediatric patients 12 years of age and older with advanced or
metastatic RET fusion-positive thyroid cancer who require systemic therapy and who are radioactive iodine-refractory (if
radioactive iodine is appropriate).

This indication is approved under accelerated approval based on overall response rate and duration of response [see
Clinical Studies (14.3)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trial(s).

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for treatment with RETEVMO based on the presence of a RET gene fusion (NSCLC or thyroid cancer) or
specific RET gene mutation (MTC) in tumor specimens or plasma [see Clinical Studies (14)]. An FDA-approved test for
the detection of RET gene fusions and RET gene mutations is not currently available.



2.2 Important Administration Instructions

RETEVMO may be taken with or without food unless coadministrated with a proton pump inhibitor (PPI) [see Dosage and
Administration (2.4), Clinical Pharmacology (12.3)].

23 Recommended Dosage
The recommended dosage of RETEVMO based on body weight is:

* Less than 50 kg: 120 mg
* 50 kg or greater: 160 mg
Take RETEVMO orally twice daily (approximately every 12 hours) until disease progression or unacceptable toxicity.

Swallow the capsules whole. Do not crush or chew the capsules.

Do not take a missed dose unless it is more than 6 hours until next scheduled dose.

If vomiting occurs after RETEVMO administration, do not take an additional dose and continue to the next scheduled time
for the next dose.

2.4 Dosage Modifications for Concomitant Use of Acid-Reducing Agents

Avoid concomitant use of a PPI, a histamine-2 (H2) receptor antagonist, or a locally-acting antacid with RETEVMO [see
Drug Interactions (7.1)]. If concomitant use cannot be avoided:

+ Take RETEVMO with food when coadministered with a PPI.
+ Take RETEVMO 2 hours before or 10 hours after administration of an H2 receptor antagonist.
+ Take RETEVMO 2 hours before or 2 hours after administration of a locally-acting antacid.

2.5 Dosage Modifications for Adverse Reactions

The recommended dose reductions for adverse reactions are provided in Table 1.

Table 1: Recommended RETEVMO Dose Reductions for Adverse Reactions

Patients Weighing Patients Weighing
Dose Reduction Less Than 50 kg 50 kg or Greater
First 80 mg orally twice daily 120 mg orally twice daily
Second 40 mg orally twice daily 80 mg orally twice daily
Third 40 mg orally once daily 40 mg orally twice daily

Permanently discontinue RETEVMO in patients unable to tolerate three dose reductions.

The recommended dosage modifications for adverse reactions are provided in Table 2.

Table 2: Recommended RETEVMO Dosage Modifications for Adverse Reactions

Adverse Severity Dosage Modification

Reaction

Hepatotoxicity Grade 3 |+ Withhold RETEVMO and monitor AST/ALT once weekly until resolution to Grade
[see Warnings and | or 1 or baseline.

Precautions (5.1)] | Grade4 |* Resume atreduced dose by 2 dose levels and monitor AST and ALT once
weekly until 4 weeks after reaching dose taken prior to the onset of Grade 3 or 4
increased AST or ALT.

* Increase dose by 1 dose level after a minimum of 2 weeks without recurrence and

then increase to dose taken prior to the onset of Grade 3 or 4 increased AST or
ALT after a minimum of 4 weeks without recurrence.

Hypertension Grade 3 |+ Withhold RETEVMO for Grade 3 hypertension that persists despite optimal
antihypertensive therapy. Resume at a reduced dose when hypertension is
controlled.




[see Warnings and | Grade 4 |+ Discontinue RETEVMO.
Precautions (5.2)]

QT Interval Grade 3 |+ Withhold RETEVMO until recovery to baseline or Grade 0 or 1.
Prolongation +  Resume at a reduced dose.

[see Warnings and . : .
Precautions (5.3)] Grade 4 Discontinue RETEVMO

Hemorrhagic Grade 3 |+ Withhold RETEVMO until recovery to baseline or Grade 0 or 1.
Events or + Discontinue RETEVMO for severe or life-threatening hemorrhagic events.

[see Warnings and | Grade 4
Precautions (5.4)]

Hypersensitivity All *  Withhold RETEVMO until resolution of the event. Initiate corticosteroids.
Reactions Grades |. Resume ata reduced dose by 3 dose levels while continuing corticosteroids.

[see Warnings and * Increase dose by 1 dose level each week until the dose taken prior to the onset of
Precautions (5.5)] hypersensitivity is reached, then taper corticosteroids.

Other Adverse Grade 3 |+ Withhold RETEVMO until recovery to baseline or Grade 0 or 1.

Reactions or + Resume at a reduced dose.

[see Adverse Grade 4

Reactions (6.1)]

2.6 Dosage Modifications for Concomitant Use of Strong and Moderate CYP3A Inhibitors

Avoid concomitant use of strong and moderate CYP3A inhibitors with RETEVMO. If concomitant use of a strong or
moderate CYP3A inhibitor cannot be avoided, reduce the RETEVMO dose as recommended in Table 3. After the inhibitor
has been discontinued for 3 to 5 elimination half-lives, resume RETEVMO at the dose taken prior to initiating the CYP3A
inhibitor [see Drug Interactions (7.1)].

Table 3: Recommended RETEVMO Dosage for Concomitant Use of Strong and Moderate CYP3A Inhibitors

Recommended RETEVMO Dosage
Current RETEVMO Dosage Moderate CYP3A Inhibitor Strong CYP3A Inhibitor
120 mg orally twice daily 80 mg orally twice daily 40 mg orally twice daily
160 mg orally twice daily 120 mg orally twice daily 80 mg orally twice daily

2.7 Dosage Modification for Severe Hepatic Impairment

Reduce the recommended dosage of RETEVMO for patients with severe hepatic impairment as recommended in Table 4
[see Use in Specific Populations (8.7)].

Table 4: Recommended RETEVMO Dosage for Severe Hepatic Impairment

Current RETEVMO Dosage Recommended RETEVMO Dosage
120 mg orally twice daily 80 mg orally twice daily
160 mg orally twice daily 80 mg orally twice daily

3 DOSAGE FORMS AND STRENGTHS
Capsules:

* 40 mg: gray opaque capsule imprinted with “Lilly”, “3977” and “40 mg” in black ink.
* 80 mg: blue opaque capsule imprinted with “Lilly”, “2980” and “80 mg” in black ink.

4 CONTRAINDICATIONS

None.



5 WARNINGS AND PRECAUTIONS

5.1 Hepatotoxicity

Serious hepatic adverse reactions occurred in 2.6% of patients treated with RETEVMO. Increased AST occurred in 51%
of patients, including Grade 3 or 4 events in 8% and increased ALT occurred in 45% of patients, including Grade 3 or 4
events in 9% [see Adverse Reactions (6.1)]. The median time to first onset for increased AST was 4.1 weeks (range: 5
days to 2 years) and increased ALT was 4.1 weeks (range: 6 days to 1.5 years).

Monitor ALT and AST prior to initiating RETEVMO, every 2 weeks during the first 3 months, then monthly thereafter and
as clinically indicated. Withhold, reduce dose or permanently discontinue RETEVMO based on the severity [see Dosage
and Administration (2.5)].

5.2 Hypertension

Hypertension occurred in 35% of patients, including Grade 3 hypertension in 17% and Grade 4 in one (0.1%) patient [see
Adverse Reactions (6.1)]. Overall, 4.6% had their dose interrupted and 1.3% had their dose reduced for hypertension.
Treatment-emergent hypertension was most commonly managed with anti-hypertension medications.

Do not initiate RETEVMO in patients with uncontrolled hypertension. Optimize blood pressure prior to initiating
RETEVMO. Monitor blood pressure after 1 week, at least monthly thereafter and as clinically indicated. Initiate or adjust
anti-hypertensive therapy as appropriate. Withhold, reduce dose, or permanently discontinue RETEVMO based on the
severity [see Dosage and Administration (2.5)].

5.3 QT Interval Prolongation

RETEVMO can cause concentration-dependent QT interval prolongation [see Clinical Pharmacology (12.2)]. An increase
in QTcF interval to >500 ms was measured in 6% of patients and an increase in the QTcF interval of at least 60 ms over
baseline was measured in 15% of patients [see Adverse Reactions (6.1)]. RETEVMO has not been studied in patients
with clinically significant active cardiovascular disease or recent myocardial infarction.

Monitor patients who are at significant risk of developing QTc prolongation, including patients with known long QT
syndromes, clinically significant bradyarrhythmias, and severe or uncontrolled heart failure. Assess QT interval,
electrolytes and TSH at baseline and periodically during treatment, adjusting frequency based upon risk factors including
diarrhea. Correct hypokalemia, hypomagnesemia and hypocalcemia prior to initiating RETEVMO and during treatment.

Monitor the QT interval more frequently when RETEVMO is concomitantly administered with strong and moderate CYP3A
inhibitors or drugs known to prolong QTc interval. Withhold and dose reduce or permanently discontinue RETEVMO
based on the severity [see Dosage and Administration (2.5)].

5.4 Hemorrhagic Events

Serious including fatal hemorrhagic events can occur with RETEVMO. Grade 23 hemorrhagic events occurred in 2.3% of
patients treated with RETEVMO, including 3 (0.4%) patients with fatal hemorrhagic events, including one case each of
cerebral hemorrhage, tracheostomy site hemorrhage, and hemoptysis.

Permanently discontinue RETEVMO in patients with severe or life-threatening hemorrhage [see Dosage and
Administration (2.5)].

5.5 Hypersensitivity

Hypersensitivity occurred in 4.3% of patients receiving RETEVMO, including Grade 3 hypersensitivity in 1.6%. The
median time to onset was 1.7 weeks (range: 6 days to 1.5 years). Signs and symptoms of hypersensitivity included fever,
rash and arthralgias or myalgias with concurrent decreased platelets or transaminitis.

If hypersensitivity occurs, withhold RETEVMO and begin corticosteroids at a dose of 1 mg/kg prednisone (or equivalent).
Upon resolution of the event, resume RETEVMO at a reduced dose and increase the dose of RETEVMO by 1 dose level
each week as tolerated until reaching the dose taken prior to onset of hypersensitivity [see Dosage and Administration
(2.5)]. Continue steroids until patient reaches target dose and then taper. Permanently discontinue RETEVMO for
recurrent hypersensitivity.

5.6  Tumor Lysis Syndrome

Tumor lysis syndrome (TLS) occurred in 1% of patients with medullary thyroid carcinoma receiving RETEVMO [see
Adverse Reactions (6.1)]. Patients may be at risk of TLS if they have rapidly growing tumors, a high tumor burden, renal



dysfunction, or dehydration. Closely monitor patients at risk, consider appropriate prophylaxis including hydration, and
treat as clinically indicated.

5.7 Risk of Impaired Wound Healing

Impaired wound healing can occur in patients who receive drugs that inhibit the vascular endothelial growth factor (VEGF)
signaling pathway. Therefore, RETEVMO has the potential to adversely affect wound healing.

Withhold RETEVMO for at least 7 days prior to elective surgery. Do not administer for at least 2 weeks following major
surgery and until adequate wound healing. The safety of resumption of RETEVMO after resolution of wound healing
complications has not been established.

5.8 Embryo-Fetal Toxicity

Based on data from animal reproduction studies and its mechanism of action, RETEVMO can cause fetal harm when
administered to a pregnant woman. Administration of selpercatinib to pregnant rats during organogenesis at maternal
exposures that were approximately equal to those observed at the recommended human dose of 160 mg twice daily
resulted in embryolethality and malformations.

Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential to use effective
contraception during treatment with RETEVMO and for at least 1 week after the final dose. Advise males with female
partners of reproductive potential to use effective contraception during treatment with RETEVMO and for 1 week after the
final dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

* Hepatotoxicity [see Warnings and Precautions (5.1)]

* Hypertension [see Warnings and Precautions (5.2)]

* QT Interval Prolongation [see Warnings and Precautions (5.3)]

* Hemorrhagic Events [see Warnings and Precautions (5.4)]

* Hypersensitivity [see Warnings and Precautions (5.5)]

e Tumor Lysis Syndrome [see Warnings and Precautions (5.6)]

* Risk of Impaired Wound Healing [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

RET Gene Fusion or Gene Mutation Positive Solid Tumors

The pooled safety population described in the WARNINGS and PRECAUTIONS and below reflects exposure to
RETEVMO as a single agent at 160 mg orally twice daily evaluated in 702 patients in LIBRETTO-001 [see Clinical Studies
(14)]. Among the 702 patients who received RETEVMO, 65% were exposed for 6 months or longer and 34% were
exposed for greater than one year. Among these patients, 95% received at least one dose of RETEVMO at the
recommended dosage of 160 mg orally twice daily.

The median age was 59 years (range: 15 to 92 years); 0.3% were pediatric patients 12 to 16 years of age; 52% were
male; and 69% were White, 22% were Asian, 5% were Hispanic/Latino, and 3% were Black. The most common tumors
were NSCLC (47%), MTC (44%), and non-medullary thyroid carcinoma (5%).

Serious adverse reactions occurred in 33% of patients who received RETEVMO. The most frequent serious adverse
reaction (in 22% of patients) was pneumonia. Fatal adverse reactions occurred in 3% of patients; fatal adverse reactions
which occurred in >1 patient included sepsis (n = 3), cardiac arrest (n = 3) and respiratory failure (n = 3).

Permanent discontinuation due to an adverse reaction occurred in 5% of patients who received RETEVMO. Adverse
reactions resulting in permanent discontinuation included increased ALT (0.4%), sepsis (0.4%), increased AST (0.3%),
drug hypersensitivity (0.3%), fatigue (0.3%), and thrombocytopenia (0.3%).

Dosage interruptions due to an adverse reaction occurred in 42% of patients who received RETEVMO. Adverse reactions
requiring dosage interruption in 22% of patients included ALT increased, AST increased, hypertension, diarrhea, pyrexia,
and QT prolongation.



Dose reductions due to an adverse reaction occurred in 31% of patients who received RETEVMO. Adverse reactions
requiring dosage reductions in 22% of patients included ALT increased, AST increased, QT prolongation and fatigue.

The most common adverse reactions, including laboratory abnormalities, (225%) were increased aspartate
aminotransferase (AST), increased alanine aminotransferase (ALT), increased glucose, decreased leukocytes, decreased
albumin, decreased calcium, dry mouth, diarrhea, increased creatinine, increased alkaline phosphatase, hypertension,
fatigue, edema, decreased platelets, increased total cholesterol, rash, decreased sodium, and constipation.

Table 5 summarizes the adverse reactions in LIBRETTO-001.

Table 5: Adverse Reactions (215%) in Patients Who Received RETEVMO in LIBRETTO-001

RETEVMO
(n=702)
Grades 1-4 Grades 3-4
Adverse Reaction (%) (%)
Gastrointestinal
Dry Mouth 39 0
Diarrhea’ 37 3.4*
Constipation 25 0.6*
Nausea 23 0.6*
Abdominal pain? 23 1.9*
Vomiting 15 0.3*
Vascular
Hypertension 35 18
General
Fatigue® 35 2*
Edema* 35 0.3*
Skin
Rash® | 27 | 0.7*
Nervous System
Headache® ‘ 23 ‘ 1.4*
Respiratory
Cough’ 18 0
Dyspnea® 16 2.3
Investigations
Prolonged QT interval ‘ 17 ‘ 4*
Blood and Lymphatic System
Hemorrhage® ‘ 15 ‘ 1.9

Diarrhea includes diarrhea, defecation urgency, frequent bowel movements, and anal incontinence.

Abdominal pain includes abdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort,
gastrointestinal pain.

Fatigue includes fatigue, asthenia, malaise.

Edema includes edema, edema peripheral, face edema, periorbital edema, eye edema, eyelid edema, orbital edema,
localized edema, lymphedema, scrotal edema, peripheral swelling, scrotal swelling, swelling, swelling face, eye swelling.

Includes rash, rash erythematous, rash macular, rash maculopapular, rash morbilliform, rash pruritic.
Headache includes headache, sinus headache, tension headache.

Includes cough, productive cough.

Includes dyspnea, dyspnea exertional, dyspnea at rest.



® Hemorrhage includes epistaxis, hematuria, hemoptysis, contusion, rectal hemorrhage, vaginal hemorrhage, ecchymosis,

hematochezia, petechiae, traumatic hematoma, anal hemorrhage, blood blister, blood urine present, cerebral hemorrhage,
gastric hemorrhage, hemorrhage intracranial, spontaneous hematoma, abdominal wall hematoma, angina bullosa
hemorrhagica, diverticulum intestinal hemorrhagic, eye hemorrhage, gastrointestinal hemorrhage, gingival bleeding,
hematemesis, hemorrhagic anemia, intraabdominal hemorrhage, lower gastrointestinal hemorrhage, melena, mouth
hemorrhage, occult blood positive, pelvic hematoma, periorbital hematoma, pharyngeal hemorrhage, pulmonary contusion,
purpura, retroperitoneal hematoma, subarachnoid hemorrhage, subdural hemorrhage, upper gastrointestinal hemorrhage,
vessel puncture site hematoma.

Only includes a grade 3 adverse reaction.

*

Clinically relevant adverse reactions in <15% of patients who received RETEVMO include hypothyroidism and tumor lysis
syndrome.

Table 6 summarizes the laboratory abnormalities in LIBRETTO-001.

Table 6: Select Laboratory Abnormalities (220%) Worsening from Baseline in Patients Who Received RETEVMO
in LIBRETTO-001

RETEVMO'

Grades 1-4 Grades 3-4
Laboratory Abnormality (%) (%)
Chemistry
Increased AST 51 8
Increased ALT 45 9
Increased glucose 44 2.2
Decreased albumin 42 0.7
Decreased calcium 41 3.8
Increased creatinine 37 1.0
Increased alkaline phosphatase 36 2.3
Increased total cholesterol 31 0.1
Decreased sodium 27 7
Decreased magnesium 24 0.6
Increased potassium 24 1.2
Increased bilirubin 23 2.0
Decreased glucose 22 0.7
Hematology
Decreased leukocytes 43 1.6
Decreased platelets 33 2.7

' Denominator for each laboratory parameter is based on the number of patients with a baseline and post-treatment laboratory

value available, which ranged from 675 to 692 patients.

Increased Creatinine

In healthy subjects administered RETEVMO 160 mg orally twice daily, serum creatinine increased 18% after 10 days.
Consider alternative markers of renal function if persistent elevations in serum creatinine are observed [see Clinical
Pharmacology (12.3)].

7 DRUG INTERACTIONS

71 Effects of Other Drugs on RETEVMO

Acid-Reducing Agents

Concomitant use of RETEVMO with acid-reducing agents decreases selpercatinib plasma concentrations [see Clinical
Pharmacology (12.3)], which may reduce RETEVMO anti-tumor activity.




9

Avoid concomitant use of PPIs, H2 receptor antagonists, and locally-acting antacids with RETEVMO. If coadministration
cannot be avoided, take RETEVMO with food (with a PPI) or modify its administration time (with a H2 receptor antagonist
or a locally-acting antacid) [see Dosage and Administration (2.4)].

Strong and Moderate CYP3A Inhibitors

Concomitant use of RETEVMO with a strong or moderate CYP3A inhibitor increases selpercatinib plasma concentrations
[see Clinical Pharmacology (12.3)], which may increase the risk of RETEVMO adverse reactions, including QTc interval
prolongation.

Avoid concomitant use of strong and moderate CYP3A inhibitors with RETEVMO. If concomitant use of strong and
moderate CYP3A inhibitors cannot be avoided, reduce the RETEVMO dosage and monitor the QT interval with ECGs
more frequently [see Dosage and Administration (2.6), Warning and Precautions (5.3)].

Strong and Moderate CYP3A Inducers

Concomitant use of RETEVMO with a strong or moderate CYP3A inducer decreases selpercatinib plasma concentrations
[see Clinical Pharmacology (12.3)], which may reduce RETEVMO anti-tumor activity.

Avoid coadministration of strong or moderate CYP3A inducers with RETEVMO.

7.2 Effects of RETEVMO on Other Drugs

CYP2C8 and CYP3A Substrates

RETEVMO is a moderate CYP2CS8 inhibitor and a weak CYP3A inhibitor. Concomitant use of RETEVMO with CYP2C8
and CYP3A substrates increases their plasma concentrations [see Clinical Pharmacology (12.3)], which may increase the
risk of adverse reactions related to these substrates. Avoid coadministration of RETEVMO with CYP2C8 and CYP3A
substrates where minimal concentration changes may lead to increased adverse reactions. If coadministration cannot be
avoided, follow recommendations for CYP2C8 and CYP3A substrates provided in their approved product labeling.

7.3  Drugs that Prolong QT Interval

RETEVMO is associated with QTc interval prolongation [see Warnings and Precautions (5.3), Clinical Pharmacology
(12.2)]. Monitor the QT interval with ECGs more frequently in patients who require treatment with concomitant
medications known to prolong the QT interval.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies, and its mechanism of action [see Clinical Pharmacology (12.1)], RETEVMO can
cause fetal harm when administered to a pregnant woman. There are no available data on RETEVMO use in pregnant
women to inform drug-associated risk. Administration of selpercatinib to pregnant rats during the period of organogenesis
resulted in embryolethality and malformations at maternal exposures that were approximately equal to the human
exposure at the clinical dose of 160 mg twice daily. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

Selpercatinib administration to pregnant rats during the period of organogenesis at oral doses 2100 mg/kg [approximately
3.6 times the human exposure based on the area under the curve (AUC) at the clinical dose of 160 mg twice daily]
resulted in 100% post-implantation loss. At the dose of 50 mg/kg [approximately equal to the human exposure (AUC) at
the clinical dose of 160 mg twice daily], 6 of 8 females had 100% early resorptions; the remaining 2 females had high
levels of early resorptions with only 3 viable fetuses across the 2 litters. All viable fetuses had decreased fetal body weight
and malformations (2 with short tail and one with small snout and localized edema of the neck and thorax).
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8.2 Lactation

Risk Summary
There are no data on the presence of selpercatinib or its metabolites in human milk or on their effects on the breastfed

child or on milk production. Because of the potential for serious adverse reactions in breastfed children, advise women not
to breastfeed during treatment with RETEVMO and for 1 week after the final dose.
8.3 Females and Males of Reproductive Potential

Based on animal data, RETEVMO can cause embryolethality and malformations at doses resulting in exposures less than
or equal to the human exposure at the clinical dose of 160 mg twice daily [see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating RETEVMO [see Use in Specific Populations
(8.1)].

Contraception

Females

Advise female patients of reproductive potential to use effective contraception during treatment with RETEVMO and for 1
week after the final dose.

Males

Advise males with female partners of reproductive potential to use effective contraception during treatment with
RETEVMO and for 1 week after the final dose.

Infertility
RETEVMO may impair fertility in females and males of reproductive potential [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of RETEVMO have been established in pediatric patients aged 12 years and older for
medullary thyroid cancer (MTC) who require systemic therapy and for advanced RET fusion-positive thyroid cancer who
require systemic therapy and are radioactive iodine-refractory (if radioactive iodine is appropriate). Use of RETEVMO for
these indications is supported by evidence from adequate and well-controlled studies in adults with additional
pharmacokinetic and safety data in pediatric patients aged 12 years and older [see Adverse Reactions (6.1), Clinical
Pharmacology (12.3), Clinical Studies (14.2, 14.3)]. The safety and effectiveness of RETEVMO have not been established
in these indications in patients less than 12 years of age.

The safety and effectiveness of RETEVMO have not been established in pediatric patients for other indications [see
Indications and Usage (1)].

Animal Toxicity Data

In a 4-week general toxicology study, rats showed signs of physeal hypertrophy and tooth dysplasia at doses resulting in
exposures = approximately 3 times the human exposure at the 160 mg twice daily clinical dose. In a 13-week general
toxicology study, minipigs showed signs of minimal to marked increases in physeal thickness at the 15 mg/kg high dose
level (approximately 0.3 times the human exposure at the 160 mg twice daily clinical dose). Rats in both the 4- and 13-
week toxicology studies had malocclusion and tooth discoloration at the high dose levels (1.5 times the human exposure
at the 160 mg twice daily clinical dose) that persisted during the recovery period.

Monitor growth plates in adolescent patients with open growth plates. Consider interrupting or discontinuing therapy
based on the severity of any growth plate abnormalities and based on an individual risk-benefit assessment.
8.5  Geriatric Use

Of 702 patients who received RETEVMO, 34% (239 patients) were 265 years of age and 10% (67 patients) were 275
years of age. No overall differences were observed in the safety or effectiveness of RETEVMO between patients who
were 265 years of age and younger patients.

8.6 Renal Impairment

No dosage modification is recommended for patients with mild to severe renal impairment [estimated Glomerular Filtration
Rate (eGFR) 215 to 89 mL/min, estimated by Modification of Diet in Renal Disease (MDRD) equation]. The recommended
dosage has not been established for patients with end-stage renal disease (ESRD) [see Clinical Pharmacology (12.3)].
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8.7 Hepatic Impairment

Reduce the dose when administering RETEVMO to patients with severe [total bilirubin greater than 3 to 10 times upper
limit of normal (ULN) and any AST] hepatic impairment [see Dosage and Administration (2.7)]. No dosage modification is
recommended for patients with mild (total bilirubin less than or equal to ULN with AST greater than ULN or total bilirubin
greater than 1 to 1.5 times ULN with any AST) or moderate (total bilirubin greater than 1.5 to 3 times ULN and any AST)
hepatic impairment. Monitor for RETEVMO-related adverse reactions in patients with hepatic impairment [see Clinical
Pharmacology (12.3)].

11 DESCRIPTION

Selpercatinib is a kinase inhibitor. The molecular formula for selpercatinib is C29H31N7O3 and the molecular weight is
525.61 g/mol. The chemical name is 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. Selpercatinib has the following chemical
structure:

N /‘OCH3
N N

Selpercatinib is a white to light yellow powder that is slightly hygroscopic. The aqueous solubility of selpercatinib is pH
dependent, from sparingly soluble at low pH to practically insoluble at neutral pH.

RETEVMO (selpercatinib) is supplied as 40 mg or 80 mg hard gelatin capsules for oral use. Each capsule contains
inactive ingredients of microcrystalline cellulose and colloidal silicon dioxide. The 40 mg capsule shell is composed of
gelatin, titanium dioxide, ferric oxide black and black ink. The 80 mg capsule shell is composed of gelatin, titanium
dioxide, FD&C blue #1 and black ink. The black ink is composed of shellac, potassium hydroxide and ferric oxide black.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Selpercatinib is a kinase inhibitor. Selpercatinib inhibited wild-type RET and multiple mutated RET isoforms as well as
VEGFR1 and VEGFR3 with I1Cso values ranging from 0.92 nM to 67.8 nM. In other enzyme assays, selpercatinib also
inhibited FGFR 1, 2, and 3 at higher concentrations that were still clinically achievable. In cellular assays, selpercatinib
inhibited RET at approximately 60-fold lower concentrations than FGFR1 and 2 and approximately 8-fold lower
concentration than VEGFR3.

Certain point mutations in RET or chromosomal rearrangements involving in-frame fusions of RET with various partners
can result in constitutively activated chimeric RET fusion proteins that can act as oncogenic drivers by promoting cell
proliferation of tumor cell lines. In in vitro and in vivo tumor models, selpercatinib demonstrated anti-tumor activity in cells
harboring constitutive activation of RET proteins resulting from gene fusions and mutations, including CCDC6-RET,
KIF5B-RET, RET V804M, and RET M918T. In addition, selpercatinib showed anti-tumor activity in mice intracranially
implanted with a patient-derived RET fusion positive tumor.

12.2 Pharmacodynamics

Exposure-Response Relationship

Selpercatinib exposure-response relationships and the time course of pharmacodynamic response have not been fully
characterized.

Cardiac Electrophysiology

The effect of RETEVMO on the QTc interval was evaluated in a thorough QT study in healthy subjects. The largest mean
increase in QTc is predicted to be 10.6 msec (upper 90% confidence interval: 12.1 msec) at the mean steady-state
maximum concentration (Cmax) observed in patients after administration of 160 mg twice daily. The increase in QTc was
concentration-dependent.
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12.3 Pharmacokinetics

The pharmacokinetics of selpercatinib were evaluated in patients with locally advanced or metastatic solid tumors
administered 160 mg twice daily unless otherwise specified. Steady-state selpercatinib AUC and Cmax increased in a
slightly greater than dose proportional manner over the dose range of 20 mg once daily to 240 mg twice daily [0.06 to 1.5
times the maximum recommended total daily dosage].

Steady-state was reached by approximately 7 days and the median accumulation ratio after administration of 160 mg
twice daily was 3.4-fold. Mean steady-state selpercatinib [coefficient of variation (CV%)] Cmax was 2,980 (53%) ng/mL and
AUCo-24n was 51,600 (58%) ng*h/mL.

Absorption

The median tmax of selpercatinib is 2 hours. The mean absolute bioavailability of RETEVMO capsules is 73% (60% to
82%) in healthy subjects.

Effect of Food

No clinically significant differences in selpercatinib AUC or Cmax were observed following administration of a high-fat meal
(approximately 900 calories, 58 grams carbohydrate, 56 grams fat and 43 grams protein) in healthy subjects.

Distribution
The apparent volume of distribution (Vss/F) of selpercatinib is 191 L.

Protein binding of selpercatinib is 96% in vitro and is independent of concentration. The blood-to-plasma concentration
ratio is 0.7.

Elimination

The apparent clearance (CL/F) of selpercatinib is 6 L/h in patients and the half-life is 32 hours following oral administration
of RETEVMO in healthy subjects.

Metabolism

Selpercatinib is metabolized predominantly by CYP3A4. Following oral administration of a single radiolabeled 160 mg
dose of selpercatinib to healthy subjects, unchanged selpercatinib constituted 86% of the radioactive drug components in
plasma.

Excretion

Following oral administration of a single radiolabeled 160 mg dose of selpercatinib to healthy subjects, 69% of the
administered dose was recovered in feces (14% unchanged) and 24% in urine (12% unchanged).

Specific Populations

The apparent volume of distribution and clearance of selpercatinib increase with increasing body weight (27 kg to 177 kg).

No clinically significant differences in the pharmacokinetics of selpercatinib were observed based on age (15 years to 90
years), sex, or mild, moderate, or severe renal impairment (eGFR 215 to 89 mL/min). The effect of ESRD on selpercatinib
pharmacokinetics has not been studied.

Patients with Hepatic Impairment

The selpercatinib AUCo.nr increased by 7%, 32%, and 77% in subjects with mild (total bilirubin less than or equal to ULN
with AST greater than ULN or total bilirubin greater than 1 to 1.5 times ULN with any AST ), moderate (total bilirubin
greater than 1.5 to 3 times ULN and any AST), and severe (total bilirubin greater than 3 to 10 times ULN and any AST)
hepatic impairment, respectively, compared to subjects with normal hepatic function.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Proton-Pump Inhibitors (PPI): Coadministration with multiple daily doses of omeprazole (PPI) decreased selpercatinib
AUCo-inF and Cmax when RETEVMO was administered fasting. Coadministration with multiple daily doses of omeprazole
did not significantly change the selpercatinib AUCo.ne and Cmax when RETEVMO was administered with food (Table 7).
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Table 7: Change in Selpercatinib Exposure After Coadministration with PPI

Selpercatinib Selpercatinib
AUC.nF Cmax
RETEVMO fasting Reference Reference
RETEVMO fasting + PPI | 69% | 88%
RETEVMO with a high-fat meal' + PPI 1 2% 1 49%
RETEVMO with a low-fat meal? + PPI No change 1 22%

' High-fat meal: approximately 150, 250, and 500-600 calories from protein, carbohydrate, and fat, respectively; approximately

800 to 1000 calories total.

2 Low-fat meal: approximately 390 calories and 10 g of fat

H2 Receptor Antagonists: No clinically significant differences in selpercatinib pharmacokinetics were observed when
coadministered with multiple daily doses of ranitidine (H2 receptor antagonist) given 10 hours prior to and 2 hours after
the RETEVMO dose (administered fasting).

Strong CYP3A Inhibitors: Coadministration of multiple doses of itraconazole (strong CYP3A inhibitor) increased the
selpercatinib AUCo.nr by 133% and Cmax by 30%.

Moderate CYP3A Inhibitors: Coadministration of multiple doses of diltiazem, fluconazole, or verapamil (moderate CYP3A
inhibitors) is predicted to increase the selpercatinib AUC by 60-99% and Cmax by 46-76%.

Strong CYP3A Inducers: Coadministration of multiple doses of rifampin (strong CYP3A inducer) decreased the
selpercatinib AUCo.ine by 87% and Cmax by 70%.

Moderate CYP3A Inducers: Coadministration of multiple doses of bosentan or efavirenz (moderate CYP3A inducers) is
predicted to decrease the selpercatinib AUC by 40-70% and Cmax by 34-57%.

Weak CYP3A Inducers: Coadministration of multiple doses of modafinil (weak CYP3A inducer) is predicted to decrease
the selpercatinib AUC by 33% and Cmax by 26%.

CYP2C8 Substrates: Coadministration of RETEVMO with repaglinide (sensitive CYP2C8 substrate) increased the
repaglinide AUCo.inF by 188% and Cmax by 91%.

CYP3A Substrates: Coadministration of RETEVMO with midazolam (sensitive CYP3A substrate) increased the
midazolam AUCo.inF by 54% and Cmax by 39%.

P-glycoprotein (P-gp) Inhibitors: No clinically significant differences in selpercatinib pharmacokinetics were observed
when coadministered with a single dose of rifampin (P-gp inhibitor).

MATE1 Substrates: No clinically significant differences in glucose levels were observed when metformin (MATE1
substrate) was coadministered with selpercatinib.

In Vitro Studies

CYP Enzymes: Selpercatinib does not inhibit or induce CYP1A2, CYP2B6, CYP2C9, CYP2C19, or CYP2D6 at clinically
relevant concentrations.

Transporter Systems: Selpercatinib inhibits MATE1, P-gp, and BCRP, but does not inhibit OAT1, OAT3, OCT1, OCT2,
OATP1B1, OATP1B3, BSEP, and MATE2-K at clinically relevant concentrations. Selpercatinib may increase serum
creatinine by decreasing renal tubular secretion of creatinine via inhibition of MATE1 [see Adverse Effects (6.1)].
Selpercatinib is a substrate for P-gp and BCRP, but not for OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1, or
MATE2-K.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with selpercatinib. Selpercatinib was not mutagenic in the in vitro
bacterial reverse mutation (Ames) assays, with or without metabolic activation, or clastogenic in the in vitro micronucleus
assay in human peripheral lymphocytes, with or without metabolic activation. Selpercatinib was positive in the in vivo
micronucleus assay in rats at concentrations >7 times the Cmax at the human dose of 160 mg twice daily.
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In general toxicology studies, male rats and minipigs exhibited testicular degeneration which was associated with luminal
cell debris and/or reduced luminal sperm in the epididymis at selpercatinib exposures approximately 0.4 (rat) and 0.1
(minipig) times the clinical exposure by AUC at the recommended human dose. In a dedicated fertility study in male rats,
administration of selpercatinib at doses up to 30 mg/kg/day (approximately twice the clinical exposure by AUC at the 160
twice daily dose) for 28 days prior to cohabitation with untreated females did not affect mating or have clear effects on
fertility. Males did, however, display a dose-dependent increase in testicular germ cell depletion and spermatid retention
at doses 23 mg/kg (~0.2 times the clinical exposure by AUC at the 160 twice daily dose) accompanied by altered sperm
morphology at 30 mg/kg.

In a dedicated fertility study in female rats treated with selpercatinib for 15 days before mating to Gestational Day 7, there
were decreases in the number of estrous cycles at a dose of 75 mg/kg (approximately equal to the human exposure by
AUC at the 160 mg twice daily clinical dose). While selpercatinib did not have clear effects on mating performance or
ability to become pregnant at any dose level, half of females at the 75 mg/kg dose level had 100% nonviable embryos. At
the same dose level in females with some viable embryos there were increases in post-implantation loss. In a 3-month
general toxicology study in minipigs, there were findings of decreased or absent corpora lutea at a selpercatinib dose of
15 mg/kg (approximately 0.3 times to the human exposure by AUC at the 160 mg twice daily clinical dose). Corpora luteal
cysts were present in the minipig at selpercatinib doses 22 mg/kg (approximately 0.07 times the human exposure by AUC
at the 160 mg twice daily clinical dose).

14 CLINICAL STUDIES

14.1 Metastatic RET Fusion-Positive Non-Small Cell Lung Cancer

The efficacy of RETEVMO was evaluated in patients with advanced RET fusion-positive NSCLC enrolled in a multicenter,
open-label, multi-cohort clinical trial (LIBRETTO-001, NCT03157128). The study enrolled patients with advanced or
metastatic RET fusion-positive NSCLC who had progressed on platinum-based chemotherapy and patients with
advanced or metastatic NSCLC without prior systemic therapy in separate cohorts. Identification of a RET gene alteration
was prospectively determined in local laboratories using next generation sequencing (NGS), polymerase chain reaction
(PCR), or fluorescence in situ hybridization (FISH). Adult patients received RETEVMO 160 mg orally twice daily until
unacceptable toxicity or disease progression; patients enrolled in the dose escalation phase were permitted to adjust their
dose to 160 mg twice daily. The major efficacy outcome measures were confirmed overall response rate (ORR) and
duration of response (DOR), as determined by a blinded independent review committee (BIRC) according to RECIST
v1.1.

Metastatic RET Fusion-Positive NSCLC Previously Treated with Platinum Chemotherapy

Efficacy was evaluated in 105 patients with RET fusion-positive NSCLC previously treated with platinum chemotherapy
enrolled into a cohort of LIBRETTO-001.

The median age was 61 years (range: 23 to 81); 59% were female; 52% were White, 38% were Asian, 4.8% were Black,
and 3.8% were Hispanic/Latino. ECOG performance status was 0-1 (98%) or 2 (2%) and 98% of patients had metastatic
disease. Patients received a median of 3 prior systemic therapies (range 1-15); 55% had prior anti-PD-1/PD-L1 therapy.
RET fusions were detected in 90% of patients using NGS (81.9% tumor samples; 7.6% blood or plasma samples), 8.6%
using FISH, and 1.9% using PCR.

Efficacy results for RET fusion-positive NSCLC are summarized in Table 8.

Table 8: Efficacy Results in LIBRETTO-001 (Metastatic RET Fusion-Positive NSCLC Previously Treated with
Platinum Chemotherapy)

RETEVMO
(n =105)
Overall Response Rate' (95% Cl) 64% (54%, 73%)
Complete response 1.9%
Partial response 62%
Duration of Response
Median in months (95% ClI) 17.5 (12, NE)
% with 26 months? 81

' Confirmed overall response rate assessed by BICR.

2 Based on observed duration of response
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NE = not estimable

For the 58 patients who received an anti-PD-1 or anti-PD-L1 therapy, either sequentially or concurrently with platinum-
based chemotherapy, an exploratory subgroup analysis of ORR was 66% (95% CI: 52%, 78%) and the median DOR was
not reached (95% CI: 12.0, NE).

Among the 105 patients with RET fusion-positive NSCLC, 11 had measurable CNS metastases at baseline as assessed
by BIRC. No patients received radiation therapy (RT) to the brain within 2 months prior to study entry. Responses in
intracranial lesions were observed in 10 of these 11 patients; all responders had a DOR of 26 months.

Treatment-naive RET Fusion-Positive NSCLC

Efficacy was evaluated in 39 patients with treatment-naive RET fusion-positive NSCLC enrolled into a cohort of
LIBRETTO-001.

The median age was 61 years (range 23 to 86); 56% were female; 72% were White, 18% were Asian, and 8% were
Black. ECOG performance status was 0-1 in all patients (100%) and all patients (100%) had metastatic disease. RET
fusions were detected in 92% of patients using NGS (69% tumor samples; 23% in blood) and 8% using FISH.

Efficacy results for treatment naive RET fusion-positive NSCLC are summarized in Table 9.

Table 9: Efficacy Results in LIBRETTO-001 (Treatment-Naive Metastatic RET Fusion-Positive NSCLC)

RETEVMO
(n =39)

Overall Response Rate' (95% Cl) 85% (70%, 94%)

Complete response 0

Partial response 85%
Duration of Response

Median in months (95% ClI) NE (12, NE)

% with 26 months? 58

' Confirmed overall response rate assessed by BICR.

Based on observed duration of response
NE = not estimable

2

14.2 RET-Mutant Medullary Thyroid Cancer

The efficacy of RETEVMO was evaluated in patients with RET-mutant MTC enrolled in a multicenter, open-label, multi-
cohort clinical trial (LIBRETTO-001, NCT03157128). The study enrolled patients with advanced or metastatic RET-mutant
MTC who had been previously treated with cabozantinib or vandetanib (or both) and patients with advanced or metastatic
RET-mutant MTC who were naive to cabozantinib and vandetanib in separate cohorts.

RET-Mutant MTC Previously Treated with Cabozantinib or Vandetanib

Efficacy was evaluated in 55 patients with RET-mutant advanced MTC who had previously treated with cabozantinib or
vandetanib enrolled into a cohort of LIBRETTO-001.

The median age was 57 years (range: 17 to 84); 66% were male; 89% were White, 7% were Hispanic/Latino, and 1.8%
were Black. ECOG performance status was 0-1 (95%) or 2 (5%) and 98% of patients had metastatic disease. Patients
received a median of 2 prior systemic therapies (range 1 — 8). RET mutation status was detected in 82% of patients using
NGS (78% tumor samples; 4% blood or plasma), 16% using PCR, and 2% using an unknown test. The protocol excluded
patients with synonymous, frameshift or nonsense RET mutations; the specific mutations used to identify and enroll
patients are described in Table 10.
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Table 10: Mutations used to Identify and Enroll Patients with RET-Mutant MTC in LIBRETTO-001

Cabozantinib/
Previously Vandetanib
Treated Naive Total
RET Mutation Type' (n = 55) (n = 88) (n =143)
M918T 33 49 82
Extracellular cysteine mutation? 7 20 27
V804M or V804L 54 6 11
Other® 10 13 23

' Somatic or germline mutations; protein change.
2 Extracellular cysteine mutations involving cysteine residues 609, 611, 618, 620, 630, and 634

3 Other included: K666N (1), D631_L633delinsV (2), D631_L633delinsE (5), D378_G385delinsE (1), D898_E901del (2),
A883F (4), E632_L633del (4), L790F (2), T636_V637insCRT(1), D898_E901del + DI03_S904delinsEP (1)

4 One patient also had a M918T mutation

Efficacy results for RET-mutant MTC are summarized in Table 11.

Table 11: Efficacy Results in LIBRETTO-001 (RET-Mutant MTC Previously Treated with Cabozantinib or

Vandetanib)

RETEVMO
(n = 55)

Overall Response Rate' (95% CI) 69% (55%, 81%)

Complete response 9%

Partial response 60%
Duration of Response

Median in months (95% ClI) NE (19.1, NE)

% with 26 months? 76

' Confirmed overall response rate assessed by BICR.
2 Based on observed duration of response
NE = not estimable

Cabozantinib and Vandetanib-naive RET-Mutant MTC

Efficacy was evaluated in 88 patients with RET-mutant MTC who were cabozantinib and vandetanib treatment-naive
enrolled into a cohort of LIBRETTO-001.

The median age was 58 years (range: 15 to 82) with two patients (2.3%) aged 12 to 16 years; 66% were male; and 86%
were White, 4.5% were Asian, and 2.3% were Hispanic/Latino. ECOG performance status was 0-1 (97%) or 2 (3.4%). All
patients (100%) had metastatic disease and 18% had received 1 or 2 prior systemic therapies (including 8% kinase
inhibitors, 4.5% chemotherapy, 2.3% anti-PD1/PD-L1 therapy, and 1.1% radioactive iodine). RET mutation status was
detected in 77.3% of patients using NGS (75.0% tumor samples; 2.3% blood samples), 18.2% using PCR, and 4.5%
using an unknown test. The mutations used to identify and enroll patients are described in Table 10.

Efficacy results for cabozantinib and vandetanib-naive RET-mutant MTC are summarized in Table 12.

Table 12: Efficacy Results in LIBRETTO-001 (Cabozantinib and Vandetanib-naive RET-Mutant MTC)

RETEVMO
(n=88)
Overall Response Rate' (95% Cl) 73% (62%, 82%)
Complete response 11%
Partial response 61%
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Duration of Response
Median in months (95% ClI) 22.0 (NE, NE)
% with 26 months? 61

' Confirmed overall response rate assessed by BICR.
2 Based on observed duration of response
NE = not estimable

14.3 RET Fusion-Positive Thyroid Cancer

The efficacy of RETEVMO was evaluated in patients with advanced RET fusion-positive thyroid cancer enrolled in a
multicenter, open-label, multi-cohort clinical trial (LIBRETTO-001, NCT03157128). Efficacy was evaluated in 27 patients
with RET fusion-positive thyroid cancer who were radioactive iodine (RAl)-refractory (if RAl was an appropriate treatment
option) and were systemic therapy naive and patients with RET fusion-positive thyroid cancer who were RAl-refractory
and had received sorafenib, lenvatinib, or both, in separate cohorts.

The median age was 54 years (range 20 to 88); 52% were male; 74% were White, 11% were Hispanic/Latino, 7.4% were
Asian, and 3.7% were Black. ECOG performance status was 0-1 (89%) or 2 (11%). All (100%) patients had metastatic
disease with primary tumor histologies including papillary thyroid cancer (78%), poorly differentiated thyroid cancer (11%),
anaplastic thyroid cancer (7%) and Hurthle cell thyroid cancer (4%). Patients had received a median of 3 prior therapies
(range 1-7). RET fusion-positive status was detected in 93% of patients using NGS tumor samples and in 7% using blood
samples.

Efficacy results for RET fusion-positive thyroid cancer are summarized in Table 13.

Table 13: Efficacy Results in LIBRETTO-001 (RET Fusion-Positive Thyroid Cancer)

RETEVMO RETEVMO
Previously Treated Systemic Therapy Naive
(n=19) (n=28)
Overall Response Rate' (95% Cl) 79% (54%, 94%) 100% (63%, 100%)
Complete response 5.3% 12.5%
Partial response 74% 88%
Duration of Response
Median in months (95% ClI) 18.4 (7.6, NE) NE (NE, NE)
% with 26 months? 87 75

' Confirmed overall response rate assessed by BICR.
2 Based on observed duration of response
NE = not estimable

16 HOW SUPPLIED/STORAGE AND HANDLING
RETEVMO (selpercatinib) capsules are supplied as follows:

40 mg: Gray opaque, imprinted with “Lilly”, “3977” and “40 mg” in black ink

60 count bottle NDC 0002-3977-60

80 mg: Blue opaque, imprinted with “Lilly”, “2980” and “80 mg” in black ink
60 count bottle NDC 0002-2980-60
120 count bottle NDC 0002-2980-26

Store at 20°C to 25°C (68°F to 77°F); excursions between 15°C and 30°C (59°F to 86°F) are permitted [see USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).
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Hepatotoxicity

Advise patients that hepatotoxicity can occur and to immediately contact their healthcare provider for signs or symptoms
of hepatotoxicity [see Warnings and Precautions (5.1)].

Hypertension

Advise patients that they will require regular blood pressure monitoring and to contact their healthcare provider if they
experience symptoms of increased blood pressure or elevated readings [see Warnings and Precautions (5.2)].

QT Prolongation

Advise patients that RETEVMO can cause QTc interval prolongation and to inform their healthcare provider if they have
any QTc interval prolongation symptoms, such as syncope [see Warnings and Precautions (5.3)].

Hemorrhagic Events

Advise patients that RETEVMO may increase the risk for bleeding and to contact their healthcare provider if they
experience any signs or symptoms of bleeding [see Warnings and Precautions (5.4)].

Hypersensitivity Reactions

Advise patients to monitor for signs and symptoms of hypersensitivity reactions, particularly during the first month of
treatment [see Warnings and Precautions (5.5)].

Tumor Lysis Syndrome

Advise patients to contact their healthcare provider promptly to report any signs and symptoms of TLS [see Warnings and
Precautions (5.6)].

Risk of Impaired Wound Healing

Advise patients that RETEVMO may impair wound healing. Advise patients to inform their healthcare provider of any
planned surgical procedure [see Warnings and Precautions (5.7)].

Embryo-Fetal Toxicity

Advise pregnant women and females of reproductive potential of the possible risk to a fetus. Advise females of
reproductive potential to inform their healthcare provider of a known or suspected pregnancy [see Warnings and
Precautions (5.8), Use in Specific Populations (8.1)].

Advise females of reproductive potential to use effective contraception during the treatment with RETEVMO and for at
least 1 week after the final dose [see Use in Specific Populations (8.3)].

Advise males with female partners of reproductive potential to use effective contraception during treatment with
RETEVMO and for at least 1 week after the final dose [see Use in Specific Populations (8.3)].

Lactation

Advise women not to breastfeed during treatment with RETEVMO and for 1 week following the final dose [see Use in
Specific Populations (8.2)].

Infertility
Advise males and females of reproductive potential that RETEVMO may impair fertility [see Nonclinical Toxicology (13.1)].

Drug Interactions

Advise patients and caregivers to inform their healthcare provider of all concomitant medications, including prescription
medicines, over-the-counter drugs, vitamins, and herbal products. Inform patients to avoid St. John’s wort, proton pump
inhibitors, H2 receptor antagonists, and antacids while taking RETEVMO.

If PPIs are required, instruct patients to take RETEVMO with food. If H2 receptor antagonists are required, instruct
patients to take RETEVMO 2 hours before or 10 hours after the H2 receptor antagonist. If locally-acting antacids are
required, instruct patients to take RETEVMO 2 hours before or 2 hours after the locally-acting antacid [see Drug
Interactions (7.1, 7.2)].

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA

Copyright © 2021, Eli Lilly and Company. All rights reserved.
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



V This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
Retsevmo 80 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Retsevmo 40 mg hard capsules

Each hard capsule contains 40 mg selpercatinib.

Retsevmo 80 mg hard capsules

Each hard capsule contains 80 mg selpercatinib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsules.

Retsevmo 40 mg hard capsules

Grey opaque capsule, 6 x 18 mm (size 2), imprinted with “Lilly”, “3977” and “40 mg” in black ink.

Retsevmo 80 mg hard capsules

Blue opaque capsule, 8 x 22 mm (size 0), imprinted with “Lilly”, “2980” and “80 mg” in black ink.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Retsevmo as monotherapy is indicated for the treatment of adults with:

- advanced RET fusion-positive non-small cell lung cancer (NSCLC) who require systemic

therapy following prior treatment with immunotherapy and/or platinum-based chemotherapy

- advanced RET fusion-positive thyroid cancer who require systemic therapy following prior
treatment with sorafenib and/or lenvatinib

Retsevmo as monotherapy is indicated for the treatment of adults and adolescents 12 years and older
with advanced RET-mutant medullary thyroid cancer (MTC) who require systemic therapy following
prior treatment with cabozantinib and/or vandetanib.

4.2 Posology and method of administration

Retsevmo therapy should be initiated and supervised by physicians experienced in the use of
anti-cancer therapies.



RET testing

The presence of a RET gene fusion (NSCLC and non-medullary thyroid cancer) or mutation (MTC)
should be confirmed by a validated test prior to initiation of treatment with Retsevmo.

Posology

The recommended dose of Retsevmo based on body weight is:

- Less than 50 kg: 120 mg twice daily.

- 50 kg or greater: 160 mg twice daily.

If a patient vomits or misses a dose, the patient should be instructed to take the next dose at its
scheduled time; an additional dose should not be taken.

Treatment should be continued until disease progression or unacceptable toxicity.

The current selpercatinib dose should be reduced by 50% if co-administering with a strong CYP3A
inhibitor. If the CYP3A inhibitor is discontinued, the selpercatinib dose should be increased (after
3-5 half-lives of the inhibitor) to the dose that was used before starting the inhibitor.

Dose adjustments

Management of some adverse reactions may require dose interruption and/or dose reduction.

Retsevmo dose modifications are summarised in Table 1 and Table 2.

Table 1 Recommended dose modifications for Retsevmo for adverse reactions based on body

weight

Dose modification

Adults and adolescents
>50 Kg

Adults and adolescents
<50 Kg

Starting dose 160 mg orally twice daily 120 mg orally twice daily
First dose reduction 120 mg orally twice daily 80 mg orally twice daily
Second dose reduction 80 mg orally twice daily 40 mg orally twice daily
Third dose reduction 40 mg orally twice daily Not applicable




Table 2 Recommended dose modifications for adverse reactions

Adverse drug
reaction (ADR)

Dose modification

Increased ALT
or AST

Grade 3 or Grade 4

¢ Suspend dose until toxicity resolves to
baseline (see sections 4.4 and 4.8).
Resume at a dose reduced by 2 levels.

o If after at least 2 weeks selpercatinib is
tolerated without recurrent increased
ALT or AST, increase dosing by
1 dose level.

e If selpercatinib is tolerated without
recurrence for at least 4 weeks,
increase to dose taken prior to the
onset of Grade 3 or 4 increased AST or
ALT.

e Permanently discontinue selpercatinib
if Grade 3 or 4 ALT or AST increases
recur despite dose modifications.

Hypersensitivity

All Grades

e Suspend dose until toxicity resolves
and begin corticosteroids at a dose of
1 mg/kg (see sections 4.4 and 4.8).
Resume selpercatinib at 40 mg twice
daily while continuing steroid
treatment. Discontinue selpercatinib
for recurrent hypersensitivity.

o If after at least 7 days, selpercatinib is
tolerated without recurrent
hypersensitivity, incrementally
increase the selpercatinib dose by
1 dose level each week, until the dose
taken prior to the onset of
hypersensitivity is reached. Taper
steroid dose after selpercatinib has
been tolerated for at least 7 days at the
final dose.

QT interval
prolongation

Grade 3

e Suspend dose for QTcF intervals
>500 ms until the QTcF returns to
<470 ms or baseline (see section 4.4).

e Resume selpercatinib treatment at the
next lower dose level.

Grade 4

e Permanently discontinue selpercatinib
if QT prolongation remains
uncontrolled after two dose reductions
or if the patient has signs or symptoms
of serious arrhythmia.

Hypertension

Grade 3

e Patient blood pressure should be
controlled before starting treatment.

e Selpercatinib should be suspended
temporarily for medically significant
hypertension until controlled with
antihypertensive therapy. Dosing
should be resumed at the next lower
dose if clinically indicated (see
sections 4.4 and 4.8).




Grade 4 e Selpercatinib should be discontinued
permanently if medically significant
hypertension cannot be controlled.

Haemorrhagic Grade 3 or Grade 4 e Selpercatinib should be suspended

events until recovery to baseline.

e Discontinue selpercatinib for severe or
life-threatening haemorrhagic events.

Other adverse Grade 3 or Grade 4 e Selpercatinib should be suspended

reactions until recovery to baseline.

e Discontinue selpercatinib for severe or
life-threatening events

Special populations

Elderly

No dose adjustment is required based on age (see section 5.2).

No overall differences were observed in the treatment emergent adverse events or effectiveness of
selpercatinib between patients who were >65 years of age and younger patients. Limited data are
available in patients >75 years.

Renal impairment
Dose adjustment is not necessary in patients with mild, moderate or severe renal impairment. There
are no data in patients with end stage renal disease, or in patients on dialysis (section 5.2).

Hepatic impairment

Close monitoring of patients with impaired hepatic function is important. No dose adjustment is
required for patients with mild (Child-Pugh class A) or moderate (Child-Pugh class B) hepatic
impairment. Patients with severe (Child-Pugh class C) hepatic impairment should be dosed with
80 mg selpercatinib twice daily (section 5.2).

Paediatric population

Retsevmo should not be used in children aged less than 12 years.

There is no data in children or adolescents with RET fusion-positive NSCLC or thyroid cancer.
Retsevmo is intended to be used from the age of 12 years for the treatment of patients with
RET-mutant MTC (see section 5.1). In RET-mutant MTC, there are very limited data available in
children or adolescents aged less than 18 years. Patients should be dosed according to body weight
(see section 4.2).

Method of administration

Retsevmo is for oral use.

The capsules should be swallowed whole (patients should not open, crush, or chew the capsule before
swallowing) and can be taken with or without food.

Patients should take the doses at approximately the same time every day.

Retsevmo must be accompanied by a meal if used concomitantly with a proton pump inhibitor

(see section 4.5).

Retsevmo should be administered 2 hours before or 10 hours after H, receptor antagonists (see
section 4.5).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.



4.4 Special warnings and precautions for use

Increased alanine aminotransferase (ALT)/ aspartate aminotransferase (AST)

Grade >3 increased ALT and Grade >3 increased AST were reported in patients receiving
selpercatinib (see section 4.8). ALT and AST should be monitored prior to the start of selpercatinib
therapy, every 2 weeks during the first 3 months of treatment, monthly for the next 3 months of
treatment, and otherwise as clinically indicated. Based on the level of ALT or AST elevations,
selpercatinib may require dose modification (see section 4.2).

Hypertension

Hypertension was reported in patients receiving selpercatinib (see section 4.8). Patient blood pressure
should be controlled before starting selpercatinib treatment, monitored during selpercatinib treatment
and treated as needed with standard anti-hypertensive therapy. Based on the level of increased blood
pressure, selpercatinib may require dose modification (see section 4.2). Selpercatinib should be
discontinued permanently if medically significant hypertension cannot be controlled with
antihypertensive therapy.

QT interval prolongation

QT interval prolongation was reported in patients receiving selpercatinib (see section 5.1).
Selpercatinib should be used with caution in patients with such conditions as congenital long QT
syndrome or acquired long QT syndrome or other clinical conditions that predispose to arrhythmias.
Patients should have a QTcF interval of <470 ms and serum electrolytes within normal range before
starting selpercatinib treatment. Electrocardiograms and serum electrolytes should be monitored in all
patients after 1 week of selpercatinib treatment, at least monthly for the first 6 months and otherwise,
as clinically indicated, adjusting frequency based upon risk factors including diarrhoea, vomiting,
and/or nausea. Hypokalaemia, hypomagnesaemia and hypocalcaemia should be corrected prior to
initiating selpercatinib and during treatment. Monitor the QT interval with ECGs more frequently in
patients who require treatment with concomitant medications known to prolong the QT interval.
Selpercatinib may require dose interruption or modification (see section 4.2).

Strong CYP3A4 inducers

Concomitant use of strong CYP3A4 inducers should be avoided due to the risk of decreased efficacy
of selpercatinib (see section 4.5).

Women of childbearing potential/Contraception in females and males

Women of childbearing potential must use highly effective contraception during treatment and for at
least one week after the last dose of selpercatinib. Men with female partners of childbearing potential
should use effective contraception during treatment and for at least one week after the last dose of
selpercatinib (see section 4.6).

Fertility
Based on nonclinical safety findings, male and female fertility may be compromised by treatment with
Retsevmo (see sections 4.6 and 5.3). Both men and women should seek advice on fertility preservation

before treatment.

Hypersensitivity

Hypersensitivity was reported in patients receiving selpercatinib with a majority of events observed in
patients with NSCLC previously treated with anti-PD-1/PD-L1 immunotherapy (see section 4.8).
Signs and symptoms of hypersensitivity included fever, rash and arthralgias or myalgias with
concurrent decreased platelets or elevated aminotransferases.



Suspend selpercatinib if hypersensitivity occurs, and begin steroid treatment. Based on the grade of
hypersensitivity reactions, selpercatinib may require dose modification (see section 4.2). Steroids
should be continued until patient reaches target dose and then tapered. Permanently discontinue
selpercatinib for recurrent hypersensitivity.

Haemorrhages

Serious including fatal haemorrhagic events were reported in patients receiving selpercatinib (see
section 4.8).

Permanently discontinue selpercatinib in patients with severe or life-threatening haemorrhage (see
section 4.2).

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on the pharmacokinetics of selpercatinib

Selpercatinib metabolism is through CYP3A4. Therefore, medicinal products that can influence
CYP3A4 enzyme activity may alter the pharmacokinetics of selpercatinib.

Selpercatinib is a substrate for P-glycoprotein (P-gp) and Breast Cancer Resistance Protein (BCRP) in
vitro, however these transporters do not appear to limit the oral absorption of selpercatinib, as its oral
bioavailability is 73% and its exposure was increased minimally by co-administration of the P-gp
inhibitor rifampicin (increase of approximately 6.5% and 19% in selpercatinib AUCy.24 and Cpax,
respectively).

Agents that may increase selpercatinib plasma concentrations

Co-administration of a single 160 mg selpercatinib dose with itraconazole, a strong CYP3A inhibitor,
increased the Cmax and AUC of selpercatinib by 30% and 130%, respectively, compared to
selpercatinib given alone. If strong CYP3A and/or P-gp inhibitors, including, but not limited to,
ketoconazole, itraconazole, voriconazole, ritonavir, saquinavir, telithromycin, posaconazole and
nefazodone, have to be coadministered, the dose of selpercatinib should be reduced (see section 4.2).

Agents that may decrease selpercatinib plasma concentrations

Co-administration of rifampicin, a strong CYP3A4 inducer resulted in a decrease of approximately
87% and 70% in selpercatinib AUC and Ciax, respectively, compared to selpercatinib alone, therefore
the concomitant use of strong CYP3A4 inducers including, but not limited to, carbamazepine,
phenobarbital, phenytoin, rifabutin, rifampicin and St. John’s Wort (Hypericum perforatum), should
be avoided.

Effects of selpercatinib on the pharmacokinetics of other medicinal products (increase in plasma

concentration)

Sensitive CYP2C8 substrates

Selpercatinib increased the Cnax and AUC of repaglinide (a substrate of CYP2CS) by approximately
91% and 188% respectively. Therefore, coadministration with sensitive CYP2CS8 substrates (e.g.,
odiaquine, cerivastatin, enzalutamide, paclitaxel, repaglinide, torasemide, sorafenib, rosiglitazone,
buprenorphine, selexipag, dasabuvir and montelukast), should be avoided.

Sensitive CYP3A4 substrates

Selpercatinib increased Crnax and AUC of midazolam (a CYP3A4 substrate) by approximately 39%
and 54%, respectively. Therefore, concomitant use with sensitive CYP3A4 substrates, (e.g., alfentanil,
avanafil, buspirone, conivaptan, darifenacin, darunavir, ebastine, lomitapide, lovastatin, midazolam,
naloxegol, nisoldipine, saquinavir, simvastatin, tipranavir, triazolam, vardenafil), should be avoided.



Coadministration with medicinal products that affect gastric pH

Selpercatinib has pH-dependent solubility, with decreased solubility at higher pH. No clinically
significant differences in selpercatinib pharmacokinetics were observed when coadministered with
multiple daily doses of ranitidine (H, receptor antagonist) given 2 hours after the selpercatinib dose.

Coadministration with medicinal products that are proton pump inhibitors

Coadministration with multiple daily doses of omeprazole (a proton pump inhibitor) decreased
selpercatinib AUCy.ivr and Crax When selpercatinib was administered fasting. Coadministration with
multiple daily doses of omeprazole did not significantly change the selpercatinib AUCo.inr and Cinax
when Retsevmo was administered with food.

Coadministration with medicinal products that are substrates of transporters

Selpercatinib inhibits the renal transporter multidrug and toxin extrusion protein 1 (MATEL1). In vivo
interactions of selpercatinib with clinically relevant substrates of MATE], such as creatinine, may
occur (see section 5.2).

Selpercatinib is an in vitro inhibitor of P-gp and BCRP.
Caution should be used when taking a P-gp substrate (e.g., fexofenadine, dabigatran etexilate, digoxin,

colchicine, saxagliptin) (see section 5.2).

Paediatric population

Interaction studies have only been performed in adults.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females and males

Women of childbearing potential have to use highly effective contraception during treatment and for at
least one week after the last dose of selpercatinib. Men with female partners of childbearing potential
should use effective contraception during treatment and for at least one week after the last dose of
selpercatinib.

Pregnancy

There are no available data from the use of selpercatinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). Retsevmo is not recommended during pregnancy and in
women of childbearing potential not using contraception. It should only be used during pregnancy if
the potential benefit justifies the potential risk to the foetus.

Breast-feeding

It is unknown whether selpercatinib is excreted in human milk. A risk to breast-fed newborns/infants
cannot be excluded. Breast-feeding should be discontinued during treatment with Retsevmo and for at
least one-week after the last dose.

Fertility

No human data on the effect of selpercatinib on fertility are available. Based on findings from animal
studies, male and female fertility may be compromised by treatment with Retsevmo (see section 5.3).
Both men and women should seek advice on fertility preservation before treatment.



4.7 Effects on ability to drive and use machines

Retsevmo may have minor influence on the ability to drive and use machines. Patients should be
advised to be cautious when driving or using machines in case they experience fatigue or dizziness
during treatment with Retsevmo (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The most common serious adverse drug reactions (ADRs) are hypertension (0.9%), increased aspartate
aminotransferase (AST) (1.6%) and increased alanine aminotransferase (ALT) (1.6%).

Permanent discontinuation of Retsevmo for treatment emergent adverse events, regardless of
attribution occurred in 6.0% of patients. ADRs resulting in permanent discontinuation (2 or more
patients) included increased ALT (0.4%), increased AST (0.3%), hypersensitivity (0.4%), and
thrombocytopenia (0.3%).

Tabulated list of adverse drug reactions

The ADRs reported in the 746 patients treated with selpercatinib are shown in Table 3.

The ADRs are classified according to MedDRA the system organ class.

Frequency groups are defined by the following convention: very common (> 1/10); common (= 1/100
to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000),
and not known (cannot be estimated from available data).

Within each frequency group, undesirable effects are presented in order of decreasing seriousness.
Median time on treatment with selpercatinib was 11.07 months.

Table 3 Adverse drug reactions in patients receiving single agent selpercatinib
(LIBRETTO-001)

Selpercatinib
(N=746)
System organ class ADR All grades Grade 3, 4 toxicity
toxicity (%)
(Y0)
Immune system disorders® | Common
Hypersensitivity® 52 1.7%
Metabolism and nutrition | Very common
disorders Decreased appetite 14.1 0.1*




Nervous system disorders | Very common
Headache® 24 1.5%
Dizziness® 14.6 0.1%*
Cardiac disorders Very common
Electrocardiogram QT 18.1 4.0
prolonged®
Vascular disorders Very common
Hypertension® 37.4 19.4
Gastrointestinal disorders | Very common
Abdominal pain® 25.5 1.9*
Diarrhoea® 39.0 3.5%
Nausea 235 0.7*
Vomiting 16.2 0.9%
Constipation 27.1 0.5%
Dry Mouth® 40.3 0
Skin and subcutaneous Very common
tissue disorders Rash® 28.7 0.7*
General disorders and
administration site Very common
conditions
Pyrexia 14.3 0.1%*
Fatigue® 38.2 2.3%
Oedema*® 38.7 0.5%
Investigations® Very common
ALT increased 49.5 10.6
AST increased 55.0 9
Platelets decreased 345 3.0
LymphocytecCount 46.2 16.1
decreased
Magnesium decreased 25.6 0.5
Creatinine increased 39.1 1.2
Blood and lymphatic Very common
system Haemorrhage® 16.6 2.4

*Hypersensitivity reactions were characterised by a maculopapular rash often preceded by a fever
with associated arthralgias/myalgias during the patient’s first cycle of treatment (typically between
Days 7-21).

® Based on laboratory assessments. Only patients with baseline and at least one post-baseline result
are included.

¢Consolidated terms

4See Description of selected adverse reactions for further characterisation.

“Only includes a grade 3 adverse reaction.

Description of selected adverse reactions

Aminotransferase elevations (AST / ALT increased)

Based on laboratory assessment, ALT and AST elevations were reported in 49.5% and 55% patients,
respectively. Grade 3 or 4 ALT or AST elevations were reported in 10.6% and 9.0% patients
respectively.

The median time to first onset was: AST increase 4.1 weeks (range: 0.7, 108.1), ALT increase 4.1 weeks
(range: 0.9, 111.1).

Dose modification is recommended for patients who develop Grade 3 or 4 ALT or AST increase (see
section 4.2).
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OT interval prolongation

Review of ECG data showed 6.2% of patients had >500 msec maximum post-baseline QTcF value, and
17.5% of patients had a >60 msec maximum increase from baseline in QTcF intervals. At the time of
the last post-baseline measurement, increase in QTc value >60 msec was reported in 2.6% of patients.

There were no reports of Torsade de pointes, sudden death, ventricular tachycardia, ventricular
fibrillation, or ventricular flutter. No patient discontinued treatment due to QT prolongation.
Retsevmo may require dose interruption or modification (see sections 4.2 and 4.4).

Hypertension

In patients receiving selpercatinib, the median maximum increase from baseline systolic pressure was
29 mm Hg (range: —11, +96). Only 13% of patients retained their baseline grade during treatment,
45% had an increasing shift of 1 grade, 32.7% of 2 grades, and 8.3% of 3 grades. Hypertension was
reported in 41.9% patients with history of hypertension (26.9% with grade 3) and 34.2% of patients
without history of hypertension (14.1% with grade 3, 4).

Overall, a total of 19.4% displayed treatment-emergent Grade 3 hypertension (defined as maximum
systolic blood pressure greater than 160 mm Hg). Diastolic blood pressure results were similar, but the
increases were of lesser magnitude.

No patients were permanently discontinued due to hypertension. Dose modification is recommended in
patients who develop hypertension (see section 4.2). Selpercatinib should be discontinued permanently
if medically significant hypertension cannot be controlled with antihypertensive therapy (see section
4.4).

Hypersensitivity

Signs and symptoms of hypersensitivity included fever, rash and arthralgias or myalgias with concurrent
decreased platelets or increased aminotransferase.

In study LIBRETTO-001, 24.7% (184/746) of patients treated with selpercatinib had previously
received anti-PD-1/PD-L1 immunotherapy. Hypersensitivity occurred in a total of 5.2% (39/746) of
patients receiving selpercatinib, including Grade 3 hypersensitivity in 1.7% (13/746) of patients.

Of the 39 patients with hypersensitivity, 64.1% (25/39) had NSCLC and had received prior
anti-PD-1/PD-L1 immunotherapy.

Grade 3 hypersensitivity occurred in 3.8% (7/184) of the patients previously treated with
anti-PD-1/PD-L1 immunotherapy.

The median time to onset was 1.9 weeks (range: 0.9 week to 77 weeks): 1.7 weeks in patients with
previous anti-PD-1/PD-L1 immunotherapy and 8.9 weeks in patients who were immunotherapy naive.

Retsevmo may require dose interruption or modification (see section 4.2).

Haemorrhages

Grade >3 haemorrhagic events occurred in 2.4% of patients treated with selpercatinib, including
3 (0.4%) patients with fatal haemorrhagic events, one case each of cerebral haemorrhage, tracheostomy
site haemorrhage, and haemoptysis. The median time to onset was 12.8 weeks (range: 0.1 week to
124.3 weeks).

Selpercatinib should be discontinued permanently in patients with severe or life-threatening
haemorrhage (see section 4.2).

Additional information on special populations

Paediatric patients
There were 3 patients < 18 years (range: 15-17) of age in LIBRETTO-001. The safety of selpercatinib
in children aged less than 18 years has not been established.

Elderly

In patients receiving selpercatinib, 24.5% were >65-74 years of age, 8.2% were 75-84 years of age,
and 1.07% > 85 years of age. The frequency of serious adverse events reported was higher in patients
>65-74 years (43.2%), 75-84 years (50.8%), and >85 years (62.5%), than in patients <65 years
(29.8%) of age.
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The frequency of AE leading to discontinuation of selpercatinib was higher in patients >65-74 years
(6.0%), 75-84 years (13.1%), and >85 years (12.5%), than in patients <65 years of age (3.2%).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms of overdose have not been established. In the event of suspected overdose, supportive care
should be provided.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic and immunomodulating agents, antineoplastic agents,
protein kinase inhibitors, ATC code: LOIEX22

Mechanism of action

Selpercatinib is an inhibitor of the rearranged during transfection (RET) receptor tyrosine kinase.
Selpercatinib inhibited wild-type RET and multiple mutated RET isoforms as well as VEGFR1 and
VEGFR3 with IC50 values ranging from 0.92 nM to 67.8 nM. In other enzyme assays, selpercatinib
also inhibited FGFR 1, 2, and 3 at higher concentrations that were still clinically achievable. In a
binding assay at the concentration of 1 uM selpercatinib, significant antagonist binding activity
(>50%) was observed for the 5-HT (serotonin) transporter (70.2% antagonist) and a2C adrenoreceptor
(51.7% antagonist). The concentration of 1 uM is approximately 7-fold higher than the maximum
unbound plasma concentration of at the efficacious dose of selpercatinib.

Certain point mutations in RET or chromosomal rearrangements involving in-frame fusions of RET
with various partners can result in constitutively activated chimeric RET fusion proteins that can act as
oncogenic drivers by promoting cell proliferation of tumor cell lines. In in vitro and in vivo tumor
models, selpercatinib demonstrated anti-tumor activity in cells harboring constitutive activation of
RET protein resulting from gene fusions and mutations, including CCDC6-RET, KIF5B-RET,

RET V804M, and RET M918T. In addition, selpercatinib showed anti-tumor activity in mice
intracranially implanted with a patient-derived RET fusion-positive tumor.

Pharmacodynamic properties

Cardiac electrophysiology

In a thorough QT study with positive control in 32 healthy subjects, no large change (that is, >20 ms)
in the QTcF interval was detected at selpercatinib concentrations similar to those observed with a
therapeutic dosing schedule. An exposure-response analysis indicated that supra therapeutic
concentrations, could lead to an increase in QTc¢ > 20 ms.

In patients receiving selpercatinib, QT interval prolongation was reported. Therefore, dose interruption
or modification may be required in patients (see sections 4.2 and 4.4).

Clinical efficacy and safety

The efficacy of Retsevmo was evaluated in adult patients with advanced RET fusion-positive NSCLC
and RET fusion-positive thyroid cancer and in adult and adolescent patients with RET-mutant MTC
enrolled in a phase 1/2, multicenter, open-label, single-arm clinical study: Study LIBRETTO-001.
This study included two parts: phase 1 (dose escalation) and phase 2 (dose expansion). The primary

12



objective of the phase 1 portion was to determine the recommended phase 2 dose of selpercatinib. The
primary objective of the phase 2 part was to evaluate the anti-tumour activity of selpercatinib by
determining ORR, as assessed by independent review committee. Patients with measurable or
non-measurable disease as determined by RECIST 1.1, with evidence of a RET gene alteration in
tumour and who had failed or were intolerant to standard of care were enrolled. Patients with CNS
metastases were eligible if stable, while patients with symptomatic primary CNS tumor, metastases,
leptomeningeal carcinomatosis or spinal cord compression were excluded. Patients with known
primary driver alteration other than RET, clinically significant active cardiovascular disease or history
of myocardial infarction, QTcF interval > 470 msec were excluded.

Patients in the phase 2 portion of the study received Retsevmo 160 mg orally twice daily until
unacceptable toxicity or disease progression. Identification of a RET gene alteration was prospectively
determined in local laboratories using next generation sequencing (NGS), polymerase chain reaction
(PCR), or fluorescence in situ hybridization (FISH). The major efficacy outcome measures were
overall response rate (ORR) and duration of response (DOR), as determined by a blinded independent
review committee (IRC) according to RECIST v1.1.

Ret fusion-positive non-small cell lung cancer — previously treated

Of the RET fusion-positive NSCLC patients previously treated with platinum-based chemotherapy and
enrolled in LIBRETTO-001, 218 patients had the opportunity to be followed for at least 6 months and
were considered efficacy eligible. The primary assessment of efficacy for RET fusion-positive NSCLC
was based on the first 105 of the 218 consecutively enrolled patients. Patients enrolled into
LIBRETTO-001had advanced NSCLC with a RET gene fusion. The majority of the patients had
non-squamous NSCLC, and one patient had squamous NSCLC. For the primary analysis population,
the median age was 61 years (range 23 years to 81 years). 41.0% of patients were male. 52.4% of
patients were White while 38.1% were Asian, 4.8% were Black and 3.8% Hispanic/Latino and 71.4%
were never smokers. Most patients (98%) had metastatic disease at enrolment and 80% were
diagnosed as stage 4. ECOG performance status was reported as 0-1 (98.1%) or 2 (1.9%). 98.1% of
patients had metastatic disease. 100% (n=105) of patients received prior systemic therapy with a
median of 3 prior systemic regimens (range 1-15) and 56.2% (n = 59) received 3 or more prior
systemic regimens; prior treatments included anti PD1/PD-L1 therapy (55.2%), multi-kinase inhibitor
(MKI) (47.6%) and taxanes (35.2%). 49.2% had other systemic therapy. The most common fusion
partner was KIF5B (56.2%), followed by CCDC6 (22.9%) and then NCOA4 (1.9%). Efficacy results
for previously treated RET fusion-positive NSCLC are summarised in Table 4.

Table 4 Objective response and duration of response

Primary analysis set Efficacy eligible patients
IRC assessment IRC assessment

n 105 218
Objective response (CR +
PR)
n (%) 63.8 56.9
95% CI (53.9,73) (50.0, 63.6)
Complete response n (%) 2(1.9) 94.1
Partial response n (%) 65 (61.9) 115 (52.8)
Duration of response
(months)*
Median 17.5 17.5
95% CI 12.1, NE 12.5,NE

NE = not estimable
*Median duration of follow-up was 15.67 months (25%, 75™ percentile: 12.1, 18.2) for the first
105 patients and 11.9 months (25", 75" percentile: 7.4, 15.9) for the 218 efficacy evaluable patients.
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CNS response in RET fusion-positive NSCLC

Among the 253 RET fusion-positive NSCLC patients (independent of analysis set), 96 had

CNS metastasis and 23 had measurable CNS lesions according to IRC assessment. The ORR in the
evaluable patients was 87% (20/23; 95% CI: 66.4, 97.2). The DOR was 9.36 months (range:

2.8 -23.9+).

RET fusion-positive thyroid cancer-previously treated

Of the RET fusion-positive thyroid cancer patients previously treated with systemic therapy other than
Radioactive iodine, and enrolled in LIBRETTO-001, 22 patients had the opportunity to be followed
for at least 6 months and were considered efficacy eligible. The primary assessment of efficacy was
based on the first 19 of the 22 consecutively enrolled patients. For the primary analysis population, the
median age was 54 years (range 25 to 88 years). 47.4% of patients were male. 73.7% of patients were
White while 10.5% were Asian, 5.3% were Black and 5.3% were Hispanic/Latino. ECOG
performance status was reported as 0-1 (89.5%) or 2 (10.5%). 100% of patients had metastatic disease.
Patients had received a median of 4 prior systemic therapies (range: 1-7). Prior therapies included
radioactive iodine (84.2%), MKI (78.9%). 42.1% had other systemic therapy. The different histologies
represented in the 19 patients included: papillary (n = 13), poorly differentiated (n = 3), anaplastic

(n = 2), and Hurthle cell (n = 1). The most common fusion partner was CCDC6 (47.4%) followed by
NCOA4 (31.6%).

Efficacy results for previously treated RET fusion-positive thyroid cancer are summarised in Table 5

Table 5 Objective response and duration of response

Primary analysis Efficacy eligible
set patients
IRC assessment IRC assessment
n 19 22
Objective response (CR + PR)
n (%) 78.9 77.3
95% CI (54.4,93.9) 54.6,92.2
Complete response n (%) 2 (10.5) 2(9.1)
Partial response n (%) 13 (68.4) 15 (68.2)
Duration of response (months)*
Median 18.4 18.4
95% CI (7.6, NE) 10.1, NE

NE = not estimable
*Median duration of follow-up was 20.27 months (25%, 75™ percentile: 12.9, 25.4) for the first
19 patients and 20.27 months (25", 75" percentile: 12.6, 25.4) for the 22 efficacy evaluable patients.

RET-mutant medullary thyroid cancer-previously treated

Of the RET-mutant MTC patients previously treated with cabozantinib and/or vandetanib and enrolled
in LIBRETTO-001, 143 patients had the opportunity to be followed for at least 6 months and were
considered efficacy eligible. The primary assessment of efficacy for RET-mutant MTC was based on
the first 55 of 143 consecutively enrolled patients. For the primary analysis population, the median age
was 57 years (range 17 years to 84 years); 1 patient (1.3%) was <18 years of age. 65.5% of patients
were male. 89.1% of patients were white while 0% were Asian, 1.8% were Black and 7.3% were
Hispanic/Latino. ECOG performance status was reported as 0-1 (95.0%) or 2 (5.5%). 98.2% of
patients had metastatic disease. The most common mutation was M918T (60%), followed by
extracellular cysteine mutations (12.7%). 100% (n = 55) of patients received prior systemic therapy
with a median of 2 prior systemic regimens and 32.7% (n = 18) received 3 or more prior systemic
regimens.

Efficacy results for previously treated RET-mutant MTC are summarised in Table 6.
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Table 6 Objective response and duration of response

Primary analysis Efficacy eligible
set patients
IRC assessment IRC assessment

n 55 143
Objective response (CR + PR)
n (%) 69.1 69.2
95% CI (55.2%, 80.9%) (61.0,76.7)
Complete response n (%) 6 (10.9) 6(4.2)
Partial response n (%) 32 (58.2) 93 (65.0)
Duration of response (months)*
Median NE NE
95% CI (19.1,NE) (19.1,NE)

NE = not estimable
*Median duration of follow-up was 17.45 months (25", 75™ percentile: 12.9, 22.0) for the first
55 patients and 10.05 months (25", 75" percentile: 5.9, 15.9) for the 143 efficacy evaluable patients.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
selpercatinib in patients aged 6 months and below in solid tumours (see section 4.2 for information on
paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
selpercatinib in one or more subsets of the paediatric population in relapsed/refractory solid tumours,
including RET fusion-positive solid tumours, RET-mutant medullary thyroid cancer, and other
tumours with RET alteration/activation (see section 4.2 for information on paediatric use).

Conditional approval

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year and this SmPC will be
updated as necessary

5.2 Pharmacokinetic properties

The pharmacokinetics of selpercatinib were evaluated in patients with locally advanced or metastatic
solid tumors administered 160 mg twice daily unless otherwise specified. Steady-state selpercatinib
AUC and Cnax increased in a linear to supra-dose proportional manner over the dose range of 20 mg
once daily to 240 mg twice daily.

Steady-state was reached by approximately 7 days and the median accumulation ratio after
administration of 160 mg twice daily was 3.4-fold. Mean steady-state selpercatinib [coefficient of
variation (CV%)] Cuax Was 2,980 (53%) ng/mL and AUCO0-24h was 51,600 (58%) ng*h/mL.

In vitro studies indicate that selpercatinib does not inhibit or induce CYP1A2, CYP2B6, CYP2C9,
CYP2C19, or CYP2DG6 at clinically relevant concentrations.

In vitro studies indicate that selpercatinib inhibits MATE1, P-gp, and BCRP, but does not inhibit
OATI1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, BSEP, and MATE2-K at clinically relevant
concentrations. Selpercatinib may increase serum creatinine by decreasing renal tubular secretion of
creatinine via inhibition of MATEL.
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Absorption

After an oral dose of 160 mg, Retsevmo was rapidly absorbed, with Tmax of approximately 2 hours.
Geometric mean absolute oral bioavailability was 73.2% (range: 60.2-81.5%)).

Effect of food
Compared to selpercatinib AUC and Cnax in the fasted state, selpercatinib AUC was increased by 9%

and Cmax was reduced by 14% after oral administration of a single 160 mg dose to healthy subjects
taken with a high-fat meal. These changes were not considered to be clinically relevant. Therefore,
selpercatinib can be taken with or without food.

Distribution

Selpercatinib mean (CV%) volume of distribution (V/F), estimated by Population PK analysis, is 191
(69%) L following oral administration of selpercatinib in adult patients. Selpercatinib is 96% bound to
human plasma proteins in vitro and binding is independent of concentration. The blood-to-plasma
concentration ratio is 0.7.

Biotransformation

Selpercatinib is metabolized predominantly by CYP3A4. Following oral administration of a single
['*C] radiolabeled 160 mg dose of selpercatinib to healthy subjects, unchanged selpercatinib
constituted 86% of the measured radioactive components in plasma.

Elimination

The mean (CV%) clearance (CL/F) of selpercatinib is 6.0 (49%) L/h and the half-life is 22 hours
following oral administration of selpercatinib in adult patients. Following oral administration of a
single ['*C] radiolabeled 160 mg dose of selpercatinib to healthy subjects, 69% (14% unchanged) of
the administered radioactivity was recovered in faeces and 24% (11.5% unchanged) was recovered in
urine.

Special populations

Age, gender and body weight

Age (range: 15 years to 90 years) or gender had no clinically meaningful effect on the
pharmacokinetics of Retsevmo. Patients with a body weight <50 kg should start Retsevmo treatment
with a dose of 120 mg twice daily, while patients >50 kg should start Retsevmo treatment with a dose
of 160 mg twice daily.

Hepatic impairment

Selpercatinib AUC., increased by 7% in subjects with mild, 32% in subjects with moderate
Child-Pugh classification. Thus, selpercatinib exposure (AUC) in subjects with mild and moderate
hepatic impairment (Child-Pugh class A and B) is comparable to exposure in healthy subjects when a
dose of 160 mg is administered.

Selpercatinib AUCy., increased by 77% in subjects with severe hepatic impairment (Child-Pugh class
C). There is limited clinical data on the safety of selpercatinib in patients with severe hepatic
impairment. Therefore, dose modification is recommended for patients with severe hepatic impairment
(section 4.2).

Renal impairment

In a clinical pharmacology study using single dose selpercatinib 160 mg, exposure (AUC) was
unchanged in subjects with mild, moderate, or severe renal impairment. End stage renal disease (¢GFR
<15 ml/min) and dialysis patients have not been studied.
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Paediatric population
Based on limited pharmacokinetic data, the Crmax and AUC was similar in adolescent patients,
12-18 years of age, and in adults.

5.3 Preclinical safety data

Repeat-dose studies were conducted in rats and minipigs to characterize toxicity. Target organs of
toxicity common to the rat and minipig were hematopoietic system, lymphoid tissues, tongue,
pancreas, epiphyseal growth plate, and male reproductive tissues. In general, toxicities in these organs
were reversible; the exception was the testicular toxicity. Reversible toxicity was observed in the
ovaries and gastrointestinal tract in minipigs only; at high doses, gastrointestinal toxicity caused
morbidity at exposures in minipigs that were generally lower than exposures determined in humans at
the recommended dose. In one minipig study, females exhibited a slight, reversible increase in QTc
prolongation of approximately 12% compared to controls and 7 % compared to pre-dose values.
Target organs of toxicity observed only in rats were incisor tooth, liver, vagina, lungs, Brunner’s
gland, and multi-tissue mineralization associated with hyperphosphatemia. These toxicities only
occurring in these organs in rats were reversible.

Genotoxicity

Selpercatinib is not genotoxic at therapeutic doses. In an in vivo micronucleus assay in rats,
selpercatinib was positive at concentrations >7 times the Cmax at the human dose of 160 mg twice
daily. In an in vitro micronucleus assay in human peripheral blood lymphocytes, an equivocal
response was observed at a concentration approximately 485 times the Cmax at the human dose.

Mutagenesis
Selpercatinib did not cause mutations in a bacterial mutagenicity assay.

Carcinogenesis
Long-term studies to assess the carcinogenic potential of selpercatinib have not been performed.

Embryotoxicitiy / Teratogenicity

Based on data from animal reproduction studies and its mechanism of action, selpercatinib can cause
foetal harm when administered to a pregnant woman. Administration of selpercatinib to pregnant rats
during organogenesis at maternal exposures that were approximately equal to those observed at the
recommended human dose of 160 mg twice daily resulted in embryolethality and malformations.

Reproduction toxicity

Results of studies conducted in rats and minipigs suggest that selpercatinib could impair fertility
in males and females.

In a fertility study in male rats, dose-dependent germ cell depletion and spermatid retention were
observed at subclinical AUC-based exposure levels (0.2 times the clinical exposure at the
recommended human dose). These effects were associated with reduced organ weights, reduced
sperm motility, and an increase in the number of abnormal sperm at AUC-based exposure levels
approximately twice the clinical exposure at the recommended human dose. Microscopic
findings in the fertility study in male rats were consistent with effects in repeat dose studies in
rats and minipigs, in which dose-dependent, non-reversible testicular degeneration was
associated with reduced luminal sperm in the epididymis at subclinical AUC-based exposure
levels (0.1 to 0.4 times the clinical exposure at the recommended human dose).

In a fertility and early embryonic study in female rats, a reduction in the number of estrous
cycles as well as embryolethality were observed at AUC-based exposure levels approximately
equal to clinical exposure at the recommended human dose. In repeat-dose studies in rats,
reversible vaginal mucification with individual cell cornification and altered estrous cycles were
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noted at clinically relevant AUC-based exposure levels. In minipigs, decreased corpora lutea
and/or corpora luteal cysts were observed at subclinical AUC-based clinical exposure levels
(0.07 to 0.3 times the clinical exposure at the recommended human dose).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content

Cellulose, microcrystalline
Silica, colloidal anhydrous

Capsule shell

Retsevmo 40 mg hard capsules
Gelatin

Titanium dioxide (E171)

Iron Oxide (E172)

Retsevmo 80 mg hard capsules
Gelatin

Titanium dioxide (E171)
Brilliant Blue FCF (E133)

Capsules black ink composition

Shellac

Ethanol (96 per cent),

Isopropyl alcohol

Butanol

Propylene glycol

Water, purified

Ammonia solution, concentrated
Potassium hydroxide

Iron oxide black

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

18



6.5 Nature and contents of container
Plastic bottle
Each pack contains 1 HDPE bottle with a plastic screw cap.

Retsevmo 40 mg hard capsules
Retsevmo 40 mg hard capsules is supplied as a 60 count HDPE bottle.

Retsevmo 80 mg hard capsules
Retsevmo 80 mg hard capsules is supplied as 60 count HDPE bottle or 120 count HDPE bottle.

Blister pack

Retsevmo 40 mg hard capsules
Supplied as PCTFE/PVC blisters sealed with an aluminium foil in a blister card, in packs of 14, 42, 56
or 168 hard capsules.

Retsevmo 80 mg hard capsules
Supplied as PCTFE/PVC blisters sealed with an aluminium foil in a blister card, in packs of 14, 28, 56
or 112 hard capsules.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Papendorpseweg 83
3528BJ Utrecht

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001
EU/1/20/1527/002
EU/1/20/1527/003
EU/1/20/1527/004
EU/1/20/1527/005
EU/1/20/1527/006
EU/1/20/1527/007
EU/1/20/1527/008
EU/1/20/1527/009
EU/1/20/1527/010
EU/1/20/1527/011
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 11 February 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Lilly, S.A.

Avda. de la Industria, 30
28108 Alcobendas, Madrid
Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURSs)

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14a(4) of Regulation (EC) No
726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date

In order to further confirm the efficacy and safety of selpercatinib in the treatment | 31 December
of patients with RET fusion-positive NSCLC, RET fusion-positive thyroid cancer | 2023

and RET mutant MTC, the MAH should submit the final data from the pivotal
study LIBRETTO-001 by

In order to further confirm the efficacy and safety of selpercatinib in the 31 October
treatment of patients with RET fusion-positive non-small cell lung cancer, the 2023
MAH should submit the clinical study report of the Phase 3 study J2G-MC-JZJC
(LIBRETTO-431) comparing selpercatinib to platinum-based and pemetrexed
therapy with or without pembrolizumab in patients with locally advanced or
metastatic, RET-fusion-positive non-squamous NSCLC. The CSR should be
submitted by

In order to further confirm the efficacy and safety of selpercatinib in the 28 February
treatment of patients with RET-mutant medullary thyroid carcinoma, the MAH 2025
should submit the clinical study report of the Phase 3 study J2G-MC-JZJB
(LIBRETTO-531) comparing selpercatinib to physician’s choice of cabozantinib
or vandetanib in patients with progressive, advanced, kinase inhibitor-naive,
RET-mutant MTC. The CSR should be submitted by
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PLASTIC BOTTLE - CARTONS FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 40 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

PLASTIC BOTTLE - LABEL FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

If inner seal is broken, do not use.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Lilly logo

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER PACK - CARTONS FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 40 mg selpercatinib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 hard capsules
42 hard capsules
56 hard capsules
168 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/004 (14 hard capsules)
EU/1/20/1527/005 (42 hard capsules)
EU/1/20/1527/006 (56 hard capsules)
EU/1/20/1527/007 (168 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 40 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER CARD FOR 40 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg hard capsules
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

morning

evening
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER TO BE USED INSIDE THE BLISTER CARDS FOR 40 MG
HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 40 mg
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PLASTIC BOTTLE - CARTONS FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules
120 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/002 (60 hard capsules)
EU/1/20/1527/003 (120 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 80 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

PLASTIC BOTTLE - LABEL FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

60 hard capsules
120 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

If inner seal is broken, do not use.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Lilly logo

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/002 (60 hard capsules)
EU/1/20/1527/003 (120 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER PACK - CARTONS FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. STATEMENT OF ACTIVE SUBSTANCE

Each hard capsule contains 80 mg selpercatinib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 hard capsules
28 hard capsules
56 hard capsules
112 hard capsules

5. METHOD AND ROUTE OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Discard unused contents appropriately.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1527/008 (14 hard capsules)
EU/1/20/1527/009 (28 hard capsules)
EU/1/20/1527/010 (56 hard capsules)
EU/1/20/1527/011 (112 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Retsevmo 80 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER CARD FOR 80 MG HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg hard capsules
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

morning

evening
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER PACK - BLISTER TO BE USED INSIDE THE BLISTER CARDS FOR 80 MG
HARD CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

Retsevmo 80 mg
selpercatinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Retsevmo 40 mg hard capsules
Retsevmo 80 mg hard capsules
selpercatinib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

- This leaflet has been written as though the person taking the medicine is reading it. If you are
giving this medicine to your child, please replace “you” with “your child” throughout.

What is in this leaflet

What Retsevmo is and what it is used for

What you need to know before you take Retsevmo
How to take Retsevmo

Possible side effects

How to store Retsevmo

Contents of the pack and other information

A e

1. What Retsevmo is and what it is used for
Retsevmo is an anticancer medicine containing the active substance selpercatinib.

It is used to treat either of the following cancers which are caused by certain abnormal changes in the

RET gene and which have spread and/or cannot be removed by surgery:

- A type of lung cancer called non-small cell lung cancer, in adults.

- Thyroid cancer (any type) in adults.

- A rare type of thyroid cancer called medullary thyroid cancer in adults and adolescents 12 years
and older.

Retsevmo can be prescribed if prior therapies have failed to control your lung or thyroid cancer.

Your doctor will perform a test to check if your cancer has a change in the RET gene to make sure that
Retsevmo is right for you.

How Retsevmo works

In patients whose cancer has an altered RET gene, the change in the gene causes the body to make an
abnormal RET protein, which can lead to uncontrolled cell growth and cancer. Retsevmo blocks the
action of the abnormal RET protein and so may slow or stop the growth of the cancer. It may also help
to shrink the cancer.

If you have any questions about how Retsevmo works or why this medicine has been prescribed for
you, ask your doctor.
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2. What you need to know before you take Retsevmo

Do not take Retsevmo
- if you are allergic to selpercatinib or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions

Talk to your doctor before taking Retsevmo:

- If you have high blood pressure

- If you have been told that you have an abnormality of your heart tracing after an
electrocardiogram (ECG) known as prolonged QT interval.

- Retsevmo may affect fertility in females and males, which may affect your ability to have
children. Talk to your doctor if this is a concern for you.

- If you have a recent history of significant bleeding.

Retsevmo may cause hypersensitivity reactions such as fever, rash and pain. If you experience any of
these reactions, talk to your Doctor. After checking your symptoms, your Doctor may ask you to take
corticosteroids until your symptoms are better.

See section 4, “Possible side effects”, and talk to your doctor if you have any symptoms.

What your doctor will check before and during your treatment

- Retsevmo may affect your blood pressure. You will have your blood pressure measured before
and during treatment with Retsevmo.

- Retsevmo may affect the way your liver works. Tell your doctor right away if you develop
symptoms of liver problems including: jaundice (yellow discoloration of the skin and eyes), loss
of appetite, nausea or vomiting, or pain on the upper right side of your stomach area.

- Retsevmo may result in abnormal ECGs. You will have an ECG taken before and during your
treatment with Retsevmo. Tell your Doctor if you experience fainting as it may be a symptom of
abnormal ECG.

- You will have regular blood tests before and during treatment with Retsevmo, to check your
liver function and electrolytes (such as sodium, potassium, magnesium and calcium) in your
blood.

Children and adolescents

Retsevmo is not intended for use in patients less than 18 years of age in lung or thyroid cancer other
than medullary thyroid cancer.

The medullary thyroid cancer indication does not cover children younger than 12 years of age.

Other medicines and Retsevmo
Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines.

In particular, tell your doctor or pharmacist before taking Retsevmo if you are taking the following:
- medicines that may increase the concentration of Retsevmo in the blood:

o Clarithromycin (used to treat bacterial infections)

o Itraconazole, ketoconazole, posaconazole, voriconazole (used to treat fungal

infections)

o Atazanavir, ritonavir, cobicistat (used to treat HIV infections/AIDS)
- medicines that may reduce the effectiveness of Retsevmo:

o Carbamazepine (used to treat epilepsy, nerve pain, bipolar disorder)
Rifampicin (used to treat tuberculosis (TB) and some other infections)
St. John’s wort (a herbal product used to treat mild depression and anxiety)
Repaglinide (used to treat type 2 diabetes and control blood sugar)
Dasabuvir (used to treat hepatitis C)
Selexipag (used to treat pulmonary arterial hypertension)
Digoxin (used to treat heart disorders)

O O O 0 O O
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o Omeprazole, lansoprazole, or other proton pump inhibitors used to treat heartburn,
ulcers, and acid reflux. If you are taking any of these medicines, then take Retsevmo
with a full meal

o Ranitidine, famotidine or other H2 blockers used to treat ulcers and acid reflux. If you
are taking any of these medicines, then you need to take them 2 hours after taking
Retsevmo

Pregnancy, breast-feeding and fertility

Pregnancy

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor before
taking this medicine.

You should not use Retsevmo during pregnancy, since the effect of Retsevmo on the unborn is not
known.

Breast-feeding
Do not breast-feed during treatment with Retsevmo as Retsevmo could harm a breast-fed baby. It is

not known if Retsevmo passes into breast milk. You should not breast-feed for at least one week after
your last dose of Retsevmo.

Contraception
It is recommended that women avoid becoming pregnant and that men do not father children during

treatment with Retsevmo, because this medicine could harm the baby. If there is any possibility that
the person taking this medicine may become pregnant or father a child, they must use adequate
contraception during treatment and for at least one week after the last dose of Retsevmo.

Fertility
Retsevmo can affect your ability to have children. Talk to your doctor to seek advice about fertility
preservation prior to treatment.

Driving and using machines
You should take special care when driving and using machines as you may feel tired or dizzy while
taking Retsevmo.

3. How to take Retsevmo

Always take this medicine exactly as your doctor or pharmacist has told you, at the dose prescribed for
you. Check with your doctor or pharmacist if you are not sure.

How much to take
Your doctor will prescribe the right dose for you. The maximum recommended dose is as follows:

- Less than 50 kg body weight: 120 mg twice daily.

- 50 kg body weight or greater: 160 mg twice daily.

Retsevmo is taken twice a day at about the same time every day, preferably in the morning and
evening.

If you get certain side effects while you are taking Retsevmo your doctor may lower your dose or stop

treatment temporarily or permanently.

You can take the capsules either with or without food. Swallow the capsule whole with a glass of
water. Do not chew, crush or split the capsule before swallowing.
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The bottle is protected by a plastic screw cap:

To open the bottle, push down the plastic screw cap while turning it anticlockwise as shown in
the picture.

To close the bottle, turn the cap clockwise tightly.

If you take more Retsevmo than you should
If you take too many capsules, or if someone else takes your medicine, contact a doctor or hospital for
advice. Medical treatment may be necessary.

If you forget to take Retsevmo
If you vomit after taking the dose or forget a dose, take your next dose at your usual time. Do not take
a double dose to make up for the forgotten or vomited dose.

If you stop taking Retsevmo
Do not stop taking Retsevmo unless your doctor tells you to.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
4. Possible side effects
Like all medicines, this medicine can cause side-effects, although not everybody gets them.

Contact your doctor immediately for any of the following: .

- Liver problems (which may affect more than 1 in 10 people and can be associated with
abnormalities in liver blood tests, such as increased liver enzymes) including: yellow
discoloration of the skin and eyes (jaundice), darkening of the urine, loss of appetite, nausea or
vomiting, or pain on the upper right side of your stomach area

- Allergic reaction typically shown by fever and muscle and joint pain followed by rash (which
may affect up to 1 in 10 people)

- High blood pressure (which may affect more than 1 in 10 people)

- Bleeding with symptoms such as coughing up blood

Tell your doctor, pharmacist or nurse if you notice any of the following side effects:

Very common (may affect more than 1 in 10 people)

- Dry mouth

- Diarrhoea

- Fatigue or tiredness

- Constipation

- Headache

- Nausea (feeling sick), pain in the belly, vomiting,

- Decreased appetite

- Fluid retention that may cause swelling in your hands or ankles (oedema)
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- Increased blood levels of creatinine in tests, which may indicate that kidneys are not working
properly (renal disorders)

- Abnormal ECG

- Reduced number of blood platelets, which may cause bleeding and/ bruising

- Bleeding symptoms

- Fever or high temperature

- Rash

- Dizziness

- Reduced number of white blood cells

- Low blood levels of magnesium

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects, you can help provide more information on the safety
of this medicine.

5. How to store Retsevmo
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the bottle label or blister card and
carton after “EXP”. The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not use this medicine if you notice that the inner seal is broken or shows signs of tampering.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Retsevmo contains
The active substance is selpercatinib. Each hard capsule contains 40 or 80 mg selpercatinib.

The other ingredients are:

- Capsule content: colloidal anhydrous silica, microcrystalline cellulose

- Capsule shell 40 mg: gelatin, titanium dioxide (E171), and iron oxide (E172).

- Capsule shell 80 mg: gelatin, titanium dioxide (E171), and brilliant blue FCF (E133).

- Black ink: Shellac, Ethanol (96 per cent), Isopropyl alcohol, Butanol, Propylene glycol, Water,
purified, Ammonia solution (concentrated), Potassium hydroxide, Iron oxide black

What Retsevmo looks like and contents of the pack
Retsevmo 40 mg is supplied as grey opaque hard gelatin capsule, with black “Lilly”, “3977” and
“40 mg” script.

Retsevmo 80 mg is supplied as blue opaque hard gelatin capsule, with black “Lilly”, “2980” and
“80 mg” script.

Retsevmo is available in a white opaque bottle with a plastic screw cap, containing 60 hard capsules of
40 mg and either 60 or 120 hard capsules of 80 mg. Each carton contains one bottle.

Retsevmo is available in blister packs of 14, 42, 56 or 168 hard capsules of 40 mg and 14, 28, 56 or
112 hard capsules of 80 mg.
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Not all the pack sizes may be marketed.

Marketing Authorisation Holder

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

Manufacturer

Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Spain

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgique/Belgié/Belgien
Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

Bbuarapus

TII "Enu JIunn Henepaann" b.B. - bearapus

Ten. + 359 2 491 41 40

Ceska republika
ELI LILLY CR, s.r.o0.
Tel: + 420 234 664 111

Danmark
Eli Lilly Danmark A/S
TIf: +45 45 26 60 00

Deutschland
Lilly Deutschland GmbH
Tel. +49-(0) 6172 273 2222

Eesti
Eli Lilly Nederland B.V.
Tel: +372 6 817 280

EArada
OAPMAXEPB-AIAAY A.E.B.E.
TnA: +30 210 629 4600

Espaiia
Lilly S.A.
Tel: + 34-91 663 50 00

France
Lilly France
Tel: +33-(0) 1 5549 34 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 1 2350 999

Ireland
Eli Lilly and Company (Ireland) Limited
Tel: +353-(0) 1 661 4377
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Lietuva
Eli Lilly Lietuva
Tel. +370 (5) 2649600

Luxembourg/Luxemburg
Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

Magyarorszag
Lilly Hungaria Kft.
Tel: + 36 1 328 5100

Malta
Charles de Giorgio Ltd.
Tel: + 356 25600 500

Nederland
Eli Lilly Nederland B.V.
Tel: +31-(0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: +47 22 88 18 00

Osterreich
Eli Lilly Ges.m.b.H.
Tel: +43-(0) 1 711 780

Polska
Eli Lilly Polska Sp. z o.0.
Tel: +48 22 440 33 00

Portugal
Lilly Portugal Produtos Farmacéuticos, Lda
Tel: +351-21-4126600

Roménia
Eli Lilly Roménia S.R.L.
Tel: +40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10



island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: + 39- 055 42571

Kvnpog
Phadisco Ltd
TnA: +357 22 715000

Latvija

Eli Lilly (Suisse) S.A Parstavnieciba Latvija
Tel: +371 67364000

This leaflet was last revised in.

Slovenska republika
Eli Lilly Slovakia s.r.0.
Tel: +421 220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: + 46-(0) 8 7378800

United Kingdom (Northern Ireland)
Eli Lilly and Company (Ireland) Limited
Tel: +353-(0) 1 661 4377

This medicine has been given ‘conditional approval’. This means that there is more evidence to come

about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and

this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu

49



Selpercatinib
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14. BAELDEE

14.1 EHZAEOEE
PTPEEOEANIPTPY — bS5 L CTIRH T % & 5 4R
B LI L, PTPY — FOFRAIZ L D A EEAFBATE E A,
AT A Ly B3Il 2 B 2 U CHERRITH 50 B 2 40
REZIRT L DDA,

15. Z DDEER
15.2 FEEERRERABRICE D 155k
5y MEREGHEERBEICBWT, C MIBUABER LD
DARCEEF T, M BFIE. B MY R EUE B
WAL (32 Y oRERIC X 2 Ml o 22 k) 23
R bz,

16. EMEIHEE
16. 1 IMAEE
16. 1.1 B@EZE
H A T 5 186112 331> TAHI 100, 200, 300 % Uf400m g™
HERECR G L & &, s AR B E 3% G- 4 ~ 6 Wi
BICRD SN, O, MEETRER 2 koW R E R L.
Conax e FAUC,.. 12100~400mg D J AP T, 1E T IS H B

LcigmL72Y,

A A W38 58512 ARHKI100, 200, 300 0°400mg™ % Hilal ¢ 1% 5
L7z& XDEWERE T X — 5 (CEHHEHEEE)

=i ik
<§§a) AR (hgﬁm i m:pgﬁm W
100 3 103+42.0 6 10.1£3.53 115%46.0
200 6 186+91.6 4 16.8+6.94 101+14.1
300 6 392+198 5 294+11.8 90.2+13.7
400 3 447+240 6 32.1+4.66 114+44.7
JEL) el
1000

E (he/mL)

100 b

b}

- -= - -400mg(n=3)
--4--300mg(n=6)

FHmEERN TS

—e— 200mg(n=6)

—— 100mg(n=3)
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XY 5 = 71000 2000 300% UA00mg™! % Wil 14k 5% 00 14 vh
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16.1.2 R1E#RE

H AN B B %12 B3 VT AKI100. 2000 3005 U400mg™
Z 1 H1m28H BRI Lz e & kN y 74 =
TR 3 GBI R28 H IR IS E R IRB IS T 5 e E A D
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A B T 96 522 A #1100, 200 300% 0°400mg™ % 1 H 1 |28 H
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) | | o | ) | e b | AR
100 3 1200+583 4 20.5+5.00 14.2+18
200 4 922+259 6 18.3+5.71 6.2+19
300 3 1580+302 6 29.9+4.60 53+1.2
400 1 2050 4 44.6 6.5
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16.2 BRIR

16.2.1 BEORE

TR F 1660 % %3 502, AFI300mgx EHICHEG Lz &,
AHEDOAUCITIZEFIC L 2 BIIRD DN h o7z, AFHID
Conax (1 2R GAC IR, BRES- TEL 2 (11%) B4
AED LN BHEAT—5),

16.3 9%
AR MILET7 V7 I Y R b oo  BEREREICH S L.
BERREAZRIIH0%TH 2 (inviro) o

16. 4 X35
felt B B PR B 4 0\ M CRE RN 7 4 = 7'800mg & Bl iE L
G L7z& &, Mm%E, RREOFEHRI, NV FT¥ =T ONF F
YRR ONE A F VR sk E 7z, IRILOE P IZ AR
Dr Vv YR LR s hY BHEAF—5),
N A FIARIZFIZCYPSA4IC L D A L, N-F F ¥ FRIZ7
SEVEHE/ X7 —¥ (FMOLKRUFMO3) 124 b4
W L7 (invitro)



16.5 HEtt
T HE B VR B 4 IS CIE RN 4 = 7800mg % Bl L]
PG L7k &, 55211 F TORBEREDEEE13469% T
ot FR ORI ZNZ NI L 72 BUH fig D #944% i OF
25% A3l S =2 (BHEAT— %),

16.6 HENEREF I 2BE

16.6. 1 BIEREEZ2F I 2HREICH T 5EYENRE
sVT7F=v2)T7 I A (CrCL) 12D R (CrCL :
50mL/minkk E80mL/minkk ). & (CrCL : 30mL/min
Pl E50mL/mins i) K OVEE (CrCL : 30mL/mink i) @
B A, I O EE (CrCL : 80mL/minid) @
FF3261 % 51T, AHKIS00me™! & MR G Lfme BREE,
Fp A T OVER B AR RE R A T Ud, R BE AT IE e T B R
FIHAR NV F 5 =T DOAUCIE Z N2 146% (). 62% (h
SER) RUT9% (FEEE) LREfizRLz. —Ji. NUTFY=T
DC o\ TS, AR OV H BB R RERE 5 Tl B RRREATIE
TR ISR, ENENT % (BEE). 9% (hEEE)
FO11% (EFE) @iz R L7zd% WS akmaiizifo shs
Hro2? BHEAF—%)o [9.2 ]

16.6.2 FFREEE2F § 2 WEBRE(CH (T HEYENRE
B} (Child-Pugh%#8HA). %% (Child-Pugh%-#8B) K U°HE
g (Child-PughZC) O IFHEHERE S 06 NI RERE RS O &
30602, AHKIS00mg™ % HEEIHE G Lize NV Ty =70
AUCIZIE, st & W N OIFHEREREE S & ORI TE
HDOONLDoT0 —H N FF=TDC,, Ik, B
HLWED D VTP EEIRERESE OB TR bk
Mo 72b OO, MERFEPERE IR, EEFEREREEE TlEChay
1329% K70 5 727 (BHEIAT— %)

16.7 EMHEE(ER

16.7.1 U7 7> EY > (CYPIAFEH) LOHAICLZE
TR REW ER 1660 &2 X 51, Ny 77 = 7300mgh N 7 7 v
Y'Y r600mg/HZ PG Lk &, Ny 75 = T HMEY
IR, N7 =T OAUCIA0% A Lz N T8 =7
DCoxlZlE V7 7 YV VBRI X 2B TR SN o
728 (BHEAF— %), [10.2 ZH]

16.7.2 X hRJLX > (OCT2HE) EDHAICKE
TEREB R E 146 % K R12, A BRIV 2 »1000mg L N> 7%
= 7800mg™ Z PG L2 &, X MRV I HMERGC
AR, X MRV I Y OAUCKUC,ld & N2 174% K UN50%34
MU, APRNVIVOEZY T 5> A1352%84 L 72" (HhE
AN7—=7%), [10.2 ZH]

16.7.3 %> > (PHEEREHE) LOHAICLD®
R ERE 14 2 5 1S, VT F Y 2 028mgh Ny 74 =
7300mg % PEHIIR G Lz & &, Y IF Y v EMPG I,
TIF Y Y DAUCK UC, 13 Z L2 H123% Jz U829%34 i L 72"
FHEANT— %), [10.2 &)

16.7.4 4 h5aF VYV —JL (CYPSABHER) LNHAICKZE
TREHE R BRE 15 2 Xf 512, Ny 7 ¥ = 7300mgL 4 b5 2
F = n200mg/H # RS- Lz &, NU 7y = 7R
BRI, N Fy 2T OAUCIE %ML 720 N 7%
ZTDC W2 A P T IF Y=V X 2B LN
Tdro72 (REANT—4),

16.7.5 34V 5L (CYP3ARE) LOHAICLDE
R L7 2 W 512, Ny 5 = 7800mg™ BRI ¥
T ATE M E G L2 &, Ny FFZTIEIFIIL0D
MR IR RITE ah o7 BHEATF—%).

16.7.6 CYP1A2RU2COICH T BN T2 Z T DFEER
CYPLA2R UN2CZR 3 B8N ¥ 78 =7 OFHEAF M & 574l L 7=
FEg, N F & = 7I3CYPLA2J UR209% #H4 5 Z L AUR S
N7z (invitro) o CYP1A2K UFCYP2COIZ &9 % 38 1E H i3,
Bk I TR & 72 5 0 2 2 28% M 1838% (W
LA THs"Y,

16.7.7 FLEMME S > /XY (BCRP) (¥ 31N> F2=_7 DMK
E=EH
N7y = TIEBCRPE & T ET % (ICyfH : 11.9ug/mL)
Z e EnzY (invitro),
TE4) A OKE #13300mg/ H Td %o

17. BRER AR

17.1 BHERCR2M(ICEET 555k

17.1.1 ERE 1 /2 88
BV BRAHE 22 FRBR SRR O H AR N Z 140 2 g & LT,
AHI300me/ HH D74t Rk OBV E WA 5 IFEMIC X
L1/ 2 fHRERE JEhE L 72 AR MEFRAT R LA 3B B 1
2R IMZRRNE12385% (5 /136) Td - 720 BIVEIZ100% (14
BIAB) 2o SN, EaBEMIE. THI714% (1060). w5
ME64.3% (9Bl JUF695429% (6 61) TH- 72"

17.1.2 5 3 15
MUY BEANTE 20 HFUIRIR SRR - CRAIBE23140. 7T & R
10061) x4 & LT, AF300mg/ H A #0044 %
7T e R LK T L EERBEEA LIS 3 A B & JEhE
U720 EEFHGEH T®H 2 Wi§ i Juf) e 12280 < M EAAf
B O AT AR (e fif [95%E X M) & AHIFET
NE™ [249~NE] # H. 77 tK#<193 [1561~NE] # H
THh, FANZ T 7 LRI LRFHHMICEEREELZ R L
72 (N — FH046. 95%fEHH1X #0.31~0.69. p=0.0001 [& 2
T v gl 20094E 7 A3LHF—% A v b4 7). BIEHIE
AHIEE96.1% (222/23161) 123D S, FARFIERIE. FH
46.8% (10861). %&95424% (98%1). WilE24.7% (5761), M
0a234% (5461). E9E18.6% (4361) K UV 5718.6% (43%1)
THorBW,

100
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- 80
E 70
B ]
g o0
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£ 40
% 30
e
109 — 7St
0 T T T T T 1
0 6 12 18 24 30 36
HAR8 (R)
(n)

AFLILY 231 196 169 140 40 1 0
FStR 100 71 57 45 13 0 0
S 78 A7 ] O Kaplan-Meier i (S K FAT 0 S 42151

17.3 Z Db

17.3.1 QTRERICRIFTHE
TEHEREER Z 2400 % X1 512, NV F ¥ = 7700mg™ % WAl 5-
L7 L QTHOILE (114ms) 258 SbNize F72, NV
T 5 T ESHT I TH A4 ¥ v & b a v 32mg% i
Lz &, N7y = 7HMERGICHANTE S5 ICQTHFEA
E (108ms) 752 EdRanz® BHEATF—%),
FEL) R A S S T 1E200me/
1#:2) Not Estimable (@A)
113) ARFNOARFIR1Z300mg/HTH %o

18. ExhEIE

18.1 fEARF

18.1.1 & I WUIRJB 6 Bk % F s Ml i #k ® VEGFR-2 . EGFR.
RETS0Fu Y v ¥ F—¥0) VBLZHET S L1280,
SRS % i L7210

18.1.2 b MR IS AEMIE (HUVEC) ®VEGFR- 2 JUEGFR
OFaYvyEF—¥D) YELEHE L. VEGFILIIEGFH
B2 & 2 HUVEC O 845l % s L 72171

18.1.3 t MiligEkCalu- 6 Mtk Z L TR L 72X — F~v 7 X
WZBWT, N T 7 =702 & 2 BERE AR P o A PIRz A Ik
A Je O REBHBLB3E O B M AS7R b 17z, & bl H sk A549
MR A ENBRI L 72X — FY 2 2I2BWT, NvFy =7



W2 & B MRS LA A L 53R & 7

18.2 HREBRHR

18.2. 1 In vitro
RETHEARF AR Z AT % b b HURBE SR 1R TT K OMZ-
CRC- 1 Mgtk (ZNZNC634W K U MII8TZ L) D 1gjiti % )
HL 72,

18.2.2 In vivo
TTHIRIMEE K FRALL 72 X — K= 7 2128 W CIESHE G 2 1)
HL 7,

19. BRI TR T B IB(EZAIENR
—f&ERFE 1 N> 7% =7 (Vandetanib) (JAN)
1t % % : N-(4-bromo-2-fluorophenyl)-6-methoxy-7-
[ (1-methylpiperidin-4-yl) methoxy] quinazolin-4-
amine
: C,H,BrFN,0,
1 475.35
CRMIABOMETH S,

B SE B
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ERNEY EHBENDEFICOVNTOHESIT B &o

o, BERBICEILS. BEXIEZOREICHRIDER
ERURREZTHHAL. ARZETH5R5THT L.

2. EB (ROFBHICEFRELBVI L)
2.1 REIDRT I LBBREORMEED & 2 &
2.2 FREIIHIRL TW S ATRERE D & 5 %1 [9.55 ]

3. #ERE - MK
3.1 #8mK
HR7e & L < h7E)ldmg LrEvh 7 Ellimg
15 7L 17 7 )L
_, VYNFoTRYILEBEIL NF =T XV IVEERE
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Nl La—A, e RgFr7ollu—2, kRafxy 7o
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Z 7 ) VBB ) T 4

YLtila—2A, &7ax
O—XZ, D-v>= k=)L,
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3.2 REIDMEIR
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Al W 7L REH 7L
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b EREAER b EREAER
& T BREER T BENEH
WA NED
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k4. FEEX SRR
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(LYEZHFEILI0ME)
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5. $EERIIHRICEHET 2FE

(HRBYIBRTBE IR ERIABREE)

5.1 MEHE I 7 RICK BIBBE D 2 L LB R RS B & 1
T ARROENER OLREIIHELL TV,

S2HRRBICHAANONZBEHFOREMAMREEZIZOL
T [N7.ERBAE] OBEONEZBA L. KAOBEDER D
RaetkE+oIcBE Lz LT, BISEEORRZITY L,
[17.1.1. 17.1.2%H8]

(YIRS BE IR BTHRBRRER)

5.3 BEE (BRI Y ) —UEAEE. T4 ERENREE.
v A 7 OREREE. FFEIARERE, FE R L A ZE R
TSR SE) OMIG & 72 S BB E TN 2R OF
B R OB REL L CWL7e L,

5.4 BEIRAEBICHA AN S N2 BE O FFHREEEEDEESICO
W, [17. BREGE] OIEONE R L. REIOBZHEK
UM E2+0IC R L2 BT, BEEZEORBIRZITS &,
[17.1.3%28]

(EIBRASBETR BRIz

5.5 KFOMBIRHEIEEE L TCOBENER LRSI LT
WL,

*5.6 [17. HKRBE] OEHONEZBRM L., KR OFHHER D
ZaeE+oIcHR Lz LT, MISEEORIRZITS 2 &,
[17.1.4%88]

6. FENURAE

WAL R FIER ORI &

Ly Eeh T ldmg (HRIGTIRAREZ [@H . BMAIKIEL O NF=T
LY B h 7 10mg | FHREREE & LTIHIER4mg % & %
DBRTNEEIR g2, n5, BEOREC
# O EERET 5.

L B h T ldmg | DR B . A EEICHD
FaE HCLYNF=TELTCHE
60kgLl EDIFZEIX12mg. (AE
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b, EORE5T 5, 25, B
HOREI K VHEERET 5.

7. HENUREICEET R

(GHRELLE)

7.1 AR ORBHIESH E OFAICOVWT. AHERUR
EMIIHELL T,

RIBUIBRNEEIRERIREREE. YIPRABE/RRRIARSE)

*7.2 BMEA» S 5 bhizHEid, R, BEEZEIISU T
TOEEEZZEEL T, KAlzEE, KREXIHIET S &,
BELTHREEZMET 2551013, 1H1E20mg. 14mg.
10mg. 8mgXiddmglliEEd 5 2 &,



FE. KREROHIEEE L] mE 0B
EIVEF TE WE BEMN 5 v Grade | KA O # 55 aET DK
IR M FE140mmHg | AF O 5 % ke L. B 20RWERAPFB L7 |#88%& L<|dCGrade 1BIF
DL B SO R A I | RO G 2175 . 5E ICEEY 5 £ TIRES
90mmHgll ko & & B XIFAOHRSEZE
BREREICHES T, |[IEHIMEIS0mmHg 1 XM E L T 5 & ik
I A M E160mmHg | LR & O 45 58 #A 1 £ g5 (ED - MEHE -
8.1, 9.1.1. 11.1.1% DL B SO IRREA I E (9SmmHg L N ic 7 % & F - EDIR I (R T 12
w |l00mmHELLEQ & E | TAFIEHEL. HEH) AL TR ERD
ICEBIBEEITD. AN 2 B 2170,
KEIOHE%EHT 55 I ha—LTERVE
. 1BEEET 5. BICARA 2 R LR
Grade 40RIERA D | AHOHEZHIET 5, BY52&).
HE LGS KEO¥EZEHT 55
BEMEN 2 VW Grade | KA O #: 5 B taFT O K & 1BEREET %,
2X1¥Grade 3DEIE|RE XX Grade 1BIRIC Grade 3D EIER | A A % 5 545 #i DK
AR5 [ET 2L THREST S EELSOEIER HKELIHE KX 1xGrade 1BLIFIC
(ED - B - RS (FERMICEEP W EET 5 THRET S
LTI REDRTICE L] R EEERE OB (B - B - TF - &
RAEEITVL. T2 b HER<) RIEFEREETICN LT
O— L TEBVEHEIC V3R O B 12w E) 2 0
—an = FREIZRETH L), Bx{Fw, arbto—
LEPIAORITER HADRELTENT 518 T E 1 AR
. IBEREET 2. ERET S L),
Grade4 O EIEAN | REIOHGEHIET 2, KEIDO¥E % BT 55
HE LGS . 1BERET 2.
(EmEBDP SV Grade 40 EIERA D | AFOHEZH1ET 5,
KEEEREEOSBE HBLIBE
&, Grade 30EIfE (EmEBH»S 2 VER
HEECAEET ) KEEEREOSGE
*: GradelZCTCAE (Common Terminology Criteria for 2. Grade 30 FI{E
Adverse Events) version 4.01C¥ U %, HERUCAMEET )

(EIBRAEETR AT HRRESE)

7.3 BRFABEICBWVWT, PEE (Child-PughAa77~8) OfF
HWEREEZAET 2 HFMREEE ICHT 2R AMARIELIELE
8mgTH 2 ENHRSINT NS, [9.3.28H]

7.4 BWEAA H 6 b izBEid, ER. BEEEZIECTUT
DEEEERLC. AHEZREE, KFEEHETZEE,

U B B P R

Ftn A&

1 BB 2

2B PR R

SR E

12mg#1H1[E
#5

8mg#z1H1[E#% 5

4mg#1H

1E#% 5 |4mg % fa H % 5

8mg#x 1H1E
#5

dmg#z 1 H1ERS

Img#fREES

#wEzHILT %

A, RN O IEERE

EIfEA

TEEE

B

U A I E 140mmHg
DLk O3 HR R 4 1
90mmHgl Fo & &

ESUIOF EER i TAVN
MEERIOBRE 21T,

= ILE
[8.1, 9.1.1, 11.1.1
]

BBIEREICHIRS T,

U HA I £ 160mmHg
Bl B3 SRR A 1l
100mmHgbL ko & &

I fE B I £ 150mmH g
BUR B O HR 58 B 1
95SmmHgll iZ7% 2 &
THRAZREL., BEEA
ICEBIBEZIT.

FEOBREEEHT 55
& 1BEEET %,

Grade 40 EI{EH M
HIRLBA

FEDKRE2H1ET 2,

MmEEE N CEAR
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(FEREYICEFED W0
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D BRI FETR s 13 ] B s
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* ! GradeldCTCAE version 4.01C# L%,
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(FhgetiE)

8.1 MEDERNEBDENZZENH DD T, AFIDHKEH
TART R O SRR IS BRI IC MR E 2175 2 &0 [7.24
7.4, 9.1.1, 11.1.1=H]

8.2 EHREPHSONBZENHEHDT. ARIOERERGET KO
BRI ERNICREAZBET AL, [7.4. 11.1.75H]

8.3 BHEINHIAHS5DONBIENHSHD T, ERMNICMIEEH
BEZTO%E, BEOREZ+FICBRT L L, (7.4,
11.1.13%8#]

8.4 FEENHODLNDZZENHZDT. AAOHESEARH X
EHIRICHFHAERE., 7V EZ7EOREZIT & &,
BEORELZHFICBET 22 L, [11.1.5528H]

8.5 DMEEERERAHS6DNBH ENHSHDT. KHOHREEIHE
IR OB EHEFERNICOLDT I —, FoHELEREE
ZODBEREZTORE, BEOREZ+DICEHE TS
Lo [11.1.102H8]

8.6 AlEIREZESEAAHEMNENH 2D T, HBHLESTE
SNTVAHAICIE. ARLEBORTICARI O®S % i3
5T L. NBHIMEROBRSERIE. BEOREBIZE L TH
Wid s & [9.1.4, 11.1.155H]

8.7 ¥5%. EAIE. O F ., HERBEIHODNII LD D
DT, BHHEOERS, GRE2EOEHOREICRET 2B
WCIEERT AL O BEICHFICHAT A2 &,

8.8 EHNICIMIFE ALY T LBEZRITET 5 & [11.1.145H]

8.9 HRBHERTAHobN AT ENHHDT. KElDKRE
BARART & O H S HR P I E A I R RERE 21T O e &
BEORELZ+DICBRET S &, [11.1.173H]

(REYIRRTBE I ERIRRREE)

8.10 AAIESHNCILHBAR - BRSO EEREZ TR
BHEEBHIT, KEIOBRSHBTIZEEORBOBRECLEILE
BOBEDTER % +7(TH> T & [9.1.5, 11.1.25H]



9. B¥ENDEREHFIDEBICAHTIER

9.1 GIHIE - IEEZDH B EE

9.1.1 BMEFEDEE
BIMENSELT 2BZN0H 5,

9.1.2 RN H B EE
RIS OHBIMAH 5 bNEBENNH 5,

9.1.3 MEERAEX FZDEFEEDH D EE
MERERENSEANIIFRT 2BZNMDH 5,
11.1.4%H]

9.1.4 SEIHILERE. BUSHERULTLIRBWVLESE
BIEIREEBIES H 65 bbb 2 &ENH B, [8.64

9.1.5 $8EHR - ERE\DEEZHDHZEE
FEBfE/N - SRS EERE L. EERE . BE mmm
HobNbAIENHB. B, BRFERS(LEEETIX
%%~%W«@E%§ﬁ%ﬁ%mwﬁ\%mﬁ%ﬁé:&
[8.10, 11.1.2&H8]

9.1.6 MEERZEEITDEE
SHDBFHIRT 2BZNDEDH 5.

9.3 FFHkeEEEEE

9.3.1 EEDIKEEREEDH 3 EE
BEZERTHEEHIC, BEORELZ LVEHICHEL,
BEHERORRICHHERT A L. AFlOMPEEN R
THEOWEN DB, kB, BEEOFEERELET M
BRI R IIEB L T2, [16.6.25H]

9.3.2 hEEDIFHEEEEZEDS S THRESRE
BEZEEIHL LI, BEOREBZERICBEREL, £
HEORBICHOEET A&, 8. F%E (Child-Pugh
Z3A79) OFFHEEEREZET 5 MAaEERE T 5 R
ERIZEM LT\, [7.380]

9.4 &iEREEE I E
TEIRATE 72 20 IR U Cld AR S R O 548 T 1% —EH
M) 2B %2175 K OBET 52 &, [9.5. 15.2.15H]

9.5 1w
R IR L T WA A REE D S A Eicid, 5 LEWS
Lo NEBERRBEICE VT, RRIOEFESRT %IR8
L. BRMEL Tz ePHFESNTVAS, Tv NERUY
FICBVLWTHREY - #HEEIBESNATVWS, 8. T
v NCIBERBEEL T TRO 6Nz, [2.2. 9.4%08]

[7.2, 7.4, 8.1, 11.1.1=H&]

[11.1.2%H]

[11.1.3.

11.1.152H]

[11.1.85H]

9.6 Z3LIE
BALEVWIENEZT LV, Ty MIBOLTHITHRABITT
BT EPHREIN TN,

9.7 INE
NEZEEZWRE LBERRBIIERL WL, $HhES v b
EFRWRERSHEERBICBVWT., THEOREREVED

BN e CREZEET 2HEPRD SN HAT v MTHE

L. BEEETORTEA LD BHICAL Nz, [15.2.220]
9.8 SnE

BEOREZTDICBEEL, HEIIRSTHI L, —RIZE

WECIIEMEBREPETRTLTWSZENEL, BIERPSH 5

NPT,

10. #EEEH
AHNIPHEEE (P-gp) RUCYPIADKEB L5, [16.453]
10.2 HAER (HAIEETSR L)

EE BN - BEAE | B - RRAT
P-gplaEA REIOMABED L5 N 6 ORA D HICE
rRaFI—L | TEAEESBD. | OP-gpEEEEET S

A FarJ—
V77T
A=
ATV Su b= G
YIUARY v
F=ov
R8I )%
[16.7.1%18]

ZE&IZE B,

HRIAE HEARIER - $EETER WP - fERRE T
CYP3A /P-gp#& | AAIOMARENET | Z 1 5 DEAIPCYP3A

Al THAREEN D . KUP-gpEEFHET S
V77T ZEiZ& B,
A = o
AN

A ITA T
V7 (St. John’s
Wort, &> b -
3—>RX-T7—1)
EEEME
[16.7.2%18]

1. BIWEA
ﬁ@@ﬁ%#ﬁ%bné EBHBHDT, BEETHFITITO.
BEPROONTHHICETRE2HIET 5740 E#EUI 2 LE
T52&,

1.1 EXZEER

*11.1.1 SMIE
EIE (56.0%). BIEZ Y —Y GEERH) Srdbobh
5T ENH D, BEIIG U TCHRERORE®1TS 5 E#E %
L%%ﬁé:a FAE, BitEd 5 WIEHORERE T

VRO LTELRWEIELSH 5 bNHBEICIE. BE. K
BN IIREEHIET A L, it\mmrﬁU~ﬁﬁ%6b
NGBS ERIEL, BUELEBZITY> 2 &, (7.2,
7.4, 8.1, 9.1.1%H8]

*11.1.2 D (16.2%)

B, MR, W, i, EEHm, M, EEH
MEOHMAHS5LNEENH B, £z, BRIFBEEIC
BWT., BB/ - SR> EEREL . EEiRtm. &
BHMAHSbNEZEND B, EHIRE ALK GER
BERAI & D KBHMLZFIAEOoNTED ., SEESAE
BEEBRL TWAHEICIE. BSHMoBEn»PH5, B
BhaHmAas o bngaIciE, H52Fh1E L. @) A0E
2175 2 &, [8.104 9.1.2. 9.1.5%]

*11.1.3 BIIRIIISEAREE (2.2%)

DAEZE. MIMERE, BREESOHIRMNEERESH S
bsZENH 5. [9.1.35H]

*11.1.4 BEIRIMISEAREE (2.2%)

FZERNE . AR AR RE . MAERRAR MARAE . PIAR AR RE 5
DOHARMRERIENSH 5bNH I ENH B, [9.1.3527]

*11.1.5 FFEE
AST. ALTE0D EE %5 FFEE (18.2%). 7L 73 VETR
(6.9%). FFHERGE (2.3%). FFR2Z (0.7%) EFdbobhn
HTENDHBH. [8.420]

*11.1.6 S2EABTR (0.5%)
EOEEAZSCAEBERPODNSZENH D, HE
ZILICE S flbRESNT V5,

*11.1.7 BEE
EBHR (32.2%). BHHERE (1.3%). BA2 (0.4%). %70
—VIEEEE (0.2%) EHobNAIENDH 5. (7.4, 8.25H]

*11.1.8 H{LEZL. BTN, <
RELrl (0.1%). BE (0.1%). BEME (0.1%).
(0.2%) EFbobNbAZENH 5. [9.1.65]

*11.1.9 OhEMEOEMEEREE (0.2%)

R, TR, AL, BERE. REESIROONIEEIEE
SxlkL, MEDIY ba—IL2E&D, BIRLEZITO I &,

*11.1.10 IDEE
DENQTEER (5.1%).
(0.5%). DAZ (0.4%) ENHobONETENH5S, (8

*11.1.11 FEEREE (33.3%)

*11.1.12 BRYE
SOEREGE (1.7%).
ONBHEND B,

BRHRED (1.6%). LS - HHE)
SZIE]

ffize (1.8%). BUMAE (0.6%) HEd 5



*11.1.13 SN
Mm/pREA (20.1%) . BmERED (9.1%). FHEREd
(9.0%). UL (3.6%). &Il (4.3%) F4H56D
NBIENDH B, BEE. HIMEREOHKIIHET 5 &
(7.4, 8.3%M]
*11.1.14 BAILY D LIE (3.2%)
B RIEREE NEOBEENH 2 BETEAER LI LN
BEEN TV, BEZ +2ITL, BEPROSNBE
I MEANLT T LBEZHEEL. WLYTLRIRES 3
YDA ORSEDOEY G NEEZITD 2 &, [8.85H]
11.1.15 BliSaRuERE
BEAR (0.4%). AIEER (0.1%) PHobhdal &id
%o AMEIBREEN & 5 b N7z, BIEPIRET 5%
THRAIOR G 2HIET B &, [8.6. 9.1.45H]
*11.1.16 BMEMMEZR (0.4%)
*11.1.17 BRERHEREIRT (18.7%) [8.9%M]
1.2 ZDftDEIER

30%LLE | 10~30%i | 5~10%R0 | 5%k
LARE TR (421 ED. ORZ, |DFEIRTER. | NEE,
%) WENE, BEEE | EMER. R S— Y0
Efs. HEEA| LR T
B M7 3I7—%
(DN
*| 25K |E WRE. TFHE |RE R |AE
TR RS HERE, HHKERE, o|ERES
& T
*| R B AR EGR MoK, I3
(37.6%) L ZAFHa—LD
EH. M h
U LOETR
*| HEHER BAEIR. A HEE. AR
] WE. VURE
R 7
FZE 2z BiEAE. F2JE REEE
WA, R
x| Z DAt FERED CRPD 7

14. BRLOER

14.1 FAIRMROER

14.1.1 PTPEEOEFNIPTPY — b2 5WMO B L TRAT %
EORETHI L, PTPY— FOBMRICE D O HATN
RERBEARA L, BICRZAE B L THIRAXAEOER
LEMEZHHET LI ENDS.

14.1.2 FANGBKICARE 2720 IRAERTICPTPY — b2
SHOHT LHEHTHT &,

15. ZDfDER

15.2 FERRAREERICE D B

15.2.1 REHSEEHE (v b A XRTYIV) OREM
MAEMBMEICB LT, BR (BLEMROED) KUINE
(UNRaRAsH) OZ LMD ONTHE D, LEEEICEEZ KX
T HEEMEARBIN T WS, [9.4508]

15.2.2 MEHEBEEREBEICBWVWT, Iy ROV L (BER
PEFET 2HE) CEHREAEROIEESRD 517z,
[9.7%18]

15.2.3 7 v PRUA X2V REZRSEEHHABRICB VLT,
HEoHm (1 X) RUOBEIBEREEE (Fv ) PRO5N
72

16. ZYENE

16.1 Mo

16.1.1 RIEIRS

* (1) BRSO AEE
HA B A A BEIGI AAH20mg™ X i24mg™ # | H 1 EiE
5 Lk s &0, PEREHEOMmEEHL N F = 7Bk
BEUTORICR L. MEHRSER O] HIERERS Lk

ISHEORYEIREIST A —F 2 RITRLIZe LYNFZTO
Crmax X O AUC 02 ITIZHARLFIEDITRD 5Nz RIEERS
ISHEZOENFHE L, FIEHRSOEER» SHRTTRETH O |
Cmax X UAUC (0-2an) O REBLEOTFIEIZ, 20mgik 5/ T
1.27TR U144, 24mgi 58 T1. 2K 1.32TH > 7V,

700 -
600 - —o— 20mg(n=3) —A— 24mg(n=6)
500 -
400
300 4
200 4
100

MAEHL >N F =7 (ng,mL)

0 4 8 12 16 20 24
IRER (h)
HARANBESABE KA ZREOKS Lz EomiEhL >~
NFZTRE (1HH) (P9l + R RE)

HARANBEES A BE SRR 2 REZO®RS Lz L EomiEh L
UNF T DEYFREIST X —F

Chax AUC ©-2m) tmax®
(ng/mL) |(ng-h/mL) (h)
(lnEl_i 309+60.1 2500647 2 (2-2)
) —
20mg/ H 5EE
415+267 3690+1790 2 (2-2)
(n=3)
éfiii 418+167 | 3150£352% | 2 (2-4)
) —
24mg, H 56E )
(n=6) 518209 414041350 2 (2-4)
SE(E £ IR

am=4, bmn=5, c:HRE (F/IME-BKE)

) RAIOAZBSN-FAERCHRZIR. THRIGVIRAREZ F R

BRIEL. [UUBRARE 2 MORRIE] 1324mg, H. [YIBRAEE % ATl A

#& | 13AEOkgl LA X 12mg, H. AEOkgRIEDIHA

i28mg,/ HTH 5.

(2) FHpRREERE
E R AR ICB W T, BHARAKROYE AR SR
HICHBAE & UTARAIBmg ((AE6OkgAM) Xidl2mg (fF
#E6Okghl b)) #1HIEREROZS LicEEDL O NFZT
OMEEF F T 7RELZRBHABCEICRITR L, HBHAR
8qmg& LizFHa e 2mge LIBELOMTLIYNF =T D
mEEd ~ 7 7 REICHESZREIRO NG P 57,

EREEEIAERBEICBIT 2L ONFZTOMEH ~ T 7 BE

Ffa A E
I FE R R 8mg 12mg

N Clrough (ng/mL) N Ctrough (ng/mL)
BV A VVEISHE| 136 | 37.70+25.58 | 299 | 40.83+34.97
22U A VVEIHE | 128 | 36.80+33.01 | 275 | 37.30+28.19
HEIVAZVEIHE | 62 32.46+33.83 | 139 | 40.95+40.39
F40 A ZVEIHE | 65 29.74+28.01 | 136 | 38.25%36.82
ESU A ZVEIHE | 65 36.07+40.59 | 129 | 34.02+27.09
Fov A ZUEIHE | 59 38.73+£50.49 | 128 | 32.94+25.89
P fE L R (R
16.2 ORI

*16.2.1 BEOXE

SEE AR L6 ARAI0mg™® & 7 10 A4 — /N —iEIC &
0. EERIIER (EENE) ICHEROKRS L. 2E
RrE B L T BREEDCna TAUC ©-nn DERRIICE
o d 2 EIERBD SNEH 57,

F) AAOARSN-FAERCHRIR., [RIGTIFRAGEZ H
WhE ] TUIRRAREE 2 lRRE] 1324mg, B TYIRRANREZ AT
M 13FE6Okgl EOHEIX12mg H. (KE60kg AT
DHBEIF8Mg ' HTH %,



16.3 &t
LUNF =T OEAMEERIZ7.9~98.6% (in vitroitE) .
96.6~98.2% (AANBESAEE) THhol. EHHEEE
HR7LTIvTHo729 Y,

16.4 X35
AENEEICT LT R F 04—, CYP3AIZ KD REFS
N, TN F 4 HPIEBENICEET 5 (n vitroRER) .
SE BT A BEOFNZCER-L >N F = 724mg % H[a]
BO®KE LR MEFOREEEO KRBT IERENETH
5729, [10. 28]

16.5 HEittt
NEAEFED A BEOFNCRER-L >N F = 724mg % Hi[6]
BROBE L&, #EI0BBRE TICERE L BIETEED 25
WBARHFUT, 64% PHEFICEIRS N7z, F7z. REUVHEFIC
et S N7 R BRI EZED ZNZTN0.38% X V2.5% T
BHoTo RE(RO MEEFIHEERFREIL, $935.48ETH -
729,

16.6 HENERZEIEE

16.6.1 BikEEEESEE
L YNF = 724mg Z S EANO BHEBENSIER B E (7L
7F=2 )75 A [Clal @ 290mL,/min. n=8). #E
(CLar : 60~89mL,min). H%E (CLe : 30~59mL, min)
NOEE (CLa: 15~29mL,/min) OBE#MERELET 56
g (&off) ICH[EHRE LT,
BE, FEERVEEOERERELE T HHEBREICBT
% Crad JEFREHERE OZNZN1.0. 0.61%V0.87FETHD.
AUC ©inn 13 BEHEEDZNZNI1.0. 0.90K%1.2(5TdH
>727,

16.6.2 FFiEREEEESE
AFNOmg % EAOFEENEH 2 HBE (n=8). BEF
(Child-Pugh#3A) KUOH%E (Child-Pugh%¥EB) @
AR E 2 BT 2HEE (Foffl) ICHERE L. £/,
RAHSmgENEADOEE (Child-Pugh%4EC) O FFHEEER
ERHT AHHEE (66]) ([CHERS L,
BE hEERCEEONKERELZ G T HHBEEICB T2
B EERHIE L7 Crax BERHERE 02 n210.97, 0.79% 0
1.1ETH 0., HEEMIELZAUC o-nn ZEBEHEBREDZ
neENnL.2, LIKRVL.8ETH 7Y, [9.3.1517]

16.7 EMIEEIER

16.7.1 Y barv—J
AEABERALONIC, LYNFZ T2 haFy — L EHH
BELEOCuak OAUC 0mn 13y LIYNFoTE SR
EPFR LB E SN TENZNIO% N ON5% EF L2, [10.2
2]

16.7.2 V7 7Y
SEEERALSHIC, LoNFZTR2Y 77 By b B
EIERHERE U7ZBO Cna CAUC ©0-nn 1&. L NF =
TR BMEE UG E E RN TEFNRZEN33% R U31% ER L
2o VT 7Y VOREEREHIC. LIYNFZTERY Ty
VYV ERIRHARS U7 O Cnax & CAUC ©o-nn 13, L
UNFZTERYT 7Y L HAIRIEMHARS LzGE s
HARTENZN24%KU37% A L7219, [10.258]

16.7.3 ZDfth
LUNFZ T, FUEMMEEH (BCRP) OFEEELHZ &,
MOUGTIAlZHET 52 & (ICwfE : 10.6umol /L) AR
anTwsd W (jn vitro).

17. ERFRRGE

17.1 BHUERUREMEICRIT 255k

(RIEBTIBRTBE1 ERIRBRAE)

17.1.1 EFEHESE MEEER
G 3 RIBEEE - At (I VROBAADRD 5
N, BEHE 3 7 RIGER 129 ALNISRBOEITAR
5Nz, XIFRBEHEEN600mCi [22GBq]l % #8 2 5 Mgtk
IAVRBEEZITCVS) ONLEIFRIBERE (FLEE.
AL, Hurthlefifa®E. R OMESLEE) 39261 (ARHIEE261
Bl [HARNBE3OB]. 75 ABEL3L6 [HARAEZ060])
ICBWT, 7ot R%2 BB E UTAA4Amg % 1 H 1 [E#
5 U 5E0EMEE BRI L.
7B DAZOBEE, DMEREBOBE, REAR, HitE
R, MEHERBIESEOENL S 5 BE. HEEH %
BEESNTWAEE, JBEHLDRICKFHE2Z I -8F. &
UQT RN 480msB D BE It s n/z, EFEFHEER T
b B EIEBEAEHE (PFS) OFFREIIARFRS5ET18.3
A, 79 RBET3.60ATHD ., AENET T wREHIHL
TPFSZARICER L7 (P<0.0001 ; EHILog RankfiE.
N —REH :0.21. 9% EHEXM : 0.14. 0.31) 2,
HAERBILHICB VLT, REIPEREG S N2614] (HAA30M4
Eate) F25461 (97.3%) ICRIEAP RO SNz, ExEl
ERE. BMELT7TH] (67.8%) FHI15941 (60.9%). &
BRBGE 13561 (51.7%) . (ARERAD 12361 (47.1%). 107
Bl (41.0%) 5510441 (39.8%). AN Z9661 (36.8%).
EHARI (32.6%). FE - BEEFMEARIEREEZIF]
(31.8%) ETH o7z, [5.220H]

EEELFHIE OKaplan-Meierghf

— K
10 4 --- TIRRE

8§ 10 12 14 16 18 20 22 24 26
R ()

at risk 4%

AFHIE 261 225 198 176 159 148 136 92 66 44 24 11 3 0

TIEARRE131 71 43 029 19 13 11 5 4 2 2 2 0 0

17.1.2 EA%E D855

FURARIE ORaTiE 3 7 JaIR U - St o st ER
g [ VROBAANPRD S nev, BEHE I 7 FinE
%127 AUWITIRBOETFRO 57z, NI RERED
600mCi [22GBql z#x % gttt 3 v #iakz I T a],
EIBRARED BIRIR REARRE X O FR AN BE D R IRR 2 LHE) 43
Blhcxt Uy ARAR2Amg 2 1 H 1S LB o Ret S G%)
MEFHE Lz, FEFMEEE 2 Zatte U, BIREHRIEE &
U CERMEZ R L7z BRITERITN RN 2N 2360,
SHIRX VBT -7,

43 r2f] (100%) ICEWERZRR® 5Nz, ELEIWERIZ.
EIMEI7THN (86.0%) FE - BIEFHFMERNRAERE34
Bl (79.1%) . BARBER33G] (76.7%) . 153161 (72.1%) .
EHER2561 (58.1%) . HAZE246] (55.8%) KO THI2201
(51.2%) TH -7z, [5.25H]

SCEIRIRARE | FRARBERRIE | FRRBRCR LR
n (%) (N=23) (N=8) (N=11)
7e@%% (CR) 0 0 0
#a%E% (PR) 16 (69.6) 1 (12.5) 3 (27.3)
Z7E (SD) 7 (30.4) 7 (87.5) 7 (63.6)
W%iET (PD) 0 0 1(9.1)




(UIRRASRE TR BT HRRESE)
17.1.3 EFEHREISE MAEEER

2 5L EED 7% W Child-Pugh 2 A O YRR AR EE 722
Rajg B & 0S40 (CARKIEEA786] [HANEESIF]. Vo7 =
= TEATOH [HANEZEZTH]) I2BWT, VIT7z=T%
HEHIEE L TARRI OB E R %5l Lz, KRBT
13AE60kg L E D BFICIIAH12mg 2 1 H1E. (£E60kgR
O BREIIIAFISmgZ I H1EHS L.

nB. BITEE (BRNIY ) — R AE. 59 EN
B, v A U uiEREEE. FERERBEE IR %E
BEE, MSHEEES) oMb E s BE RSN, £
ZIHMEEE Th S5 2EFHE (0S) KBV T. N —Fik
(95% fEHEXRE) 120.92 (0.79. 1.06) TH V. 95%EHEX
Mo FRAERNCHE LS —T > D1.08% RE > 72
ZERS, KEIBOY ST 2 2 TR T BIEB AT E
ficiE s Nz (OSOFRRE @ AFIBE3.6 0 H, VI 7=
ZTREI2.30H) Y,

REIDEG S N 7247661 (HAANSFI% &te) #4476 (93.9%)
CRIERADR® 5/, EageR . BIME189F (39.7%) .
THI436] (30.0%) FE - BIEFRFIMEALIEREE1264
(26.5%) . EAREOR12261 (25.6%). EHFR114B (23.9%) .

FEFLE (23.3%) FEREEL04F] (21.8%) FETH o7,
[5.4%H]
2477 OKaplan-Meierih#z
0o ] —RA
s | VT T =T
0.7 A
E 06 4
05 -
?H 04 4
03 4
02 1
0.1
O L T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
e (7))
at risk %%
ARFNEE 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0

VT 7 =7 HE 476 440 348 282 230 192 156 116 83 57 33 16 8 4 0

(EIBRABE TR BRIz

*17.1.4 ERE D858

T FFRAEETLE () BEE2ET 2URA
HE 7z BRI BB 420 1c 0t Ly AAI24mg 2 1 H RS L7z
SHOREMEFHEZFMEL 2. TEFMEECTHSE
R (RECISTHA R A V1 IMICE D hR¥EIC K S
CRXIEZPR) 1338.1% (90% 54X : 25.6. 52.0) TH -
72 FE IR AR RA2FIFR A F] (100%) ICBIER SRR
Honiz, EREWERIZ. &IME3TH (88.1%) THFR30H]
(71.4%) . FE - BEFRRANEARIEREE296] (69.0%). H
RIFHE BB TNRE2761 (64.3%) . M/IMREEAD 2241 (52.4%)
FOTFR2IF] (50.0%) TH-o7z. [5.620]
F) ER-HESETa~ Vb XIEMgEROBE D ERR R
AN S NIz,

IR RE 7% H R
n (%) (N=42)
FeeZ%% (CR) 0
#aER (PR) 16 (38.1)
ZE (SD) 24 (57.1)
WS (PD) 2 (4.8)

18. ZERhEEE

18.1 {EFtR
LUNFZ T, BELEHEROBEEESICEST 5,
MmE AN EIEER Y (VEGF) Z&& (VEGFRI-3). ##if
FifEERF (FGF) 2% (FGFR1-4). M/ MRk
WK 254 (PDGFR) o. Bl 284 (KIT).
Rearranged During Transfection?*AJF#&EET (RET) %

_6_

OZRMEFOY FF—EERAELZ, $/2. LINFZT
&, VEGFRUFGFIZ &> THFE SN A MENEMEOMmE
REREEOERZEE L 17,
*18.2 MEBHR

LUNF =73, b b ERBEASEERRMEE (K1), e b
R B % e E SR AR MR (ROS2-W-1)., b b BRIRBERE R
HsRARAERR (TT). & b ERIEAR LB Rk (8305C) .
b b FRAR SRR LRk (SW579). & MEF
MR ERMAAatk (Hep 3B2.1-7. LIXC-012% U'PLC/
PRF/5). FFAHRaEEE HRESMAM (LI0050%% U'LI0334)
FOe hHisEE stk (Ty-82) 2#BfELz~v7 2B
W B HEFEINGI R 2R L7220,

19. B ICET SEEFHAR
—f&4 1 LY NF =T A VI)VEEE (Lenvatinib Mesilate)

{b%#:4 © 4-{3-Chloro-4-[ (cyclopropylcarbamoyl) amino]
phenoxy} -7-methoxyquinoline-6-carboxamide
monomethanesulfonate

AF= ¢ CaHwCIN4O4 - CH4OsS

FFE 1522.96

R LONF T X VIVEBRIEIEE~ ST LEREAOH
RKTH %,

AEIEAK AF ) —LXIEN-XF)L¥a ) R IZEST
120 I =)L (99.5) ICIFEAEEIT WV,
S

O O Cl ° HSC’SOSH
TLA A
N N
H H
B 1 221~224C (99FR)
SEURE : log P=3.30 (1-% 2% ) — L/ 7K%)

21. RGBSR
EHER) A7 EHFEZRED L BYNICERT S &

22. &
(LvERATEILAmg)

204 7% [104 7+ (PTP) X2]
(LVERATEIL10mE)

204 7N [104 7% (PTP) X2]

FEW

HNER  BEASAREZNRE UERKRE
[ HE#HE (EMNEER) (201583H260H &R,
CTD 2.7.6.6)

Shumaker, R. et al. : Int. J. Clin.
Pharmacol. Ther.,2014 ; 52 (4) : 284-291
HAER : MEEEEAER (n vtro) (2015
FE3H26H%FE. CTD 2.6.4.4.2)
Yamada, K. et al. : Clin. Cancer
Res., 2011 ; 17 (8) : 2528-2537

HWNER : R# (n vitroXkWin vivo) (2015
HE3H26HAFR. CTD 2.7.2.3.2.3)
HRNER  PABEEZNRE LI ANT
> ARE (SHEEER) (20158E3H 26 HA&GR.
CTD 2.7.2.2.2.2.1,2.7.6.9)

FENER  BRREREERE 2R & LR
B (JMERE) (20153H20H&RR.
CTD 2.7.2.2.2.3.2)

FENER  FFREEREERE 2R & L 7ZERR
FIAEE (VMEGRE) (2015F3H26H#&RE.
CTD 2.7.2.2.2.3.1)

23.
1)

[LEN-0001]
2)
[LEN-0002]
3)
[LEN-0005]
4)
[LEN-0006]

[LEN-0003]
6)

[LEN-0004]
7)

[LEN-0009]
8)

[LEN-0008]



%15)

9) HWER : 7 haIF VL ORYIHEEE
B (S EEER) (2015F3H26HA&GE.
CTD 2.7.2.2.2.3.3.1)

10) HAER : )77 o Y2 & OEYIEENE
B (S ERE) (2015F3H26H %GR,
CTD 2.7.2.2.2.3.3.2)

11) #NER : N5 > AKR—=¥— (n vitro)
(20155E3H26H &R CTD 2.6.4.8.1)

12)
KR E L7z HRE AR (EREERE)
(201553H26H%&#R. CTD 2.7.6.17)

13)

#. CTD 2.7.6.16)
14)

U7z ERRSBIERE (ERIERRE) (2018
fF3F23H%&E. CTD 2.7.6.1)

##8. CTD 2.7.6.1)

16) HWNEHR : In vitroEHEEE (1) (201543H

26H#%GE. CTD 2.6.2.2.1)

17) HAERL : In vitroZE¥E: 8% (2) (20184E3H

23H#%GE. CTD 2.6.2.2.1)

18) #HMEHR : In vivoZEHEAEE (1) (20154834

26H#GE. CTD 2.6.2.2.2)

19) #HWNER : In vivoREREEER (2) (201843H

23H#ZE. CTD 2.6.2.2.2)

*20) HPNERL 2B S (2021437

23H#:R. CTD 2.6.2.2)

24, MEREERERUREVLWEDESE
I—HA A& hheky b1 >
T112-8088 BRIEESSRX/INA)I14-6-10
7 —=%A¥I)L 0120-419-497

2%. WEREHES

26.1 BHERRESTT
TP A AR
ERESCREAA)4-6-10

26.2 FRFSHRIS

MSD#HF L= 1t

REBTAHEXAEEIL1-13-12

HAER P TR0 FRIRLEEE 2

HNER  EITHERIRRERE 2R E Lz

B PRES IARRAER (EIPEKER) (201543H26H

HER TR IR RS 2 iR &

#NERE : NCCHI5085-8% (2021483H23H

[LEN-0010]

[LEN-0011]

[LEN-0018]

[LEN-0012]

[LEN-0014]

[LEN-0168]

[LEN-0470]

[LEN-0015]

[LEN-0169]

[LEN-0016]

[LEN-0170]

[LEN-0508]



D34428-6
CODE DI-T-LEN112



20194E 9 AT (48 1 B HAZERRPEES
MEMEEXR/ X7 —EHEEH 874291

Bk ¢ SR V57 ==7 by VS _ _

! AR EE BR 5 RaiA

FHRE + 362 1 LIE SN UIVZE I S DO0AMXOLAN| 20084 4

BAYER
E

2 £79/1=J}::200mg

R Nexavar tablets 200mg

)RR OMTT RIS I W IHT A2 L

D3

4

&
AEZ, BRECHIMIETE 3EEBRICHEL
T PALEERICT2 B - #5R % OER
Db ET. FEOHREHNEY EHIMT S BEFIC
DPWTDHRET B L, i, BERIKRICHEIL
5. BEXITORKICAFOENER VO EMRME
E+ABAL. ABEETLPERETEH_E,

wtrl..\ (M@%%L—Ci?ﬁ%‘ l/ &L\g. t)

2 1 ARF OB UEE 2 B BOE DR H
B
2.2 g IR L C W B 50 B 5 (95 =
]
3. MAR% - MR
3.1 #R%
W54 7 H 23— )L §E200mg
. 18¢hY 57 2 = 7200mgiah (V57 =
74 o
el =7 b Y VR E L T2740mg)
JOAHNVAT—ZAF M) T A, Kt
VHa—ZA, eraru—=x, %Y ik
Il BFbIIA, AFTY VBB TATY
A, =7 aIT— 4000, BILF ¥ .
= RAEEk
3.2 BIFIDMIR
W5 4 7 H3— L §E200mg
il TANAEI—F 4 V75
43R et
e (200) 4 =
K2 10mm
ERS 45mm
B 349.85mg
AT — F 200

4. RIRER (I RHR
O RAYIBRTEER 3 EB MO EMaE
O NBRANRE & FT #llAa =
O RIGYIBRAEE & BIRERTE

5. %hBEX IR ICEHET 5 E
GRABBRTEER (L EB D B E)

51 %4 b A A VAN X B EBEO 2 WIREY B E
AL HER P O B B HE R 03 2 ARH O A R K
REMZMEN. LTV, [17.1.1. 1712 2HE]

5.2 KA DML RN BT 2 A xR O
FREN. LT,

(YIBRANBE % T 4R )

5.3 WL (RN ¥ ) — Vi ASE, 59+l
PIfeii. < A4 7 o Bk, BRI /I
BYIRAL A ZE R O AL &) O IS & 72 B

ML BB S5 B ARH DA WM S OV A 1Rl T
LTwWhwy,

5.4 TR BEHE 2R3 2 LI B K O R a1 o0 Wl W 1L 2498
BB 5 AH OB O P L Thie v,

5.5 FHREBE B DL, RFTE O @IS O F ., &1t
PRSI O W, [17.HREH o Ho N2 HE

T, BWIBBZORIRZITH T &,

(RIEB YIRS EE & FIRIRE)

5.6 FiRRERIZHL A AN S N7z B EH O BRI 212D
W, T17HEERJOHEONEZ RN, KK DL
R ROV AR T BR L 7: 1T, I R 0%
ReqrH &,

5.7 HUARMRR LN B E 05 2 ARH O 4R K OV 4
PEIZAE. LTV,

5.8 B I 7 T X 2 I HRIEE O 2o v o LR FUR I
HAZHT BAK ORI B OV LTy,

6. HERURAE
ME WA 57 = =7 % LT1400mg% 1 H2M
RIG3 50 Bb. BEORBICE VBEHLRET 2.

7. BERUCHEICEAEYT 2XE
(hBEHE)

74 94 A4 VA E G o PUEEIEE A & o6
Z2oWT, AR TRZEEEIHLL TRV,
[17.1.1-17.15 B ]

72 ERi RO BBRICARA E G LA, Mg RE
MWET T2 LOMENDH D, EIRHEBIEICIZA
FHOUREF AT A & EH2NEM F ToOMZ 8 TR
52k, [1621 BH]

(EIR&AEE & AT RRE)

7.3 FFRIREHE X3 2 R FTHEE & oI O WT, AR

PR O PR EAES. LT,
ARABYVIETEER (LGB MO B HIaE. Y1 E: & FF i
farE

7.4 BIERNC X ) AR 2 iE. IRETPIET 284812
. BIER OSER, HEREESEIN U T Tok#E%L
EETHI L,

LA
JH 23 5 B IR Pehh
TG 111400mg % 1 H 2l R 132 5-
1B RS 1151400mg % 1 H 1R 1% 5-
28 RS 1M400mg % kg H #2185
RS, 11.1.1 BK]
PROWENOT | e s B RO M
ZLV—F1: FRIBEKEHLT KA OEE 2 f#k L
D Bz o &R kR SEREFN D 72 D JF
=R, WA Wihe BRI 5,
P 70 0 I R AT
BE, HEAEIC %
[P IR ARY 'S
DAB SR




K)goORER O 7

KgoRER® 7

Lo SE BB B 53 0 B L S B x5 o B
7L —F2: FR[1mH KA OB G % kL yU—F2: T 1A KA DB 5 % MR FE L
D B DG 2 P i RAZ AN D 72 30 D R D B I DG 2 P S RAZ AN D 72 30 D IR
5 ALHERNENE, H Wik k ET %o 5 KLHERNENE. H e B O B RS W %
R PSSR % THURCEHEF R OR | HAGC R K Y %o
SN N RV T RS M, SN SN THUWIZ %A SR
THUNCE| 7 L — FO~LiC B RV T RS M,
LA SN B FETRIET S, THUWNIZE|Z L — FO~TIZ8PI5
ROBE | AHOREEHIT S #AH SN B ETRET 5.
HHVIE BRI GE ERT RO EXUAHORE 2 BT D
20 H X335, (400mgl H1H X i&2m H kG5 1T
[7] H 13400mgha H 115]) F5,
Al H KA OB G % FIET 5o 30l H 7L — FO~1LICBERT
U —=F3: FRIIMH X E2/ 7V —FO~1ITBHRT 5 ETHRET L,
O K ¥ o 5k % A B % CTIRET 50 AHORYG % HHT 5
NSNS KA OKYG & HHT 5 Yo i B % 2B B
AR AR DR RE IR T 5, "
B AL H A \F%. (400mgl H 1 X Al H KA DG % PIET %o
WA % B I3400m gk H 11i) 7 U—F3: T2[1mH 7L — FO~1iCBERT
RO AR 30T H KA DG % FIET 5o D K W o % 5% CHET 5,
- MHEE A (85, 11113 2R ENE U3 NS RHOBG & FHT 5
1L —F T 5 Rk D] 4 L BRI B LI Bitr 35 w2 1R T
71— F0~2 Rk LH %L B ARG A F%o
71— F3 Ve 5k BT B0 AR BRI % % |2[ H 7L — FO~TIZERT
R ] ZL— FO~218kpe | v HPEDO AR HEIR 5T THRET 5,
7L —F4 2 % CH 1ERE T 50 AH OS5 % FHET 2
a30H & A B IEALEE &Y . B ORFED VT Uiy i 2B T
PRI IEFRA 0 & HI S N2, Beh5duk e 5, DR
b 2B PSR R 2 B WA D E LY A, 5k T B, 30l H AMOEGEHIET B,
- J M A a” L— F2LEZ3ORMNIC L D it L. MEHORT
"L — KO~ X1 25 7 WA, BRI O &I 5 Z AT °
R B L bABBIE MR B MILAL BRI, B IIEET
71— F3 n o | BB A (85, 11113 218
71— F4 PGk PGk JL—F & G-k e o ] 47 JH = i
a AP 17 > TV e Vo WS I U PRI < o rL = R0~2 o ZREL
D30 H &% B IRHEABIEE 72 ) . B ORESEC DL T 7V =13 e IR FIF %
PRI B3 7 & I S 7, ek X 5 5, yr—pq | TV T RO s n
COBEWE M X BRI ASLE R, B AL LT B, ERCENNS

(REVIBRAEE & FAKERTE)

a30H Z# 2 2 IREHLE L 2 ) | 5 OGOV T

7.5 BIFERNC & 0 AH &2 i, Rk § 2561
. BIEH OREIR, FAEBERE IS U T T D Rk#ER

EZETHZ L,
IR LA
JH B R b
PG 1171400mg % 1 H 21 5% 14% 5-
LB 1151400mg & 1151200mg & % 28 HAZ 120§
M BB TRE % -
25 s Pk e 1M200mg % 1 H 2l #E8e 5-
RIZd R 10200mg % 1 H 1A 1% 5-
- 8L, 1111 ]
PMOMBNDY | geqmm | g moms
FU—F1: FRMENDS KA OLEY &ML .
D R O KA R SERBR O 720 0
£, WA E WLEEEZET 5o
Pl Ao 2 I <2 AT
BE. HEZEGIZE
% o & R WA
DAY FEIR

IR EFRDS el S h s, &5 hke 35,
b.3BERE 2l 2 B MBS R R, G5k E T 5

* R

JL—F FEH ML

P55 MkHE O T 1 | e B

L —F0~1 |m¥Hbg

Pehmkwe AW L

FU—F2 | b T

Tehakbe  LBERET

bj—éc d

ZV—F3 |[1mH

J L —F0~2iZ
BHd 5 F ik
%b

7H LA B A
Rongunis
I FRRB i,

LBeRE T
F oo

7THLINIZ
YGEAH S
N ws
HDHWIX
2l H X133
mH

7L —F0~21
S % % Tk
%b

2BRET
Ljféc\ d

41a1 H

7 L — F0~21
B 5 % TR
;ﬁb

SERET
Lj—‘;g) o d




JL—F FEBIMIEL | P GRkBED W | 1
JV—F4  (WEMDY | Hh5Hak &5k

adEPIERE T AT o TV I WA/ MR 3L TR ER < o
b30H %8 2 HREDS LT L 22 1) | L5 OB DOV
RN ERD RV E R S84, 5Tk e 35,

cIBREER B Z B WESLERY G, 5T 5,

A7 L — F2I3OFREHIICE D EL. MEHZOHET
7L — R EOREN 234 7% &L $28HI#AD bl
WA, BB ORI E XIB B ET L2 L
ATE %,

8. EELERNEE
(GhREHE)

8.1 FRREMBAE. & < WEPERE g8, v 2 e S50 il it
Jit (Toxic Epidermal Necrolysis : TEN). J%J& kg
HRAE B2 BE (Stevens-JohnsonJEMERE) . ZALBE. 7 5
T A Y M= REAHMEESD HbhA &
BHbHOT, LEZIGLTEENEZZTE L.
BHICHET 2L, [74. 75, 11111113 ]
BB S, W, A EVBH HbNEZ LD D
DT, FHP G-I RRRRA 2TV, B
HOREE T HIBIBET A &,

B, FICHFHEEIIFEZEO D 5 BHITBNT

JFEREA B E SN TVWED T, ThHDBHEITH

555, b7 vrEoTHEOKRERZTI E L

DT, BilkEESOBKERE TICBgTs2 L,

[11.15 ]

8.3 SMEMiBEE, MEMEMELD OLNDLZLVH LD
T MR, TR KNSR O BRRHEIR & -0 1
BB L, F7o. MPHREE. FE8. B OSER
DH O bNIYAITEER KT 5 & 5 BEI
HHT AL, [11.16 2]

84 MED LAEDOEND Z LD DHDT. AAFIPY
FEEMIRIC I E R E 2479 LA E Ly, il
HEZ7V—ERHobhb I eMNHsHDT, lHEDH
BECTHERLEPO&REGTHI L, BEDTD
LbN7EIE. BIEAIO¥ S 72 L) 2 0E %
19 2 & EIE. FifitEd 5V IdlH O REERET
IV = VTELRVEIERD S b1,
BE5ohEEZETSHZ L, (911, 1117 ]

8.5 HIMLERIEA . WFhERIA . V) ¥ BRI MR
B BMABHS5bNAEIERNHLDOT, EHMICH
MLER S % 2 T M A 2 479 e &, BE IR
BET/cBlgtss L, (74, 75, 11113 /]

86 k7 I 7 —ERIEY N—EDLABH b D
CEVHBHDOT, KA HIT R & &
LMEMAEEZIT) 2 & [11.1.14 2]

8.7 Al A RS L WM D 5 DT, PRI
LamEi§5 22T L, PRSI
BHEORBIISUTHWRT5Z L,

(IRAYIBRTBE & IR IR )

8.8 ‘EWIMICHLiE A N ¥ NREZWETH T L,

8.9 MR LAV E ViIBEZHET HZ &,

LH/ENERERI 2BREICHT I

9.1 AHHE - MEEFDH 2 8E

9.1.1 BIEAEDBE
FILEASEALS B BEhd B0 (84, 1117 &
fit]

9.1.2 MAEERIEDERFD & 5 BE
DRI, DR L0 B S5bha BT D
%o [1119 BH]

9.1.3 &N & 5 BE
IS 5 DN D BLTIH D %o

8.2

9.3 fFi¥pEEE R
9.3.1 EE OT#AEREE (Child-Pugh9$8C) D & 3 &
R REB TR S hTw5, [1662 S ]

9.4 4JEREEHT 5 F&
FERRTT BE 22 VST L Tid, $e5h R O 5k £
Bl EH2RMIARNLBITZ479 L) HRET 2
Z ¢, [95 B1]

9.5 1117
Il SO IEIR L C W B Rtk 0 H 2 IR G L
T, BERBR(Sy b, ¥F) T FORK
JAREZ T2 &l - B R ORESIE2
HHEEsTwBY?, [22, 94 B]

9.6 BILiF
BALEZWZ EPRET L v, BIWER(S Y b, &
O3 5) TP ABIT T 2 L MG I Tw 5,

9.7 MNR%
IR R E LBRRBRIEER L Twiv, B
W B TR BB O 4 X125 RO~ D)
WiHEshTw3Y,

9.8 EiE
BEOREZBRLAPOLEEIKS T L, —
W HRE TIAEIRRMET L Twa 2 &% v,

10. HHE1ERA

In vitroiFEIZB VT, KANTEWHBERF b7 u—
2L P450 3A4(CYP3A4) 12 X AL HE v ooy
BiE#EEE (UGTIAY X A7 vy u Y BIAEIZX Y
RFENBZLEIRENTVWBEDT, ABEEHZDOIHMIC
R RIZTEALENT AT, EELTHRS
FTHIE, 2. in vitroREBR T, AFDOUGTIAL,
UGT1A9. CYP2B6. CYP2C9R U*CYP2C8IZxt3 % Kl
EEEARENTEY, IhosomRICXVRFEsh

D FEH OMAREEE LA S L WD %o
10.2 AR (BHRAICEET S L)

AL

FRAREIR - i

By - fabirid

AV I THh

AV ) THh YR
Z OWTEACH W T
% %HSN-38DAUC
BENZEN26~
42% I 0°67~120%
By 2 & oW
oY,

AAZUGTLIALIC
X7 nru g
HezHET L2
ElZ&h, SN-38
DRHZHEL.
MRE 2 LA
&5 RN D
%o

FFuneyr

F¥FYLMETY VD

AUCH21% 1 L
RO SRS
%7

BRA]

CYP3A4EE
(V77 ¥Y >,
VA AY A A
VvV, 7xz=1HMA
M DA% & A
. TFFYRFTY
VEYR DR A 3
X FPXFY VY
(b YVa—
MR
A7 R

V7T L
OB & Y AFH
DAUCH37%IRD
L7z 0GR D
66)0

CYP3A4 L35
DOPERIC X Y ARH
D MILHE i B 3K
T35 WEEERDH
ze) o

In vitroikBRICH
W T, AR A
CYP3A4i2 X o T
R#pIhpr Ry
a@éhf‘l‘éo




HEHN 45

WRRAEAR - 5 7

B - fabrid

N7 7Y v
[16.7.1 ]

B A VR i
AL 72 B W
T, M iz 7w
b e VRO
IEE (INRE O |
7)o WmE» D
57,

AKIETIVT 7Y
YEEHTAME
Wi, EHmie
{u 3 N w VR AV = 3]
XIZINRODE= %
DEPZAR X i N
L,

A

Fe%Ftn

FtsFrlLo
AUC36~80%1
ML 7z & o as
H5HY,

B

N7y FZFEIIN/
ANKTFTF v

N7 FEeV R
CANKTFTF v
LOPERHICE AR
# D AUCHAT%I
mur. 8295 F
BV RO DiE T
W< 56-0H
N7 FZFEILD
AUCHRENERN
299% K& U850% 38 I
L7z o#iE2H
50

B

ARYFTE Y

ARYZE VR
Z DA H W T
Hr7vtuws
YIVOAUCHZEN
ZM50% K U52%
WinL 72 & o
23 %o

B A

757k~ v
GRI# - Ek
J&9¢)

[16.7.2 ]

757k~ v
ORI E YA
#1 D> AUCA54%1EK
T L& DfHEN
H5
YUEWME L oftH
W2 & D ARH o i A
PIREEADMKT 5 5
W REPEA D % o

73I7FA VY
D R AT e~ D
WEIZX D KA
O s WFA B2 A4 il
Ihd,

1. BIEA

ROBVER DD HbND I EWNHLDT, BlE%E T4
AP, BErRBEe shgaicdksz2mky s %
CWY) BRWERITI T Lo

1.1 EXLEIER

11.1.1 FRAEBRE (46.7%) . 13 < BIERE K HEAY])
BERERD D 5 DN 72 A IR, R,
WG oMEZ2ZET 5 Lo [74, 75,

8.1 ]

MA2PEHRKRIEIEBMAEIE (Toxic Epidermal
Necrolysis : TEN) (BUEAH) . KRR EE
(Stevens-JohnsonfEfREF) (BUEAW) . SHHLHE

(1.4%)
(8.1 2]

MA3FSE7H =7 (0.6%). EEEHREKEE
(0.6%)
[8.1 &)

11.1.4 Bl GE{EEHm., [EHMmM. BEMm. OERSH
m. &Em. MEEM,. mE. EEH) (7.5%)
T EBBIDBHEENT WS, TR IIMAE
B SNLBAICEES 2k Uy Y0 2L 2 47
52k,

11.1.5 BIEERF & CHUEARH) . FFHRERES - 31H (0.8%) .
AL BEARH) . KPR CHEAH)

BIENF 45 AST. ALTO F5-%1E 5 IFAkhk e,
W, A4S, FEREDSD Sbhad 2 2D 5,
[8.2 Z ]

11.1.6 2MMFES. BEMRX (Vb FEAH)
DD SN2 ITIE R D I W EB X A A
SREMT DL, SMMiBEE, BN J DR
bS5z hib L, BIBEERVE ~
HOPGEO Y RME 21T 2 &, [83 BH]

1117 SMEY YV —+ GHERD)

[84. 911 ]

11.1.8 A% B B BEAE (R B OHUE A )

P PR RRERE B AR b 72 . AH
O¥H ML, MEDOT Y ba—)b, PRk
DOBEHEOBY HIE 21TH 2 &,

11.1.9 /DEREEM - /DEHAESE (1.1%)
BTCICELPIBMESINT VS, [91.2 2]

11.1.10 5 - M OFR£(0.3%)
RHCIZEBFRHEIN TS,

11111 SHEBEZFEFL (BEAY) . EIEEEE (0.3%)

S HEILIC X VR CICELFDHE STV 5,

11.1.12 HMEE XK. B % (O3 b HEAD)
W 25, RIS 2 5F O BE LG KD S b
NBZERH B, BLVER - FH - MAELS D%
RDD SbNTYE RS 2k L, @)z
B2iT) 2 &,

11.1.13 BRI (1.5%) . $FehEkiREd (1.2%). U >/ Bk
W (1.8%) . MRS (21%). B (3.4%)
g, MBSO RBICEETHLI L,
[74. 75. 85 BH]

11.1.14 BER (0.3%)

JEiA S5 DI 2 RIB T BAEIRDSRD SN YA
PEEEE LR BT A A . AH 2R
Pehhl L, @Y RRLEZT) 2 &, [86 BIH]

11.1.15 BARE GHEAW])

11.1.16 % 7 O—EEMRE GHEAW) . 22 /87 R (1.8%)

11.1.17 &7 M U 77 LM fE (0.6%)

Mk, SRR, EHEEESKF I Y
LLFED D HLNDE I LD 5,

11118 a3 vy, ZF7147F I — (W FNHHEARN)
IR IR . A TRIE. 8. MERTE03H5bH
NasZ b s,

11.1.19 #ERUHBAFE CHEEERH)

. B, CKES. M RORB I+ 27 n
Yy ERSERED ORI, B2 kL.
WY RE 2T 2 b F72. BT RUTEC X
5o EORIEICER T2 &,

11.1.20 & A IV 77 L IFE (2.8%)

BERRD ONLEIE, MEH VT ZRE
ZIEEL. ANVT Y AAIRE Y I Y DEAIOHRS
SEOMY REEIT) L,



11.2 Z DL DEIER

10%LL E | 1~10% A | 0.1~1%Am | B EEANH
W B A M S
(B2 18 BOIS B
UL ARE
&)
i IR7;3 AR N v DAY
v I IE
INR -5
B (BLE. T\ B E Rz R F I BR A
%o AL S e P i 45
wE. * . AL
9 ¥ B, oA
1. &%
K i KIS D, HIE
&R b, P
BPked T
0 - S ] 5 i
TR Jifi
I 2 N iR
PEBRAR |5 QT K
WAL | THW. VT I — ¥ BELE (SRS ERU
N— ¥ k| LA, i, ek A
Ho TP mE . AL
K(OWNEZ A B, WET
P KO8 |
W oE A
). Bk
. E
L
JHT- ok ALT E&H.Ho9H % JH 4 %,
ASTLEHR. LDH &
Al-PLEH.
<) B 2 <V
otz
Z oAl [P (| FE B & | HAR MBS B A I 4 it TR
B BERIE . BRI N, HURBRER S 2 —
. AN, R ORI BEUE. mA v RO
U I N SEE . K|V Y A L | TBRLSE
MBAER Y VERILE. $hlErse, &
Bad) AUy A MALILE
W7, RMEE. 4 >
=Y |7 v vHF
BRAE IR . %
JIRE. K

14. B8R EOZEE
141 RAZMEFOEE

PTPUEDHEANIPTP Y — b2 H5IUY L TIRAT
5198 THI L, PTPY— FOBRKIZLY, M
WHLA IR EER AR A L, HIZidgEle B L
THERTMRFOER 2 AIHEL R T L LD 5D,

15. ZDMDEE
15.2 JEERRRERER (CE D < 158

PGB -3 P 3Rk O s BERLRR IR T, 7 v PR
O A RUTB VTR 2 X OFS ] LR O R 1D
7y MCBWTHEKO LI, 5O
H&E2380 b TH Y AR L O 2 hag Ik
2 RAZ S REMEDVRIR S T 5101,

16. EMENE
16.1 M+iRE

16.1.1

16.1.2

BERS

H AN FDERR BEH 6B AFI400mg & Bl g 185 L 72 B
OIMBEFFEE L B2 58I B B 1 dpe s M A v i (Cmax)

1.21mg/LITE L 7zo IR (t12) 13255 M TH D

I b EERE R LR T IR (AUC) 13354mg + h/LTH o721,

ng/L
100.000
n=6, MM BEMEER A, o BEOR

i 10.000
o
i
Y1000
7
7
Z 0100
=
i
BE 0,010
0.001 0 i4 4‘8 7‘2 S;G 150 1&4
Pe G- HIEH] 1)
PrE AUC Cmax | tmax* tre CL/f
I (g /L) | (mg/L) | (h) (h) | @wnh)
400m 354 1.21 8 255 11.3
€1 (350) | (357) |[3~241| (147) | (350)

n=6, HEMIFIA G B o g 252)
¥ 1 gLE [FEDR )
tmax © d i MUAE R EERR CL/A: &7 )77 ¥ R

RE®RSE

H AN IR B H 6B AH400mg 2 1 H 2l K5 L 72
B B 5-BIR10H BRI E FRBIGE L 720 EHIREIC
B MR RERER I EHTH ). — EOBRIE Z M
LTz, REERS D 514 H#OCmax L FAUCIE,
FhFEh, 49mg/LK136.7mg + h/LTdH - 7219,

mg/L
100.000

10.000

—
=
=3
=

=]
=
1=
S

BEN RN EEE

=4
=2
>

n=6, MMTLf SEMEER A, o BEOR

0 4 8 12

S5 BG %148 H [L3E]
PL5- %15 [
e AUC(0-12) Cmax
ol (g - h/L) (mg/L)
367 19
400meg (1.92) (1.96)

n=6, HEMTFIA GREMTELHE (R 22)

16.2 IRYR

16.2.1

BEOXE

HERER LSBT, i lRIG £ (#9900~1000kcal, MRl ht
50~60%) B E . HIRIIR (¥700kcal, MR #30%)
FRIOE B2 Je OV 22 IR IS AR A 400m g & Bi Il 18- L 723
e WIRIERICRE LB AUCIE, Z2JEHF & i L
14%3m L. WM RIS L7 29% KT L
2V AEANT— %) [72 B

16.3 970
AHNIMEE S 237 EEWRIGEZ/R L. & MSES ¥ o8
I HEEHRIFI95%TH oo EIXTATIVERAEL. Z0
iz a-za7y) >y, p-ra7y) Y EOKIEEY RS V57
(LDL) 2B G L7210 (4n vitroiRBR) o

16.4 X3
RANT Y ARBORA, SHORBW AW E S, 9 B5
FEASMAE ISR S vtz HARANRIER BRI ICAF Z1H2
PR S U7 Bs, R IREBIC B 5 REALRAUCD L D
AHEGE. BAUCIIH LTRIT74~90%TH - 72, MAEH I



P (€Y ¥ v EON-BLR) o e HIREIC B 5 AUCIE
HAUCORIE6~12%Tdh - 721316
16.5 HEitt
R ANABNC [MC] Y 9 7 = = 7 100mg % ¥ T LA
M35 Laga. #5140 H F TIRIPIZT7%. R
19% 23 & A FT96% 3 HEM S M fzo I IZRZE b IR
& LT50.7%A% 71 VR Yk & L C19.1%AHkM S e,
RHNCIEY S 7 22707 Vs a VB RD148%. €V
YV URON-BALRO v 7 v LB A ER2.7%HEE S
720 (AEANTF—%),
166 BENHREHT2EE
16.6.1 BigEEERE
WD E (2 L7 F=v 2 Y 75~ A (Cer)50~
80mL/min). &K OB RERERE 5 (Cer30~<50mL/min)
KO8, HEFEOBERER % (Cer<30mL/min) % 43 % #¢5k
B, AHA00mgZ BTG L2%6. BRBERTICX
LARKOEYHENDHBEIIR SN o 7217 (FHEA

TF—=%)o
B, BFENZZT TV EHITBT 2MEIToTw
&U‘O

16.6.2 FriAEEEBE

HARNBEIEH#BH BT, BEO IR % (Child-
Pugh2rFiA) B3 66 & O 45 B o IF B ik 82 55 (Child-
Pugh3$iB) B H6HIZA#400mg % 1 H2WFE % 5 L 72
Yiér. KHIDOAUCIK. ThZh, 3347mg - h/LKE
29.45mg - h/LTd 0. R ED 2 wEEHEEHE &
L., FNEN9% N 20%WD L7z1®,
B, HIEONHEAER S (Child-Pugh/HC) E TO/
FHiIfTo T, [931 B]R]

16.7 EYHEEIER

1671 7T 7 U
AHNZCYP2CI% Kifili7T~8 u MTRHE L 72252 (inn vitroik
). CYP2CODIETH BTNV T 7V ¥ % A#400mgl
H2Mm128 H B AP G- R 2 DRIk 5- L 72 & &, PT-INR®
RAKEAFREZ, 75X HE2RIZL2DOTEEDLI-
2D MEAF— %), [102 BIR]

1672 75941
ARH D L B RS B BTG BR 0 % - & SRS 5
e, BERACT S VA< A ¥y RROA : BNRSE
5¢) %5 H M BRI PG LR AR 3 2 SLIR S 72
b, AR ERIEG L2 2 A, AFOAUCHS4%HA
L7299 (HEANF—%), [102 BR]
75 VF<A4 Y Y UNOPEWE E OME/EHIZOWT
BHE LT,

16.7.3 Z Db DEEHI
ARANZCYP3A4 S C'UGTIANC X D ACH S B A%, fith
RALGFINC, 7 b T F Y — ) (400mg) & 1H1E7H 548
PeHHIZ, RAFISOmg & MR35 L 2B AUCIZE
LIZRD SN h o 7220 BHEAF— %),
AANZCYP2C19, 2D6 K (F3A4 % Kifli17, 225029 u M
THE L 72259 (in vitroidif) . ThEho 7o —78Y
THHIFTVIFTA, FFAMIRAMT 7 Y REF XS
TV — )V % AH1400mgl H 210128 H [H] S B G- W 2R L
TH, SO EYOBRBZERICENMITEDONLHI -
72 ANEAT—% )0
AANE. CYP2B6 K O'CYP2C8Z Kifii5~6 u MM ¥ 1~2 u
MTRHE L7219 (in 0itroiRB5) o

17. ERPRRR IR

17.1 B RORLM(CEET 3 KR
GRABYVIRTRE 2 &5 14 O BEMlaE)

17.1.1 EREE I HHHER
YA PAHAL VBH(AL vy —T7z0va, A ¥ —T7 0
Vs A VI —uA F2)RUERHNOBREDD BY)
FRAS e i P B R i B 2 b e & L <L JERIR,
FEHMICE V. RECISTIC & 2 A% 2 51 o 3 Hap
iEH &3 % ik x g0 L7z
ARDVEFE R S B12901 0 5 B, HLREIN 4338 T ik IR
JEAS112%51 (86.8%) TdH . Motzer) A 7 3 TIHIKY X

—6-

7 BB DB (40.3%) « HEEEEY A 7 BHEDTTHI (59.7%)
T o lzo MEEFHHE R BRI X 0 16612525 &
EN7 (ZRR 1 124%[95%E X [ 1 7.3~194%]) o
AR R 13181 127451 (96.9%) (ZEITE A5k Hh
770 EREMWEMIZ, U S—BHImM7360 (55.7%) . FIER)E
FS7261(55.0%) « BLES141(38.9%) . 7 I 5 —EHM50
B (38.2%) . Bzy549%1(37.4%) T 3i4451 (33.6%) . i/
Kete-Z D395 (29.8%) . wMLE36H (27.5%) T - 7222,
(51, 7.1 ]

17.1.2 /B4 58 MR
GG CEDEEILIA V(LA vy —Tzuva. 4
VE—a A F V2% ORBIEN D B WA I3 iE B
B B RN R E LT, I RN ER, BEL1L.
THEHEBRICE Y. S4FHR(0S) 2 R . M
EAELFHIE (PFS) . 235 %2 BIRNEHIEH & 353K
% It L7z
ARIPEI S & T o 72 DIk, 76981 (V 5 7 = = 71384
Bl. 75t XRE38BH)THY . MBEMHBTIEZ, VI
7 = = 7EE3TTHI (98.2%) . 7 Tt KEE3R0HI (98.7%) A3isk
W Tdh - 720 Motzer) A7 7 HTld, V5722
TEED20061 (52.1%) « T T & REED 19451 (50.4%) 234K 1)
A7 BETHY MITPEFEE) X BETHo72. HR)
PEFF S S B2 BT PESOHEIZ T 5 & KEE T84
He V97 x=7BTI68H THh 720 PFSICES 2 fMT
1ZMotzerV) A 7 538 e N X 5 )@ B Log-rank R & 12 X
DTV, ZFOME, V57 2= TOPFSIIHT B 5IH1Z
AR TH - 72 (p<0.000001) e NF—=FI(VSF 7227/
77 R) 13051 (95%E WX [ : 043~0.60) TH o720 F
72 OSIZDWT, A XY b (JELE) $A™22042 C vy AT
AT o 72k R, W Log-rank B & O pfi%0.015CTH 0 .
HEIRRT DA K H#E & L TR S N720.000512 13 E 5 %4
PoldbOD, NF—=FR(VF72=27/75€XR)IX
0.71 (95%fEZ X M : 054~094)TH Y. V57 2=7
TIE7 7RI L T39%DIEEZ /R L 722,
V77 = = T REOREVEEM T 5384450 1128241 (73.4%) 12
FIER 25380 b7z, EailfEiE. KiE12061(31.3%)
TFHI11661(30.2%) . TR KOS 10161(26.3%) . BEES7
B (22.7%) Tdh - 720 [51. 7.1 B]

(YIRS NRE % BT M )

17.1.3 B4 55 M HEHER
G ALSHRE O 2 WY BRSO R T (R = 5 ) —
WEAFRE. T VA WREIRRL. <~ 4 7 o JhBEREER L,
B IRSEAR 61/ T B IR AL 22 JE AR I, AR 10 55) 2%
&N, Child-Pugh23HA o BFHI RS B % 65
ELT, 7R, e, “EERICED. OS
% FEMMIEHE . TTP (time to progression) %5 % Hll vk
M H &3 % % FEhi L 72,
FREETAR N G & 22 5 72 D13, 60261 (V 5 7 = = 7THE299
B, 75t RKEE303B) Th o720 OSOHRAEIZ T 5 &R
B241H. V9 7= T7H324HTH Y., 7S5 RBEE
LY I 72T HTHELROSOEENRD b7
(p=0.000583)c NHF—FW (VI 72=7/75tFK)iZ
0.6931 (95%5 BHIX [ : 0.5549~0.8658) T - 722V,
YV 5 7 x = T HEOR TR 52975 Fh 23641 (79.5%) 12
FWER 25380 bz, EailfEiiZ. FH11661(39.1%)
W I76451 (21.5%) . TR JE KB 6361 (21.2%) TH - 7,
[71 )]

GRAVIRAEE & FRIRE)

17.1.4 EEHFESE T EFER
ARRBAOH AN 145 A LA HREAEST A HER S N7z
Jey A AEAT AR A o oAb R BRI (LB, DRI
Hiirthlefilasa. KON . Kb I BERNE O
A28 5w BRI O3 o BH T Holk
S 3 o FHHEDUE BERYRZE 3 7 ZORY AADEE
DO N, BURTES T R GRS BENRAICB T 55
BAEATARD BB TR A T22.2Gbq (600mCi)
VL EomEtEa v FBBEEL 2 T0E)DBRFEE WL E L
T, 7R, AL, “EERICE D, PFS%
FEFMEEH. OS. TTPHZEIKEHIEH &3 %%



EfiL7ze B, WYL RIHGENE R SN TOURVEET,
R B A~O WO Btk 2 1 5 g o R %
R oW e AR A S (W

FRVEEHIE R & e o 7201k, 41761(V 5 7 = = 71207
Bl 77 R EE2060) TH Y. HARNBEF226 (VT 7 =
= TH12B0. 75 R REEL0B)) 235 N7z, PRSO ULl
377 REETITOH, VI 7= 7HT3290TH D
TI5ERBERBKE LY S 7 2= 7T HTHERPFSOIE
AR SN (p<0.0001) o NF—FWH(VF T 22T /7
Z £ R) 120587 (95% 15 FAX 1 : 0.454~0.758) TH - 72
V5 7 = = 7 HEOREEH 5207659120081 (96.6%) (2
FIER 230 bz, Eailfeiig. TR IS1576]
(75.8%) « BLE13961(67.1%) . THI13451(64.7%) . B/
HIE99%1 (47.8%) « 9578951 (43.0%) « S IILET7H (37.2%) «
PREIA 750 (36.2%) . ERAHIR60B (29.0%) . Kl g /11
P 9244851 (21.3%) T - 725, [7.1 BH]

17.1.5 ERE I R

BB CIBRASHE 2 AR AR bR SUXRI A L&
LAY O TR BERRG B 2 05 & LT, IR, JEE
BUZE ), RAeMFEi2 ETAME LRBE gL 72,

HAEHGRN G & 7 o 72 DIid. Zh 2106 % 08K TH
D, RBRHH M ERIC X ARECISTICH D BRIz, <
NZ10% M 0°25.0% (95%E HEIX [ : 3.2~65.1%) TdH - 720
FAME RN R 52 1881 18491 (100%) (W EIE 233880 S 7z,
FERAEM X, TREERIS136(72.2%) . BLEL0H]
(55.6%) .« FIMLFIF (50.0%) . IPI47H51(38.9%) . IfiLrfr FY
ARG R V£~ Hm6H (33.3%) . FE95661(33.3%) . B
KRB IRIEB6HI (33.3%) . THISH (27.8%) . ALTHIMS
B1(27.8%) . ASTHIMABI (22.2%) TI - 7220, [71 BIH]

17.3 Z Ot
17.3.1 QTHERICH § 5%

T B 31BN AFKI400me % 1 H 2M 28 H IR I3 5- L.
QT HIBRIE R D FHM % 47 o 720 AH O 35 w25 L Fp 5 BE 21 3% Iy
BT B, QTcFHMBDONR—Z T4 ¥ H 5 DEALDF-y
il (= BEHEAR ) 1X. 9.0(=18.0) msecTdH o 7o Bpthnf i
ELTHHLZER Y 783492 v (400mg) D3 5215 1]
BB S, QTcFEBOX—Z2 5 4 V96 DEALD -
W (= B 22) 12, 49(£13.7)msecTH o720 B,
QTcF2%500msec B 2 728 e o 7z SR AT — %) o

18. ERpEEIR
18.1 {EFAYER

In vitroiRBRIZB W T, AANIMEE LTI S35 C-Raf.
IEEA S OV RHAB-Raf ¥ F — €GP, W ICFLT-3,
cKITR EoZHEAKFa Y v FF—EiEZHELL, &
S AKKE 5 M4 97 42 2 B B3 B LA PN B B Bl I T
(VEGF) 7k, /MR & 7 (PDGF) S &k 72 &
OFa Yy rFF—YiittEHEL:,

In vivoiRFCTlE. AHNEEHANLHE K O TR KA/ Bk %
WS 7 AT B W T, IEERLER T o LB R R & B L
T2o F 720 WFHIBLHEAIRLRE 2 v 22300~ X Tk, BESS
HEPOERKY YELZHIHI L. 7R b= R & FHEL /22930,

18.2 EZ IR

AFHNEEHIBL AR L (RENCA.L 786-0) Kz Ol Ha i il He
# (PLC/PRF/5) Z BHi L 72~ 7 A2 B\ Tl o B 2 ¥
WL720 X512, krasXiZb-rafOERZ4 T 5 bk
oM, EGFREORIGEN T2 A A2 BEFEHL T2 E
B OMFE= 7 21TB VT TS & B L 722930

17.2 BERGTHRAES
(YIBEABE % T HRB )

17.2.1 BEHFSE DHEHR
BRI RS HE O A TPENTHI LA L2 L C P B IR b 27 2
He## ik (TACE) 2 Mif7T U iR R0 (I 5738 58 %0 - 25% DL
S AN 25% DL ) A3iEed 7z, Child-Pughsy

19. BRI A ICET 2 B{LZRFR
—fREFE 0 V5 7 = =7 b Y IVEEE (Sorafenib Tosilate)
1t%4 : 4-{4-[3-(4-Chloro-3-trifluoromethylphenyl)ureido]
phenoxy}-N 2methylpyridine-2-carboxamide mono(4-
methylbenzenesulfonate)

HADONRIER B 204 e LT, 79 bR, SFR : CaHisCIFsN4Os + C7Hs03S
Bk, “EEBICE Y. TTPZ EEFMFH. 0SZHI%K AFE 63703
SEIEE & 3 2 R % J2 0 L7 M R ARIAGR~FRAR U EAGORKTH S,

AME I AFIVANVEF Y FLIENN-Y X FIVEV
A7 I FIZETFRTL, A2 7=V s /) —n
(995) 12T & KITIEE A EHEIT v,

FRMEEHI R & 2 o 72 D1E, 45861 (VY 5 7 = = 7229
Bl. 75 e REE229060) TH Y. OARNBEITHI(V 5
7 2 = 719661, 7T L REE191H) A& T hiz, TTP

OHIAEIZT T L XBEBTH 1. V57 = =T BE5An 1T fLrmea

HY. TILKBERBLY 57 2 =7 TAHERTTP A . o
DIEE B 5N d o 7= (p=0.252) 0 NHF— FH(V 5 ! \©\ D\’(“\ . O :
7 2 27/7 5 € X) 13087 (95%EHIX I 1 0.70~109) T ° ° I e

Holo FeF

V97 = = T RO AR S 22061122981 (100%) |2 B 223931

FIEH A0 N7z ERFEAIE. TR O 18841
(82.1%) . V78— HIMI015I (44.1%) . BiT94%1 (41.0%)
Tho72,
17.2.2 ERH#FSE I HHER

VBT BRAN S R (5 2 o I BER B AR 1
T8 ) — VIEASRD)IC X 2 BUAIRREIET T2 1258228 %)
A3 S N7z, Child-Pugh A IEB (7L T) o i
WBHZ NG E Lt #= i LT, 79 XK
W, MEEAAL, SEEMRIC XY e A A
(RFS) Z %M H. TTR. OS%IKEHMIEE & 5

SERE A A 2 8 ) — VRO 8 ) — /) Vi
RIS E A EHE T Rvizd, 5RARKZ N
ETAHILIITERDPo7,

20. BV EDEE
TV IRORF BRIV L) BANOBBMIEMET 552 &
BobDT, AZ#MTTRETHZ L,

21, A& M
211 B A 7 FHETM Z R E 0 B, #MUICEET S L,

bR % Fi L 720

BRI T R & o 720iE, 114B(V 5 7 2 =T
55681, 77 & REESSHI) TH Y. HARNBEI4961(V 5
7 = = TR2B, T 5 R KBTI 3 iz RESOW
PAIZ 7T R HE338» H. VI 7 =T334 HTH
D, 79 RBLBRLY 7 == THTHELRFSO
HERIZFRD HNAh 572 (p=026)0 NF—FH(VTF7 =
=7/ 75t K)130.940 (95%1E #X 1 : 0.780~1.134) T
Holze

V57 x = T R4 TN 555951 Hr 5261 (94%) 12
BIER 2380 S, TR, T8 )8 B 38951
(69.6%) TH#i215(1(385%) . BEE179%1(320%) TdH - 722,

(IRIA VIR TNRE e FRUKERTE)

212 FINTORBIEBI D BD THRON TS Z &h b, BiER

et —EROEMIRDL T — 7 BEREND T TOMIZ,
SREB % N SR RGR A 2 T 5 Z LICk D AH
HMBEZ O REHZIET L L 112, AAORENR
CHMVECET 27— % 2 B HNCIUE L. AH o #IE
W EREEEE L,

22. A%k
565t [285¢ (PTP) x 2]



23. EEXWk
D) ALNEFR: T v MBI A g A R (20084E1H 25 H R
##. CTD26.66.1)
2) FEPE AL B FITBT B A AR A A (20084E1 H 25 H 7K
#. CTD26.66.2)
3) HNERL 4 XTBIT B ARG # iR (200841 J 25 H K #E.
CTD26.6.3.2.1)
4) Mross K, et al: Eur ] Cancer. 2007; 43: 55-63
5) tLNEE: FEv e v v & oMEAEN (200841 A 25 H K GE.
CTD2.7.2.24.3.3)
6) *:NER: VT 7 Y Y v E OMEMEH
7) AENEFR: vv T 7)) v EoMEAEM (2008421 H 25 H A& GE.
CTD27.234.22)
&) HNEHR: FE s FtoMEMEM
9) *kNEH: 75 VF AL vy (AFA<AL T V) EOMENEN
(20144E6 H20 H &2, CTD2.7.6.14)
10) #EWER: T v MBI 5 A 531 5 (2008451 H 25 H K
i, CTD26.6.3.1.1)
11) #ENBER: T v MTBU B KA G-tk 5k (200841 H 25 H 2K
i, CTD26.6.3.1.2)
12) LN 4 XTB0T B ARG aRR (200841 H 25 H 7K 32,
CTD26.6.3.2.3)
13) +LP% R e B (2008451 25 H &2, CTD2.7.2.2.1)
14) &R EHoZ (HHEAN) (200841025 H &G,
CTD27.1.23)
15) #ENEHR: & 282 G4 (20084E1 A 25 H AK#E. CTD2.6.4.4.1)
16) LN &R BB E (JHEAN) (200841 H 25 H K&,
CTD27.2.23.1)
17) P BRRRERE i 0 3 2 BIRE 2 B 1T % W Bh g (A N)
18) Furuse J, et al: Cancer Sci. 2008; 99: 159-165
19) #ENE R WA EAEN (in vitro) (200841 1 25 H KR
CTD26.45.15)
20) Lathia C, et al: Cancer Chemother Pharmacol. 2006; 57: 685-
692
21) AR S A BAE R (AEEIN) (20084E1 H 25 H R G2
CTD27.224.2)
22) FLEEL BRI B 2 o R & L7258 TAH R IR SRR (20084F1
H25H&#. CTD2.7.6.23)
23) Escudier B, et al: N Engl ] Med. 2007; 356: 125-134
24) Llovet JM, et al: N Engl J Med. 2008; 359: 378-390
25) LR HUIRBE LA 2 54 & U 7258 TAHER R SRR (2014476
HA20H &G, CTD27.6.1)
26) FLPEER HURBER b X OV HARIR B B E 2 g & L7
55 TUAH R R SRR
27) Kudo M, et al: Eur J Cancer. 2011; 47: 2117-2127
28) ALPNEEL: HFAINSHE R E & 4 & L 72T s oo [ B 2L ] 45 T AH
TR Sk
29) Wilhelm SM, et al: Cancer Research. 2004; 64: 7099-7109
30) Chang YS, et al. Cancer Chemother Pharmacol. 2007; 59:
561-574
31) Liu L, et al: Cancer Research. 2006; 66: 11851-11858

24. XEKEERERUBEWEDHEE
SCHREE R S
WA VGRS E c AFA AN, VT3 A=V a v
T530-0001 KPRl AL X A = T H 43K 9%
A TVEFHHEERO B WE bk
FEi50120-106-398

26. BERTEEF
26.1 SGEARSTIT
AEEE TS g
KB X e =T H4%E9



LY3527723 1.8 RACE (%)
AUV A F =T (BRI, HR IR

Ly FJ4EH T 40mg
Ly bJ4EHTEI 80mg

1.8 FAXE (F)

BEA—54 1)) —#H%A=4t



LY3527723 1.8 RFACE (%)
VAV HF =T (FIRIE. FIRIRSERE)

L8 AT S0 (Z2) oottt ettt ettt e et eee e eereeeraees 1
L.8.1 T T Sl () ettt 1
1.82 ZWEEXUTZNER () ROV DRRIEARIL ..o 8
1.8.2.1 FHEE XTI () oot 8
1.822 BNBRE TN AT BT T D TETE (Z2) oot 8
1.8.2.3 FRIETRIL ...ttt 8
1.8.2.4 BRFE SRR oot nen 12
1.83  HEKROHE (82) KO DFRTEARIL ..o 13
1.8.3.1 FHVE ROV T () ettt 13
1.8.3.2 FER O BB T DTEE (B2) oo 13
1.8.3.3 FRTETRL ...ttt ettt 14
1.8.3.4 BETE TR ettt ettt 16

1.84 A EOEE () KOZEOBRERL



LY3527723 1.8 HAE (%)
AL TF =T (RS, FIRIRSEEE)
1.8 FHfEAXE (F)
1.8.1 &HfIXE ()
Ly b4 H 7L 40mg, Ly BT TV 80mg DA SCE () &L FITRT,



e,

wx20XX 4 X H eaT OF x iR, 2reeE s, AL H)

BAEERRDEES

%2021 4 12 AET (56 2 i) 87 4291
B ERIERAT
FAM 24 7 AEMIEEA RETZ) SBHEFOL S+ —LEEH
wILRILVAF=ZTHTtIL
N
®
Ly kg EHTEI 40mg
N
®
Ly b4 EHTEI 80mg
S
VIVE A8 S Retevmo® Capsules
L) R R O
RO A L 40mg 80mg
RKABS 30300AMX00448 30300AMX00449
. BR5TRAtA 2021 4 12 A
7 2) RET : rearranged during transfection
1, = T, AR EN AW AER L UIERERY 2Hn5 2

AHZ, BEREITTARETESIERERICENT, AALFE
BEICTREMNE - BREFOEMDODL & T, FHDHRSHIE
PEHBMENDERIZOVTOARES D &, T, AERA
BICEILL. BEXEZORKICTENMMERVBREZE+ 5755
L. REZBTHLEETHI L,

2. B (ROEFIZFZ®RELEWNI E)
ARENDOIIHK LT T 7 4 7 F v —%0EE 2B EUE O BEA R
DHDHHBE

3. M - IR

3.1 A/
i vy b RS Ly bR
e /L 40mg /L 80mg
I 17 h L 17 H L
AT ~JLHF =7 40mg ~LHF =7 80mg
NEY) BRE K7 A, S re—2X
WAl BT RNVAE:BTTF o, BT, 2
e bk (4omg DA EH) . FHfh 1% (80mg D
HEA)
3.2 EEIDMHEK
Wi vy b RS Ly b EhT
e /L 40mg /L 80mg
vorr | REREROES | FEREHOBY
PR - FIF S 2 LA
= o
NE E £
i (“I%) C%Eg)
2 5h T 05H TR
F£E K 18, Omm E£: K 21, Tnm
ik - EE LK 6. 4mm JEAE K T, 6mm
159 194mg 4 363mg
kRl — Lee, 3977 s, 2980
x4, FHEEX TZNR
ORETREBIRFIZED UIBRT 8L EST - BRO I/ E

ORETRA BB IR FIatE DIRIGUIRRT Re 1 K IREE
ORETEIEFEEBHDOIRA IR 885 B IR IR BRI

5. MREXITHRICEET HEF
(RET MEBEFBUEOUBRTELET - BROE/NERI

)

*x5 1 7R A A9 DR EE ITMAEMR IS L Y . RET @t
BB THESHRESNEEBFTICEET 2L, REICHT--

L,

5.2 T17. BRG] OHEOWNEZ M L, AH O R %
BT o I B LT BT RAILSLOIER O EEIZ oW T H
FEICHRF L, BIGERFEORREZITS 2 &, [17. 1.1 BH]
5.3 KA O BMBIRIEI I T DA MK OZ MRS LT
AN

(RETRAEEIEFIEHEDIRAVIBRTREL BRIRE)

x5 4 7R A AT DR EE TR S L Y . RET @k
BB THESHRESNEEBFICEETH2 L, REICHT--
T, AR SN2 W AERL UIERERY 2Hn5 2
L,

5. 5 HE S U RICE DIBEOMEIG & 72 HBE TV TL, 4
SRR EEET DO L,

(RETEGFEEBGHEORAYIBRAEEL BARIRSERE)

*x5 6 7R E AT HREE TR LY . RET #
BT ERBERIN-BFICEST D2 L, AR O
RET W& in1E BN EM I RHOE AL, KR SN Es 2
MERS UTERERD 2O TRELITH 2 &,

*k5. 7 T17. ERIERGRE) OEOWNAEZ M L, AHIOAER O
TN &+ B E LTz BT REIL D IR O Eii iz 2\ T
HIEEICHRE L, @EEEORIREZITH 2L, [17.1.15MR]

1) TKEE S T A2 I R SR SO E R AR IS BT S T
SONTCE, UTFOU =7 %A b2 B AFRRETH S :
https://www. pmda. go. jp/review—services/drug-
reviews/review—information/cd/0001. html

»*6. FAZRUHAZ
(RETREEEFEHEDOUIRTEELEST - BHRO /NI
WE . RACIE LV F =T L LT 1A 160mg Z2 1 B 2 [
A%ES %, 723, BEOWRREICL Y BEHET S,

(RET BB EEFBHEDRAYIRT L BRIRE. FET ERFE
EEMEORAUIRT L PIRIRESE)

WE, RACIZ LV F =T L LT 1A 160mg &2 1 B 2 [[]
mOgE3T 5, B, BEORREBICI DV EEHET S,

WE. 12 mU o/ RREEICAEbE TROESRE (&
YL HF =7 L LCLE 92me/n®) % 1 H 2B ORE5345,
2E, BEOREICLVEERET S,

/N P B
IRF AR 1 [B]% 55t
1. 2m° A5l 80mg
1. 2m° BA b 1. 6m° A i 120mg
1. 6m° LAk 160mg

1. BERUVHAEICEET 5FE
1.1 OHFEME A & OOHHICOW T, FEWME KR O% M 16
L TVLRY,



o] 2 ARFIFEAZ LD AWERA B L2 E12%, IFoREEE
FRLUT, RIE - - Pk D 2 L,

BRADHE  AKIORED HZ

P L~ P

WG 1[8] 160mg 1 H 2 ]
1 B PR 1[8] 120mg 1 H 2]
2 BB 1[5 80mg 1 H 2 A
3 LRI A 18] 40mg 1 H 28]

NEDGE ARIOWED H %

[T P L~ UL P
WE G 1[5 80mg 1 H 2 A
1 B 11 40mg/1 7] 80mg 1 H 21[A]
1. 2m® Al (1 A& 120mg)
2 B B 18] 40mg 1 B 21[A]
3 Bepgi L[E 40mg 1 A L[]
G 108 120mg 1 B 2
1 B PR 1[5 80mg 1 H 2 A
1. 2n” PA L 1. 6nm” A il 2 By pimit 171 40mg/1 [F] 80mg 1 [ 2 A
(1 F % 120mg)
3 Bepl 1A 40mg 1 H 18]
G 1[5 160mg 1 B 2
. 1 B 108 120mg 1 B 2
1 Gn oA 2 B 18] 80mg 1 H 28
3 LRI 18] 40mg 1 H 28]

D OEEUERBRF OS2 (BEUELIS T 2 BRBRICB WD TRRIENRE D
nnEa, B59hik)

RIVEI 9 2R3, R &k OV ik JEHE
RIEH FLEE™? L
ALT 3 1% AST #8hn 7 L—R3XiL4 ZL—F 1 LLFicH
T HETKREL,
B4 2 BEREIRR:
L TG HHTE
%o
BRI 2 L L
MELLVER
L1 B RS
ZENTED, BT
4 EBLL B L 7R
WHEIZIE, b 1
BB RS 5 &
TE %,
WA LR TR
FUZFE Lz A1c
[ il o <
QTc [HlFE<470msec (2
B9 5 £ TIRHE
L. BfE#IT 1 Beps
W LG RB T
x5,
2 BeBEs i U7 i
THEG-HICHFE LT
Laicid, ik d
%o
HE R AEIRE B O Fikd 5,
T RO 5

ni-HaE

QT PR AE = QTc fBF>500msec

L 71— R 3XiL4 [EIE 3 % & TR
L. [EIfEfiE 1 B
P LT G BT

&5,

WHEE(TF 745 | ZL— R~
FU—EOHRE R
HUE & BRL)
[11.1.3 8]

BT 5 £ CIREK
L. BIBREAT 1
A4 KOG %2%E
BT 5, [EE%ER
BREATRA N
PEH L7en3 s 3 B
P L TG EB T
x5,

MBAtRIC 7 HEA R
JE LW AITE,

EIEA [ AL

1 BT 3 BLRE D
i E TR T &
Do HWEHAEIZ 7 ALL
EEELZRWGEAIC
X, RIBRREARAT =
A REWET 5.
[EIH 35 F TIRHEK
L. [EE#IT 1 Beb
P L C G- FEBHT©
x5,

L— K3 X4 hikd 5,

7 L—F3 X4 B 5 5 E TR
L. BT 1 BB
WB L C g B T
x5,

B P Pt JL—FK2

N

BRSO FIER

#2) 7 L — RIZNCI-CTCAE ver. 4.03ZH#EL 5,

8. EELEARNIEE

8.1 FEEREENH LoD Z LB DD T, AA|ID &K 5B4bGH]T
KOS M P IXEMOICFBEREZITV., BREOREZ+
MY L, (1111 2R)]

8. 20T MIRRIEENH b d Z ENH DD T, AFI O£ 5-B4bGH]T
I O QT A 470msec LR THH Z L 2B T HE LB
WG EMERE (DI UL v TRV ULE) 2175 2 &,
DR K ONIE EATE AR A & % 5Bt 1 BN R O 5-5 4k
%6 ARIEEH 1 BTV, DBESLEITG L TIT) 2 &, Fiz,
MENGE U CEBMEMEEZITY> 2L, [11. 1.2, 17.3. 1 &)
8.3 MIMENH HbNDZ ENHDHDT, AFOBSBAMARTIZ M
ENBEUNCEHEIN TV Z EA2HERT LI, AFIES X
EMMICEZRES S Z &,

*x8. 4 FIEMENREENH DD ENHDHDO T, KFDOE 5
BlooTik, OIHER (PR R, ek, RBEE) ORKY
Mg R O EfiE, BEOREL FSICBET AL,
7o BECREWERIZOWTHBT 5 & & b, MEMEMEERED
WIHAER SR L1235 A 1 E, o ICEEEE 22245 &
IPATH L, [9.1.3, 11. 1.5 &M]

9. BEDERZFHITHEFICHIT HEE

9.1 &6HE - MERZEOHLEE

9.1.1 (THIREEDH ETNIIXZTOBEROH S EE

QT FIFEENEIHTIBTNND 5, LR/ RME QT IERIAE
fERE T E OMMAIEARDO BRI/ D EE AT 5 BE ICITIEE
CHET Sz, [11.1.2, 17.3.1 &#]

9.1.2 SMEEDNDEE
EIENE(L T DRZNNH S, [11.1.4 B8]

**9. 1.3 MEMMEEOHLIEERXLTOBREROHLESE
ME MR BN RE I ES I BZ b 5, [8.4, 11.1.5
Z ]

9.3 FTHEREREE RS

9.3.1 EEDITHEEZTDHSEHE (Child-Pugh 7248 0C)

WREBET DL LT, BEOREBL IV EEICBEL, &l
TERORBUC IR T 22 &, AFlOMPREN EF L, Fl

ERR RSN BENNH 5, [16.6.25H]

9.4 £GEREEHET 5 F

9. 4.1 YR FTRE A ML, AFIE Gh R O 544 T % — E IR
V) AT 21T O KO RE T A &, [9.5 5]

9.4.2 /X— M —PEIRT D RHEME O H D BHEICIX, AFE G- H
RO TH% - EHMITE 2T 2175 L O 8T 52 &,
[15.2.1 M)

9 4.3 WEMICHDEHEEBE LB IRICKR ST 28AICE, &
HHREDIK TR LDONAAEENS D L E2EETDH L,
BT v MTBWT, RO FREM, R LR TR,
K FIEB RN, BEBER - REME L OZIBEOK TR
??n‘ﬁ%&w%%LW@ﬁ%m@@@m%mgnfw@m
1,2

9.5 1T%

W05 SRR U TN 2 ATREME D & D M IIE R L D B 38D
falttz LR LR s GaIcorEsETHr2 8, Ty b
Z VIR - JRIE A FRIERBRICRE W T, BRRERE (AUC) &



FREORBERCHEECROARBRD AT NE .

[9.4.1 B8]
9.6 237
WH LW ENREE LW, HBITICET 2T — X200,
AHNZBCRP OB TH D=, HAIBITORREMEN B 5,
*x0 7 INRZE
(BheeiE)
9. 7.1 IEMICH D EER ITB WO TR BRI BT N0 int+5y
BT 22 8, BmMRICEFE RO O NHAI1TE., Bk
ED A BBl 5 Z &, [16.2.2 &)
(RETREEIEFEHEDOUIBRTEELEST - BHRO /NI
9.7.2 /NRSEE %G L U BRRRBRITER L T,
(RET BB EEFBHEDRAYIRT L BIRIRE. FET ERFE
EEEORAUIRT L PIRIRESE)
9.7.3 12 mRMO/NEHEE R L LI BARRBRITER L T\
A

10. #HEEH

AL, FITCYP3AIT Lo TREAFE 4L, CYP2C8 KT 3A DBHESE
MzErT, £, REOBEMEIL pH O EFIZ XL VKT 5,
10.2 HREE (BHRISEET 5 L)

SHE 7 47 4 BRAELR - HE | B - SRR
CYP2C8 DIEH L 72 I/ | T b DRI | AHIH CYP2C8
LY = R AnEshasz | £METL L
vr sy a2y nnbHasroT, BE et /N
EUTAH A NE OREEHTEICBEE | OEAOM R
[16.7. 6 /] L. EIEROSELIC FEB ERT D0
TEETLI L, HEMED B 5,

CYP3A DFEE L 72 2 35
RHET A
NUT YT A
[=IRN  l 3
[16.7.5 M)

ZI S DFEH| ORI AFHN A8 CYP3A %
ArEmIn2B% ETDZ LI
nNnHoHOT, BE v, Zhoo
(28N R 1N ek =E = AN i
L. EIEROSELIC N EFT 5 AHE
+aEETDHI L, e 5,

AHN O EIEH 238850 B DIEHIA
SINLBENNRDD CYP3A % [
DT, ThbDHEH HZlicky,
& OO ATE 7 (R AF 0D 1 v
DRET D Z L, Rt N EFT 5 A6
ERTORHT 28546 e 5,

W2, ARA OB
BETDHELEHIC,
BEORREAEEIC
BEL. AMER DR
BUCHEET L
L

CYP3A BHEF
A4 hTafy—i
VA7 I =i
T 2Ar~wA
[16.7.1, 16.7.2 /]

CYP3A 3535 AHN DA ZPE DRSS AL DFEHIE
U7y THBENRH DD 2% CYP3A % 3538
TJrxz=hr Vv T, b DOIEH| & THZEIZK
Reo &% OPFRIEATREZR RV 0 AAIO L
[16.7.3, 16.7.4 &) BECF . CYP3A FEIEAE WENMET T3
FHD 72 N FER~ DR FREMER S D,
HeBEETD L,

R =Ry a N A AHN DA ZPE DTS

(St. John’s Wort, &> THBENLRH DD

heYa—rX-U—1h) | T, #ERLALNES

EHR HEETHZ L,

7 bR TIRER AFN DAY
FRAT T =) ToHRENRHDHD
FUITT = T, T D DOHEHF L
TYRATS T L DU I ATHEZRR Y

b DA
L 5HEWNpH D
ERIZEY, K
FI O T

[16.7.7 %] WD L, RE | L, AAOMD
BEIRTEeT | mEMETTS
. AL E bR | TEEEAD B,

®RicEGTH L,

H, 5 B ARAE A AFN DAY
T=FT ToHRENRHDHD
TrEFTVV T, LA L
VAFUUE DO I ATREZR R Y

[16.7.8 &[] BETHZ L, %
BPOFHT 2mA
. ARFH L R
EToTE(T=F
T U ERARARE 10 B
RIRT RO 2 B
Pl Uiz & & OAFA|

A4 5 BRARAEIR - HE B I | BB - [ERIN T
DI R~ D
FBRENTH-72),

il A AFNOH VDS KD
PRFRTI V7 I To2RENBDH DD
Kb~ 7 x v A T, ThbDHHlL
KEELT VI =D A DO AT FTREZRIR D

% WD &, Sl
BIOFHT 2581
T, A & AR R
2P & (Al
% AR G- 2 R A
X it 2 Witk i i
L7z & & OAAOD i
PR~ DR EITIR
ERTH 7).

11. 8l¥EFE
WROBWER NS HbNDZENHDHDT, BERE+HITiTV,
BENROONTEGAIIIRE 2RI 57 S e i 21T
5z &,
*+11. 1 EXLEMER
11.1.1 FraefEs (30. 8%)
[8.1 M)
11.1.2 QT FERRER (14. 5%)
[8.2, 9.1.1, 17.3. 1 &/4]
11.1.3 @8UE (5. 3%)
i, BEEOERE M) BEREORBUENH S b Z &N
H5, [1.288]
11.1.4 EME (31.8%)
[9.1. 2 2]
11.1.5 MEMMESE (0.8%)
[8.4, 9.1.3&MH]

1.2 Z0tho&lER

EIER 8 20%L4 F 5~ 20%A]i5 %A
skl (b I Pz RS, Bl 8| e
(35.3%). THI |

w—f - A |, TRIE FEEL

H RO

A

- St i

R - R AARIBGR

5

skl AP Ebn) FEED E N

A

ok %

sk fiL i /A A | B
FERD

B AR AR A mH 7 v7F= | U

E:¥ 1 M g, K~ 7 xy

¥ A LE

4. BRALOFE

14.1 EJRIZFBEDEE

PTP FLE DAL PTP > — b2 HH 0 L TR % & 9 FgiE4
HZ L, PIP ¥ — hOREMIT XL D . B EEON B R~ A
L. HITITZEAE B LU CHERRIR RS 0 EE 2 A 0HE 2 563
HIERDHD,

15. ZODFE

15.2 FERGERRERICE D < 1B¥#R

15.2.1 AN AF=T1F, 7 v MMERBRIZB W T, BRA
£ 160mgl H 2 [ THDHND Cpy D 5.2 FITHHY T 2 A& TS
BRI CH 7=, [9.4.2 B

*x15.2.2 EREBR (RERPHAEH L TWARWSE T » N, ik
Ty FROERHI=TH) BT, AFOKEHSICEYE
UK EAR OB (BEWEKE OEK, @KL CREK) 2B, &
Mz 160mgl H 2 MO ETHESG Lzt EORKRBEREL Y LK
WIRBEE CTHROLNTWS, £/, $h#FE T~ MIBW T, B



FREMOZICBIME LT, BHEROCARREEOIEMER, © b
12 160mgl H 2 MOFAETHEG Lz EOBKRBREEDZNLEN
0.8 RN IBTROLATVNS Y, [0.7.1 58]

16. ZEMENEE

16.1 Mehi@eE

16.1.1 BEARUREES

SEATRETEAE R 94 BIICAH] 160mg % B 035 Uiz & % ol e b i FEHER %
OSIIBIRE$5 A — S AU T O L B0 Thot | GHEAF—4) |

2000 -
= T
E
£ 1500
#
LS
N
1|
™ | /
L 1000
2
K4
=2
N
& 500 1
#
=]

o)

0 2 4 6 8 10 12
IR§fif (hr)

1) AH] 160mg 2 Bl OG-8 (B 1%+ 7 V81 B H) oMy
B £ R e R E)

1) AH 160ng 2 HEE O HG% B 1A 781 AR) ORYBE T 2
— 5 RVl K OB ERERS)

(RS 94

Chax 1120
(ng/mL) (85.7)
Lo D 1.96

(hr) (0.50-7. 83)

AUC . 7430 12

(ng * hr/mL) (67.5)
) PofE G/ME- K E)

) =TI
< RN (12 )

A AN OHELT [EJEHE A 58 FIICAA 160mg 2 1 A 2 MIER KL LIzL & D

TEHIRREIC 1) 2 MAE P IR EEHERS M OB B R T A —H I FZLL T D L B0 Th
3)

o7,

6000

5000 -

14 (ng/mL)

4000

=7

3000 -

2000

ML L ~L T F

1000

0 2 4 6 8 10 12
k¢ (hr)

X 2) AH160mg 2 1 A 2 FIERARSGH% GE19 A7 LVHE8 AR) OEWIK
TEICH1T D AT PR EEHER (T HOME AR YE(R 22)

#2) KA 160mg Z 1 B 2 mIKER A% G147 VE8 HA) OEFIK
FEIZHB T 2 HMERE/ T A — 5 GV K& OB RES)

GRS 58
[ 4060
(ng/mL) (34. 4)
[ 2.08
(hr) (0. 00-8.10)
AUC, 37100
(ng * hr/mL) (39.3)
CLy./F 4.31
(L/hr) (39. 3)

T 3) gl G/ ME-f K E)
o R (12 )

AR IS P 5% 8 B CICERRIRICEE Lz, £z, &) 160mg % 1
A 2 FRER RS LIcBROES 8 A BITRT 2~ T =7 OERFI
3.40 TH -T2,

16.2 TRUR

16.2.1 $ERBNAFTFRASEY T«

HERERCA 6 Bl AH] 160mg % HEIRE MG LTz & & O/ A AT A T &
VT 4 OZMEEEIL 73. 2% CThH o7 P GHEAT—4) .

16.2.2 BEOEE

HEREREA 20 FI1ICAH 160mg % RN IR I HEIRR O &G Lic & & 22iEny

BLTHT D ERBELICBT AL F =T D Cou O AUC; ¢ D50 H
DHITZNZI0.862 LT .09 ThhoT- | GHEAF—%) |

16.3 £

16.3.1 EEMER

TN HF =T O MSES LRI FEGFRITN 6% TH D | RERFMIER
W uNARM T (in vitro)

16.3.2 mik/miEHREL

RN A F =T QIR MBI 0.7 T o7 (in vitro) .

16.4 X3t

CARAAF=FIEEL LT CYPIM IS DRBEND (in vitro) "o REHER

A 6Bz [MC] —e UL hF =7 160mg & HERR OG- Lz & & 25 168 I
[H#% E COMIEPTIITEITRZE I B S vl U ae I3 5 %]

At 86.2%) U GHEAT—4) |

16.5 Heittt

FERERR 6 iz [MC] B A-LhF =7 160mg Z AR O Lz L&, &5

432 Wi 14 & TICE L L2 REDKY 69% CRZALIARITAY 14%) A3FERE Az PRt
S, K9 24% CREABMRITAR 11.5%) ARFICHR Sz K GrEANT—%) .
16.6 HEDEREHTLEHE

16.6.1 BHaEERE

AHK) 160mg Z HEIRR OIS Lic & & BHREIE R (10 41) (Zxt3 2HREE
OEHEREREFEEE B ) OIMETHEN VAT =T D Cy O AUC;, D AT

SEMEO I, FRER 1,30 LN 1,07 Th o7, BHEREERFHERE (10 )
x5 B OBHERERE FE B 8 ) DIEREEB AV F =T D Cy i

N AUC, DT FEEEOIX, THZEH 167 K TN1.89 Th o7, BHERETE

B (10 f) (b 2 mEOBHEREES (7 6) OIEEB LT
=D o LR AUC, DETFIIEO I, ZHEH 1,04 RO 154 Toote
GrEAT—%) , MIRETOAEICE ST, KRB ARSBFICET L7 —4
AN

16.6.2 FFikeEERE

A 160mg Z HEIRR A#G Lz & & IFRREIE RS (12 41) (Cxt3 2R
OFFHERERE R BE (8 ) OIFREETLE NN HF =T D Cy O AUC;, D AT

SEHMED I, FRER 178 LN 1.33 Th o7, NFHEREIE RS (12 )
x5 A FE O FFEREREE B 8 ) DIFREEI RN~V I F =T D Cy i

TN AUC s DR EEME D FLIE, ZALEH 0. 989 TR 0. 991 Thho 7=, IFHERETE R

e (12 ) (oxtd 2 EEONFHEEREEERE (8 61) OIEEAEEELL

F =T D Cooy HONAUC, ¢ DBATFHED LT, TNZEH 2.32 KN 3.28 THo72

Y GEAF—4) . [9.3.1 518

*x16. 6.3 /NE

ERELERSS /11 #H3R%: (LIBRETTO-001 #ER) (Ml Ah 7z 722 fl (12 %

L b/ NRBE 3 Blaate) OF —4 &V CRENEEIET T Lo S

iz, WS SN RENEYBIEE T L2 VT, (AERE ORK & MK

EHFRICIESTYTRES I =2 b—v a & T L-RER, OFRFGRT 1. 2n° R

O BHI 80mg, @M 1. 2m® LU b 1. 6m® RGO BH I 120mg, @FRFmfg

1. 6m* L B BT 160mg ZE 24 1 A 2 BIER OGS LB, ERREE

1281 2 ARHAID Cpy (ng/mL) B OVAUCyy;, (ng « hr/ml) O defiix, 2410 KO

43700, @2320 KU 45000 3 TNZ@2590 KT8 51800 & i S

16.7 EMHEEIER

16.7.1 41 53+ V=L

FEEERR AN 12 Bl A K 2> —/v (5> CYP3A BRFEAI 200mg & 1 A 1 [

RO L, AA 160mg & BERE OGS Lz & & AHIEAMEE GRS 5 A
T aF Y = RGOV LT F =T D Cpap e T8 AUCs ¢ O ${a] I D

HiE, 130 RO 2.33 Thote © GHEAF—4) ., [10.2 B

16.7.2 203+ J—)b, SILFTEL

AR T VSIS WV R 2 b—v a3 UIZB W T, KA (160mg &

AR 435 BME GRS RT B 70 a ) — 0 (REREED CYP3A PR
(200mg % 1 A 1 FEERAES) JFRAEGROELSADF =T D Cpp L

AUC DEBMIEHED L, ZAER 1.20 T8 2.48 LHEE ST, AFH] (160mg
Z B O #G) M SR+ O F 7Y A (FRRED CYPSA FLEA)
(60mg % 1 A 3[EISEIROES) JEAR GO L~V HF =T D G, L TVAUC

OJPEAEOIT, ZREH 117 LU 2.18 LHfEE Sz P, [10.2 B1R]



16.7.3 U7 YvEYY
ERER A 12 62 7 7 > B (BRUS CYPSA #5384 600mg 2 1 A 1 AR
O4%5- L, KA 160mg 2 HEROEYE Lz & & RAIEME S50 7

7 Y U REGREO B L I F =T D Cyp SN AUC, p D H A I D b,

0.301 RTR0. 133 Ttz GHEAF—%) . [10.2 B8]

16.7.4 REVB Y, EF T4

AR T VSIS WY R 2 b—v 3 UIZB W T, KA (160mg &

HERE O & G) B SRFCHT R 2 (PRREO CYP3A #EA])
(125mg % 1 A 2 B A#EL) FREGREOE LSV F =T O Cpp KDY

AUC OEMIEEMEDO T, ZHZH 0,71 K 0.53 LSz, A#Al (160mg

A BRI (4 ) B GRS 584 7 4 =L (PR D CYP3A #EA)
(200mg Z 1 F 1[A 7 AR O#G412 400mg 2 1 B 1 ERERO#G) OFHE

LREDV NI F =T D Cope o AUC DEATEXMED S IE, ZFHEH 0. 86 K&

W0.64 LHEESEZ Y, [10.2 2]

16.7.5 S4YS L

TERERA 16 I AA] 160mg 2 1 A 2 MIKER AL L, I4Y 7 4 (CYP3A D

D) omg ZEAMEROLG Lz &, 34T AEMB G 5 A4

BeBIRFD I KT DO Coo LY AUC, s DI O LIE, 1,39 LT 1. 54 Th

ot WEAF—4) . [10.2 B8]

16.7.6 LG Y=FK

BERER N 16 FIICAA] 160mg 2 1 A 2 BIERAELG L, L3277 Y =F (CYP2C8

DOFE) 0.5mg Z HEIRROHL G L& &, LX7 Y = REME GR35 ARH)

PERBEHRED L7 Y = RO Cy e ONAUC, , DA O beiE, 1. 91 L TR 2. 88

Tt GMEAF—4) . [10.2 5]

16.7.7 A A FSVY—1L

MERERR N 20 Bl A AT T —b (Fu bRy ZHEAD) 4omg 2 1 H 1 [EE

oG L, ARH 160mg & ZEIERFC BRI DG U7z & & ARFIHIME 512

ST DAAT T — NGO H F =T D Cpp S OV AUC, , O S

PO, 0.123 KTUN0.313 Th o7z, o, FAT TV =& KEKR Y

L. AH) 160mg Z @i A i (C HER O Uiz & & | ARKI BB 5-FIC

ST DAAT T — NP G OB ARV T F =T D Cpp S OV AUC, , O L7

PO, 0.586 K1N0.938 Thoiz, ARAT TV —VERERARS L, K

#il 160mg ZENENT AAEEE IS B O G Lz & & AAIHEME SR 5

I AT T = VPR GO RNV T F =T D Cpoy SOV AUC, ¢ DA 355 D

i, 0.782 RUN 100 Tho7= " GHEAF—%) . [10.2 BH]

16.7.8 S=FT>

BERER N 20 BllC T =F 2 (Hy ZAEESHAD 150mg 2 1 A 2 [MIRAE# O b

L. AHl160mg & 7 =F 2 85 10 WFfE# K O 2 RERT A 22 IE IR L B RTR 4

H L& & RAEMB GRS 5 T =F VU IFE SO L~V F =

T Cop e TF AUy DT FIIEDLEIE, 0. 818 LTX0.932 Tz FHELA

F—4) . [10.2 5]

16.7.9 20t

(1) BA~HF =T EMNEL 2ET S (in vitro) .

(2) fEFERRA 1212V 7 7 > > (P-gp FAFEAD) 600mg Z HE[EIFE 045 L,

AK| 160mg A HER QL Uiz & & RFIEMBEGRIIHT L) 77 B

PERBGREO BN~V T F =T D Cp KOV AUC, DEAEEO LI, T

L19 K106 Chote D UHEAF—) .

17. BRIRAAE

17.1 BHMERUVREMICET H5HER

#17.1.1 EIFR$RESE /11 485888 (LIBRETT0-001 &XE%)

DILERERED B D RET BA AR Bt O UIBRRAE 22T - FE5 O F /N At
FAERE 134 6] (AARNERE 25 & ET) ROILFFRIERO 2 RETHE B
FBEEDOBIBRARRE R HEAT - PR ORI B 35 6 (AARNER 1 H1EE
Fe) (CAHI 1 [A] 160mg % 1 A 2 [MFEO#E Lz, FEFEEE T 5 RECIST
ver. 1.1 {ZFESMNFHNZE B HEIC X2 F9FIT, hEhd55. 2% (95%
(A 1 46. 4-63. 8) K U@71. 4% (95%FHHX [ :53. 7-85.4) T o7z,

12 LA EONCAIEED o 2 RET BAE AR Bt OARIA LIBR R RE 72 FR RS
B 10 Y (AARNEHR 1 fEET) | OPFRIEREO 22V RET A BIE T
it OARIBUIBRARHE 72 FOR IR F A 12 B2 | OILFERE D5 5 RET WIE T
22 RS OARIEBIBR R RE 72 HUR IRt B o7 ) (A ANEF 1 B12ET) &
VOCFFIEIE D72 RET s 128 S5 O AR TR YIBR R RE 72 ORIt
90 il ASH 1 [A] 160mg ¥ % 1 A 2 [Af% 05 L7z, TERHEE R T& % RECIST
ver. 1.1 (T3 <MSIFHMIEZE BSHEIZ L5 EMRIT. ThZ2hn@50.0% (95%
fEHEXAT 118, 7-81.3) | @100% (95%(FHE X[ :73.5-100) . ©68. 0% (95%{F#H
X[E:57.8-77.1) &U©63. 3% (95%(FMHIXM:52.5-73.2) ThHo7/z ¥, [5.2,
5.7 M)

TE 1) Ro0HE 2 51, KoK 2 Bl & & e,

1 2) ARk 1 A S,

T 3) 12 5L Eo/NRIZKRE T 2 AR OAGE AL - ARiE, (1) RFKEHE 12w
A O BT 80mg,  (2) MFK AL 1. 2m® AL 1. 6m® A O BT 120mg,  (3)
R 1. 6m° DL EOBHAIC 160mg 2221 A 2RO TH 5,

LRI G: 400 IR HivT- EAepIERIL, DR (35.3%) | @il
(31.8%) . ALT ¥4 (28.0%) . AST #40 (26.8%) . J&%7 (25.3%) “FCThol,

17.3 Z0fh

*17.3.1 QT BRRICxt g 88

HEREREA 32 Bl ASHAN 320 i 640mg 0 ZBAERE O G L7z & &, QTc kRO~
—ATA U NEOEED T TR E DB TS INEEK MO EIRMEL, &
EI 11.87 KN 12.4Tmsec Th-o7= ¥ GHEAT—%) . [8.2, 9.1.1,
11. 1.2 Z#]

E4) RS B ARKN OERAE - FHEIT 160mg 1 A 2[EREO#ELSTH S,

18. EMEE
18.1 {EFAF

BV F =T E, RET, ME N BOEGEIR 5 284 (VEGFR) . e 25l A
GEIR %R (FGFR) 0¥ S —BiEHZHET 5, B~ B F=71%, RET
G2 RO VEMEEIRFE L. TIRO Y 7 sy o U sk

19)

FIYHZ LTk, EEHEIEIER 2R EE L LR TWD

*+18.2 MEBHR

BV F =T, in vitro \IZBWT, RET G X 287 3BT HE b
NS 3 LC-2/ad MR K OVe I FOJR AR PLEERE B 3k TPC-1 ikl Ote
ZEFR RET (C634W K UYMI18T) 4 Z A ENFHLT S b FURIREIERE thok TT &
O MZ-CRC1 MARRERIC S L CHIGEIMBIEM 2% Lz, Eio, AV F=71%,
in vivo lZRWT, LC-2/ad FIEKE, RET @ & > /37 236813 5 /N ilifs
FBAHIK CTG-0838 MEMEGHLAR /T K& OF TT Mk & 2 2 TR L 7= e G
BIGER - _R—D 2= T A NI X — R~ 7 ATBO T, IESHEAEIHIE A 2R

19)

Lz,

19. BB IZEAT HEIEZHR

— & B 4 B BAULBF =7 (Selpercatinib) [JAN]
ft ¥ 4 6~ (2-Hydroxy-2-methylpropoxy) -4~ (6~ {6-[ (6~
methoxypyridin-3-y1)methyl]-3, 6-
diazabicyclo[3. 1. 1Theptan—3-y1} pyridin-3-
yl)pyrazolo[1, 5-alpyridine-3-carbonitrile
[ - VIR O S 0

sy F &t 525.60

D AB~IREAOWNRTH B,
0. Imol/L HEIZRRETII L, TR P RO Y ) —
JATHRD TEFIZ< <L AKITIFE A EBE TR0,

o
N/% | X7 “CH;
SN =N

i R £9208°C

21. RPBEH

211 G Y A7 G 2 RED B WONCERT D&,

21.2 EWNTOBEBIEFISHBO TRONTND Z Enn, BIERTGHR, —EHD
FEGNAR 27 — 2 DRI S L5 £ CORMNIE. RIE B4 5t G it 4 5
WD &k, AROMEHBEOHESIEFREET 2 L L bic, AFOR
MR OB T 27 — & & BHNCUEE L. A58 o5 E A6 IS 2B A
L HT &,

22. A%

(Ly kg EHTEIL 40ng)

56 7L [8 7L (PTP) XT]
(Ly b4 EHTEIL 80mg)

56 7L [8 7L (PTP) XT]

*x23. EFEXEK
1) HNEE: BV F =7 ORERER (2021 4 9 H 27 AR,
CTD2. 6. 6)

** 2)  HENEE: AN TF =T O T v bR VR

3)  FENEER: HATERE AR L LIS F =T OF 1/11 AR
(LOXO-RET-17001 3BR) (2021 4E 9 H 27 A&, CTD2.7.2.4.2,
2.7.6.12, HAMEE)

1) HWNEE: BV F =T OMKINSA AT RA T DT 4 RO AN
7 v A3 (LOXO-RET-18016 #XH5%) (2021 45 9 H 27 A7&F8, CTD2.7.6.3)

5) HENEERL: B F =T ORMBBICKIETRFORBROA AT T
Y —b & OFEAER (LOXO-RET-18015 #X5R) (2021 4E 9 A 27 HIKEE,
CTD2. 7. 6.2)

6) HNEE: B hF=TOr bR AEA S (L0X0-292-DMPK-060
RBR) (2021 4E 9 A 27 A7ZKGE, CTD2.7.2.3.2)

7 FHENEE: BeULhF =T O S /i EE e (LOX0-292-DMPK-
013 3B (2021 429 H 27 H/KF, CTD2.7.2.3.3)

8) AWNEEL: UL F =T D CYP A (LOX0-292-DMPK-017 #5#) (2021
49 H 27 ARG, CTD2.7.2.3.5)

9) tENERL: BRx R EIERE OBHEREREE £ A T A BRE IR 2L
F =7 DI ENTE (LOXO-RET-18023 3ER) (2021 4F 9 A 27 AKFR,
CTD2. 7. 6. 6)

10) #ENERH: BRx 2 EIEEE OFHEREIE E 42 A T 2 BRE 2B 0 2B ~ULd
F =7 DI ENTE (LOXO-RET-18022 kER) (2021 4F 9 A 27 AKFE,
CTD2. 7.6.5)

11) FNEE: 'L F =7 OREM S BT

12) HNEER: BB F =T A T a Y= ER) 7y BV DM
HAEM (LOXO-RET-18014 3k) (2021 4 9 H 27 A/KFR, CTD2.7.6.7)

13) MR BV F =T OABER IR B E T T UEHT (LOX0-292-
DMPK-052 #R) (2021 4F 9 27 A&, CTD2.7.2.2.12)

14) NG B F =T 24T MO EAEM (LOXO-RET-18017 3t
) (2021 429 H 27 AR, CTD2.7.6.8)

15) HNEER: BB F =T L LS Y = ROME/EM (LOXO-RET-18026
ABR) (2021 429 A 27 H/KFB, CTD2.7.6.9)



16) HNEE: BN F =T T=F O RO AT T — VO ENER
(LOXO-RET-19075 35#) (2021 4£ 9 H 27 A&, CTD2.7.6.10)

17) #HNEE: BN F=TI0 8D R T AR —Z B (LOX0-292-DMPK-
035 3 BR) (2021 429 7 27 A&, CTD2.7.2.3.8)

18) ML BB F =T D QT/QTe FHl (LOXO-RET-18032 7ti) (2021
49 H 27 KRR, CTD2.7.2.2.8)

19) #HWNEE: UL HF =7 OIKBERER (2021 4E 9 H 27 AKGR,
CTD2. 6. 2)

24, XHERERUVEVEDE L
AARA—F 14U ) —HAEH ERERBGERD
T651-0086 A H LR il 5 T H 1% 28 %5
TEL:0120-360-605 (EE#BEHAHEA11T)

www. 1illymedical. jp

*x25. RIFGT LDERE
AFNIHEIG Th D70, LAETHESRE 107 5 CER 18453 A 6 AfY)
WZHD & 20224 11 HORA E T, &IE 1R 14 ARERE L SNTND,

26. BLERFTEESE

26.1 SLERRSET

HARA—Z54)) =A==t

#HPTPRRELBESTH1E285

® B GRPHE
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1.8.2 HEEXRIFHRE (F) RUZDREIRM

1.8.21  FhEEXIIEHE (F)

RET &85 T E O UIBRRRE 72 AT « B8 O FE/INH e A
RET ft & AR 1-BotE ORI DR A RE 72 B e

RET & 1n+1 22 B ORIGE DI BRAE 72 R IR B AR

1.8.22 ShEEXIIHRICEET HFE ()

(RET Bt &8 A5 - O UIBR R R 72 HEAT - B8 O IE/INKE A Aidez)

5.1 +5y 72 i8R & A DR BRE UM AR I LV . RET A B AT IE MesR &
REFICRET DL, BEICHTZ > TL, %néhtW%$m%E1mXiE
PR ARE) A WD 2 &,

5.2 M7, BRIRAE) OHONEZRF L, RHNOA MR O M5 55 (T8 LT
T BHILSOTER D FREIZ DWW T HIEEICHET L, @SB ORIREITH Z
L,

5.3 AR OIZABIEIEIC BT D4 9ME K L EPEITHENL LT,

(RET it & 8 1B O ARIGUIBR AN BE 72 B )

5.4+ a2 A DR E IIMA G IC LV . RET @& E a1 s S h
HREICHRETDHZ L, BEICHZ > UL, AR SN2 HH EREL UL E
AR WD Z &

5.5 et = U RIS L DB O & 7 D BF IV TR, MRS ELET D 2
L.

(RET 38 {128 B 15 O ARIGEIBRANH ﬁ%h%ﬁ%ﬁ)

5.6 5372k & A DR ERE YIS A iER I LV . RETEBIB AR R IR
FIEETHZ &, iﬁﬁm+ﬂ@anm%WﬁﬁhﬁxiT%@ﬁAi 7
o S AT RSN 2 I R SR U ER R ) AW TRAEZITS Z &

5.7 7. BRIRAE ] OIHDONEZZF L, AH O AR OV % o0 \ZEE L7
T ARSI OIER D TR DOV T HEEICHRET L, @IS BF OBREIT S Z
.

) FEKFE S T ARAN 2 M A R IR L SRR S (BT A E I DTk, Lo
T 7 A NP BAFRRETHS :

https://www.pmda.go.jp/review-services/drug-reviews/review-
information/cd/0001.html

1.8.23  ERTEIRH

T~V F =7 1F, RET (rearranged during transfection) D7 7 /v > = U Vg (ATP) f&&
WAL EBEERNCIHET 2 L ORI SNTIRSFTh Y, RET ITx L TEIRMED S WELEAITH D,
B2 RET Ik 2L~V F =T OREERZ, TTROT v A R2E2 AW THIEL
7o BPAT RETISHI 5 ICso MEIE. KIRED ATPFETT04nM THY . LV EBRETH LA
HPRE (1mM) @ ATP f77E F T 17.30M Thoto, HEHTREE, BA-LIF =713
V804M, V804L, M918T, A883F X% S891A AHA A3 % RET ITxt LT H iR 7 PHETENE 2 )
FFL. £ ICso EITWT N HEFAER RET ICXT 5 ICso [ED 4 fFLINTH -7, F/z, B~V
719 =713 KIFSB-RET fil & & {5 1% 8 A L7- HEK-293 il (Z#72 L, V804L £ F 31 V804M
EHRBHV) WO MIIST A 44345 HEK-293 filla TH RETD U Vb AFLE L7Z, 51
mngm%ﬁﬁﬁéwi%é%ﬁ¢é4ﬁﬁ®ﬁ@ﬁ(aD%RMmaﬁh%%%ﬁﬁé#m
HifAtEE (NSCLC) HaEHiIsk LC-2 fllfd, CCDC6-RET fha @ a1 4 3889 5 FIR AR L B
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FH3k TPC-1 i@, RET C634W E (1% A 3 5 HIKEREEHGE (MTC) B HE TT Mgk ;
RET M918T Z ¥ %4 A9 5 MTC 3 H 3 MZ-CRCI flid) 12kt L. &/A-~YLHF =71 in vitro T
RS PHENETE 2 R L, 50% A 30 (ECso) fEIZW 70 10 nM K Tdh - 7= (Subbiah etal
2018) .

TN I F =T, K& R RET KRS 7 L CIEB ORI A ET 5 2 LAVREN T
%o TEHEFNTIEMLIREEICH 5 KIFSB-RET MG &% /37 23 BLL CW O MildzBE L7~ 7 A
T, BV F =T OHERRO#EGIZL Y RET OV VEM LS AREFOICHHE S, 13 2
BlOP G CHEEMENE LS HESNT, BB F=7D 1 H 2 HoKEO%GEIZLY,
V804M AW (AL L7253 [/ — h—3—) BRC EEETELDATREEND D)
ZH 9 % KIFSB-RET JBla bR OMEEHEGE & HE S e, £72, B~V W F=71X RET &
R (Bl 21X, CCDC6-RET & #is 1Bt D NSCLC, RET-C634W MTC) = A3 5t N
HIRRR, NS CCDC6-RET @& oMtk o 2 FE¥E O B HRIEEf 2~ 7 2 ICBiE L=
Fu [PDX (55 1 L, FLRETIEM A AT 5~ AF X F—FHEA (MK 1253 5 A
255 V804M [htE) ] TOEEEME bHE L7, 2O L HIZ, BEA~hF=71F, HHbIh
72 RET (RETlE M OVERONS) 1Zxf L, BRAYBEEA| L& LT in vitro X W in vivo IEHE %2 H 3
HZENRINTWND,

ASEIDOHAGENRE « ZIROMR L 72D RET fE RIS HMED FUR IR & OY RET H85-1-28 1%
? MTC O BEEHIT 72 < | @D & OF MARBROEHM CoOEmIIN#ETHL &, RTA
N—TBAR A BAEG M OEAT - BROEEEFEICH L TFry X —EHEFEKICL VR
IBEFOND T EITBRERNICEERH D B2 65 Z & &1 LOXO-RET-17001 8 (BT
17001 &) TIEENEND 2R — F TTORESINZEZZE (ORR) ORfEICK LT, £k
— R® ORR @ 95%EHEXM O FIRBEEE ERl>7-2 & (5 2.5.6.2.1 HEHR) 26, EHEEILRE
55 VILFHFRER T 5 17001 FRER D RAEIC & 0 BRIRBLG ~DE AN FTRETH 2 &l L7z, 17001 7K
Brix, 14 [20mg 1 H 1[E~240mg 1 H 28] (BID) £ COM&EMH] H UMD 2 2D/3—
F TR SN A IFERBREGRBRTH VY . BUES I S— Sk Th 5, 5 TH/S— ME, 1=
YETR IR N B 2h S TARYETEIR D 72 W E T & X5, B -Uvh F =7 O KiitE (MTD) KO
5% I AHELE & (RP2D) ARET Do EM SNz (FEEGIE - £ 120 #1)  ZRMEnZE
BEaNZerE5 LEAEL LTI, BEREEZIER L, AR, EpoE (PK) KUY
FHNEMEE S SICRHMETEE S Uiz, 8 I AH/S— M, RET IHHEICIKTFET 5 £ B 2 Hud NSCLC,
FARIREE S D RET @A & GBS PEDEIERE, RET &in+Z25 BB D MTC % HP O TEBI 2V EERE &
Nz, £z, FUFESN— M UTFD 6 oD ak— b0, BA-VLIF =7 Hlgk 5D
7250#% [Response Evaluation Criteria in Solid Tumors (RECIST) 1.1 X|X Response Assessment in
Neuro-Oncology (RANO) (ZXS < FYHE] (12X o CTHIEBEIEEZ T T2 2 L 2 EEHB &
LTW5,

® RETRHGEIZFIAEMEDEHE (NSCLC, HURMUEE, Mg, K7 L) CBUAE (R

— M1 &R 20040) KROKREHE (hR—b2: &K1506)) OBER
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® RETHEEFERBGIED MTC THRYF L F =T IR T &2 =T 28GR (ah— 13 &
K150 f51) ROKIEHE (ah— b 4: K150 6)) OBEE
RET BIn ¥ Db 2 A3 DM OETEIE EETE (A — 5 K 150 1)

® Rt ZHH ICfidRIA RET BLESRZ Ik Lz adk—  1~5 (Sl Th 5 BERE, 7277
L. GBS O FRiARE S & 9725 (ah— k6 K 5041)

EN T, RE X7z RP2D (160 mg BID) @ HARNBF KT 2 ZEMERME (B AR TOHELE
MR/ N— b PEIEGIEL - 6~1041) 2MThiviz#%, # LHA— b ~ORERETT o 72,

17001 SBROFER . RETR GBI FIHMEDEIZEO 2R — 1 BEEH) (121X 2524], amk—h
2 CRIBH) 121X 66 BlOWBREDHAAN DT, ZD 95 RET BEEG 7Bt FURIRE O
BERE S, ak— N1 T196] (FIRARILEERE 14 61, BRI b 261, BRI (b 2 61,
FUIRER Hurthle AR 1 61) . =— bk 2 T 166l (RURIRFLEE 15 61, FRRBAR (b 1 61)) 2
AN STz, F£72. RETHEGFERBGIED MTC © 2k— k3 (BEIRHE) 1212143 6), ahk—
4 (RIBH) 121X 115 FlOPERE DSHEA AN BT,

ARMEZ, FRIOBEINE N, LEVEMITRIRER T, D7 &b bG% 2 BOmHG R FH
BT WM A BT e n b oI fER 2 xR L LTIl L7z, £z, adh—k 1, 2, 3. KO
4 @ ORR IZx L CTENEI 30%, 35%. 20%. 30%DEEN TOHESIN T\, ars—h 1k
Nk —h2IZBNWTC, BN AF =T EEIZL YD RETELEBG T-FHIED B RE O REE I

(R 66.7%. 95%(EHIXH 41.0-86.7) . KRiInHEHI (AR : 100.0%. 95%FHIX[H 76.8-
100.0) DOF 2 IZB W THEEHE/ IR PEO bivic, 2AR— 3 KO akr— k4280 TE, BV
SN HF =T EFIT LY RETEIGFERBMED MTC OBETRIEG] (G503 1 68.3%. 95%(E HE X [#]
60.0-75.9) K OMEAEIRIR (W ARY L F =T /R0 F X =7 3D MKI) RiGEE (R .
67.6%. 95%IFHEHX ] 57.9-76.3) D54 IZB W THEEAM/NHIRNBO bz, Edlko sy, %
a7 — D ORR D 95%EHXRE O FRNENZENOBEL Lal~7-, F7o, ZZWIRIE, =8
— k1 OFIRIE TOFIREIL 1843 # H (95%(EHEX M 4.1-26.7) . 22— 4 D MTC TOH
PJAEIF21.95 5 A (95%[FHHX ] 21.9-NE) Th o7z, amR— k2 OFRIE, 28—k 3O MTC

T, %%%Wi¢%ﬁ ZEFEL TV, ZNDDMRNLE LN HTF =T OREIZL Y E
B/ NORBE SN GE . RORIHIHRIAHIFRF CX 5 LB 2 b,

EJal %E%ﬁ@ﬂigﬂf% D REALFRITHOWT Waterfall Plot TREAi L7- & Z A, RETEin+
A EGMED MTC, RET & EAR T BHME D FARIE O W OHERIT S 100%I U0V ME /N3
R LTEFIN R o, BB TF=T7oRE(2L0, BHERIEGHENNIRBHFEETCE 55
2Tz, 7B, adR—h 1 KO 2 OFHHITHRD bz RET @& 851121 CCDC6-RET,
NCOA4-RET, ERCI-RET 72 &, zdR— b 3 KON 4 OFHBITRD bz RET Bin A RIZIX
MOI18T, V804M, A883F 72 K3 E £, RETRAEBIE T KON RETBin T EROBHEICEb L5
WD BTz, £, 22—~ 1 OFAREE TO PFS FAEIX 20.07 » H  (95%(E X [H] 7.8-
274) Thotz, ar—h 20FREYE, 24—k 3 KO hR— k40O MTC TiE, PFS 1T yufi

IZHE L Ty, 247K (0S) 122\ T, adh—k 1 OFRIBE O 0S ol 25.30
7 A (95%IEHEIXE] 14.8-NE) | =7x— k 3 O MTC TO OS HFHEIE 33.25 » H  (95%(E4EX M

10
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33.2-NE) Tho7o, am— F2OHFREEL O aHR— K 4O MTC TlE, OSITHRAEIZEIZEL T
AV AN

L b, RETHEAZFEF OFEEHIZ )00 b BEEH K OSKRIGH D RET Rl & 1851 Bo it o HEIR bl
o OY RET 3& {5128 BB D MTC 2% L THRIIERS RS Tz,

TEMEIZOWNWT, adR— k1 KO ak— k2 OFRIEEE OWT N TRIEIEG D 10%LL 1
ThHo7=27 L— R 3LLED treatment-emergent adverse event (TEAE) %, &I+t (ZA—K1, 2
TENEI 10.5%., 25.0%. LATENE) | PERAEE (15.8%. 0%) . 1K) R U D AMAE (10.5%.
6.3%) . ALT #901 (10.5%. 0%) . AST #1 (10.5%. 0%) . W& FFEEE (10.5%. 0%) TH-o7-,
ak— k1 EOadk— k2 OFREEEE B O CTREEOE 5.1 (LI FE > 72 TEAE ORHEE
I, adR—h 1 LOak—b 2 TEREN 10.5% LY 0% (LLFFEIE) | iRBREOKRIRICE 7=
TEAE OFRBLEIGIE 63.2% K% TN 25.0%, IRBRILOWEIZE 72 TEAE OFRHE ST 36.8% K&
250%TH Y, EEFERICEBWTEHEARAREL 725 L 0 2 FRIIBEE T, AFENRO o,

T2, akr— k3 KOs — b 40O MTC BEDONT N TREEIGN 5% ETHo727 1L —
R 3LLE® TEAE 1%, @it (2h— k3, 4 TENEN 16.1%, 23.5%. LAFFEIE) . ALT #0

(2.8%. 11.3%) . AST ¥ (4.2%. 7.8%) . &7 VU U AIMAE (4.2%. 7.8%) . VU 7 Bk
JE (5.6%., 43%) . RKEHEM (5.6%. 0.9%) Th-otz, axm—hk 3 KOak— k40 MTC BH
IZBWTIRBRED G- ILICE 5 72 TEAE ORBLEIGIL, 2h— K3 kak— K4 TEALN
6.3%M% OV 3.5% (LLFFENE) | TRBRIEDIRIEIZE - 72 TEAE OFBLEIG 13 44.8% K TN 42.6%, TRER
O EIZE -7 TEAE OFBLEIATT 22.4% KN 348% CTH V. ERFRIZBW CTEHEAARE L 7
% X0 BREGUIRBLE T, ARERRO b,

LLEns, B~ v B F=71% RET G BB B FRIRE & O RET #1512 R
MTC 2%t L CRFRRRT 4 h « URIRTG U RERLIZZ EDD, REIOZNEE X IE30 R

(%) % [RET G BE 1B ORIGYIRARE 2 FURIRE | & OV [RET s 12 BB ORIGY)
BRAREZR HURARBEARE ) E T 2 &R BE B X,

[RET & B s F P ORIGUIBR A BE 22 FAR I ) ISRV T, AFNX RET Bin FRE 2 AT 5
BEENGE L, B TREOBREICa L N=F 2B e B 552 b, BETHER

() LLTS4x2RE L, -, IRFEORFIZE W T, 17001 i BRO 25K — k2 DBHED H
HRES D SEE 73 (RAD ICXDREEL AL T2 E L, BRSO A KT 4T
MRAIGEIBRAAE 22 ORI B 1S L CTRKI L 0 & RAI Z#BE 35 2 L3RR S QD 2 & &
FRXTS55EHELZ,

[RET 81128 BG 1 OARIE I BRANRE 72 FURIRBERSEE | ([2dWCIld, AANEL RET B AR %
AT HEBEZRNRELTNDZ & KO, AIEMIERYIO RET BAG AR PHER TE TORWES
WZBWCiEar "= I L omEEZLEETHZ b, BBETHIER () &L T
56 ZXE LT, £o, AAOFDMER NLZEWEE DI LI ETHA RIA4 U EL I E
TARANSN DI D EREZ DN T HRETEITO T ENBELEE R 5.7 R E LT,
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1824 BEXH
Subbiah V, Velcheti V, Tuch BB, et al. Selective RET kinase inhibition for patients with RET-altered
cancers. Ann Oncol. 2018;29(8):1869-76. https://doi.org/10.1093/annonc/mdy137.
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183 HERUVAE (F) RUZOREIRN

1831 HFZERUAZE (§)

(RET @& 385 1B E O YIBR R RE 22 4T « F38 O FE/INH A fii )

W, AT AL F =T L LC1E 160mg 2 1 B 2B A#ES 5, 2B,
BEOIRBEIC L 0 R ET D,

(RET @t &8 A5 1B ORI EIBRASRE 22 HUR RS . RET 8128 G O R IGEIFR A
BE 72 HUR AR R )

BE ., ATV F =T L LT LA 160mg & 1 H 2[RI O& 545, 2B,
BEOIRBEIC K HEET D,

Wi 12 Eo/NBICIIRREEICEDE CROFELGE (B~ F=T7L LT
1[E) 92mg/m2) % 1 H2 B A& G555, Zeds, BEOREBICE Y EEEET D,

INEOHE
Rk 1 [ f 5
1.2m? i 80mg
1.2m*LL L 1.6m2 ik 120mg
l.em?* UL 160mg

1832 RERUVHEICHEYSIE ()
7.1 M OHEEMEEIZH & OOFIZOW T, ARMER O EMEITHESL L TUheuy,
72 KA EIZ LD BWERA I L2583, T ORHEZBE LT, KK - JblE -

FilTnZ L,

MADEH  AFOWED B %
WL~ B
G 15 160mg 1 H 2=
1 BERE & 15 120mg 1 H 2=
2 BERE & 18 80mg 1 H 21a]
3 BB & 15 40mg 1 H 2=

NEOE  ARBOWED B %

R P LY B 55

W g 1[5] 80mg 1 H 2[H]

1 BRI E 1 [A] 40mg/1 [F] 80mg
1 H 21

(1 H & 120mg)

2 P 17 40mg 1 H 2[A]

3 BRI D | 1Bl 40mg 1 H 1]
EERG 8 18] 120mg 1 H 2 =]
1 BB 1]7] 80mg 1 H 2 A
2 BRI E 1 [A] 40mg/1 [F] 80mg
1 H 21

(1 H & 120mg)

3B | 1[0 40mg 1 H 1[A]
EERG 2 18] 160mg 1 H 2 [H]
1 BB 1[7] 120mg 1 H 2[A]
2 P 1]7] 80mg 1 H 2[A]
3 B P 17 40mg 1 H 2 A

F D BHEUERBRFO A GREBUELIS T 2 BEFSEEIC B W THAENER G O WEE, &59ih)

1.2m2 K

1.2m2 Bk E 1.6m? K

l.em*VL

RITERC RS D IREE, B e O IR e

13



LY3527723 1.8 WAXE (B
AL EF =T (FARIRRE. HARIREEREE)

BIVEM PR ALIE
ALT 3I% AST #n U —R3XiX4 | ZL—F 1 UTIEETLZETHREL, BIEZIZ
2 B L TR EHEBITE D,
FRAtRIC 2 ML EFE L WEEicid, 1 BpE
WETAZENTE S, HIT 4 BEMMEHFR LA
WEEAITIE, B 1EBEET A2 6N TE D,
Wi L ETHRESRICHERE LgaiciE, hik
T2,
QT [HFRIEE: QTc [H1fE>500msec | QTc [lf#E<470msec (Z[RIfE T2 F TIRIK L, [HI1EH#
1B E L CREREBITE D,
2 B L7 R TR EPICHER LG A

I, Fid 5,
BEELRERESE | PikT 5,
9 AT ASIER AR
»onGE
& I ZL—R3XiZ4 | BHET A ETHREL, BIHERIL | B L <&
HHETE5,
WHEE (77 4F% | ZL— K 1~4 EETHETHREL, BIBREAT oA FOL2Yy
55 O HE 7o R Be52EET S, BERITRIBEEAT AL R
<) PEH L7223 5 3 Befifi s L TR G-HHTE 5,

BBHRIC 7 BULEER LAWEAITIE, 1 BpsS
ORBIBFOHE F CTHETX 5, HEXZIZ 7 HEL
LR LRWEAIT, BIBRE AT A N % i

ERAD
Fi A i JL—FK2 I 5 F THRIE L, IERIE 1 Bepiipce LTk
GHETE 3,
JL—F3XiF4 | kT2,
ERELISORITEH] ZU— R334 | BHET D ETIRIEL, MHERIT | BRRE LT
GHETE %,

7£2) 7 L — KIZ NCI-CTCAE ver. 4.03 [Z#: 0 5,

1.8.3.3 ERTERM

17001 FRBR Tix, B 1HH/S— MZEBWT, 20mg 1 H 1 [F[~240mg 1 H 2 [a] (BID) &£ TOH&E
W 21TV, B~V HF =7 O MTD KON RP2D ZRE L7z, 17001 iR D 1F1/3— kL OV
N N— R 2@ U7 a2h— FORMGHE D & OWRERIILL TO®EY Th-o7e,
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RET Fusion Solid Tumors RET Mutant MTC Cohort 5 Cohort 6
) N Cohort 1 Cohort 2 Cohort 3 Cohort 4 (N=166) (N= 4)
Disposition (N=252) (N=66) (N=143) (N=115)
Starting LOXO0-292 Dose (n, %)
20 mg QD 3(12) 0( 0.0) 1(0.7) 0( 0.0) 2(12) 0( 0.0)
20 mg BID 4( 1.6) 0( 0.0) 3(2.0) 0( 0.0) 3(1.8) 0( 0.0)
40 mg BID 7(2.8) 1( 1.5 4(28) 1(0.9) 3(1.8) 0( 0.0)
60 mg BID 3(12) 1( 1.5 2( 1.4) 1(0.9) 4(24) 1(25.0)
80 mg BID 6(24) 1( 1.5 7(49) 3(26) 3(1.8) 0( 0.0)
120 mg BID 9( 3.6) 0( 0.0) 2( 1.4) 0( 0.0) 8( 4.8) 0( 0.0)
160 mg QD 0( 0.0) 0( 0.0) 1(0.7) 0( 0.0) 0( 0.0) 0( 0.0)
160 mg BID [1] 219 (86.9) 61(92.4) 120 ( 83.9) 109 (94.8) 141 ( 84.9) 3(75.0)
200 mg BID 0( 0.0) 0( 0.0) 2( 1.4) 0( 0.0) 1(0.6) 0( 0.0)
240 mg BID 104 2(3.0 1(0.7 1(0.9) 1(0.6) 0( 0.0)
Treatment Status (n, %)
Discontinued 79 (31.3) 14 (21.2) 38 (26.6) 10 ( 8.7) 46 (27.7) 1(25.0)
Continuing 173 (68.7) 52 (78.8) 105 (73.4) 105 (91.3) 120 ( 72.3) 3(75.0)
Study Status (n, %)
Discontinued 65 (25.8) 7 (10.6) 31(21.7) 5(43) 31(18.7) 1(25.0)
Continuing 187 (74.2) 59 (89.4) 112 (78.3) 110 (95.7) 135(81.3) 3(75.0)

Abbreviations: BID = twice daily; LOXO0-292 = selpercatinib; MTC = medullary thyroid cancer; N = number of patients in the population; n
= number of patients within category; QD = once daily; RET = Rearranged during Transfection.

Percentage is calculated using the number of patients in the column heading as the denominator.

[1] 160 mg BID is the Recommended Phase 2 Dose.

FHEHIR#EMEIL, 160 mgBID T 1 1] CE#@EHUE) . 240 mg BID T 2 61 (/NS E K OV
ERREEERE) (CREBL LT, ZORERAZESE 2. RP2D % 160 mg BID & & L7z,

17001 FRBEROFER, 55 1.8.2.3 HIZFLHM D L 912, RET Bin R ORI b & T RERE &
ORIBIED RET @A B LB O IR IRE & O RET 8528 BEPED MTC ([2x LT, 'a~UL
HF =7 1[0 160 mg BID DA NZEWIRENT-, £, AMEOftrg s LT, 12
WL B 18 BT O/ NEMEERE Tk A — R 3 ROV4IZ 1 BT 2Fk 2 IS £ 4, RETEBTDOE
bz HT HOMETEBEETETH D kR — b 5ICH/NEBRE | FINE T, NS

IFNTHID MTC TH Y, 2R— k3 K4 O 1T 28 2 Bl '/~ F =7 ORISR

DO LN, WTHOERES, 7—F 0y MA 7R CTRERkcP Ch o7z, 28—k 30D
1 BIABKE R~ L =7 (FL—F 3, IRBRE L OER L) 1LV B F =T 2RI L7

T, BRI OB B EOoR B E | ZE 5 72 TEAE 1380 b TV AR o 7=, LasL, 125%8L
FO/NRBEIHT H2EEOT =2 RIEFITROENTND Z Enb, /INEOBRKRRRIZET 50
A A (ICH El1 2000) °—fxfy7e/NEREIESLOH &R EA B E 2 T, REREHICE S
HE8&EHRETH I ETHRACEALLF =7 1[0] 160 mg BID 5 L 72 B% & [F15 OURER &35
TELIMEMET DL, RAOHKEE 160 mg BID & Bk A DA DEEHER 22 AR HE TH 5
1.73m2 7> 58 H L7z 160 mg BID/1.73m2 = 92 mg/m2 BID % 12 ik LA Eo/NRIZEBT 5 ik - AaEd

TRETHIEE L, AEFIORKEN 40 mg XX 80 mg TH D728, 17001 35RO RHE 3R
%@Jﬁé (PPK) €7 /L (CTD #;2.7.22.11.3 HZM) ZHWPK I 2L —3 3 U ET LB
TR LN ARFOGETE B O T T AHEEMOREEREIX S Z & 0BRGN, (KREFES 1.2
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m2 ARt O BEREIL 80 mg BID 5., AEmAEAY 1.2 m2 DL E 1.6 m2 R0 BE#EI 120 mg BID %
G (AFEEN 1.6 m2 UL EOBETHT 160 mg BID #&5- 2925 Z L@ & & 27—,

ARENI M O HUENEREEEH & OO I %ﬁéﬁf%mﬂﬁ%hfwﬁw:kﬁ%% E HEE
() LLT71 ZF&ELRL, £, SHEWEHADNED NG EITIIIRIE, BESEDORIGH
HThDHI b, Bl 3R () LLT72%5% ﬁbtoﬁk 12 L B/ NRERFICE
JDWEDHZIZOWTIEL, PPK T V&2 W2 PK v 2 b— g iS5 & RADOKEE
LUV CORF OWRTE B IHEL LI BEEN GO E - HEERE LT,

1.8.34  BEH

[ICH E11]. ICH E11 #A K7 A > /WNREMICIT 2 EIEL ORI T2 7 A 42 R
DWNT R 12 4 12 A 15 HIEESRFE 1334 BEAAERZ 2R FETHME®EMN
https://www.pmda.go.jp/files/000156072.pdf
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LY3527723
B TF =T (R, FIRIREERRE)

184 HFRLEDIE () RUZORERN

1.8 HAE (%)

M EOVER () (3. A 0 [E 3 [F] B PR AR K ONE D st Rl N R i — & &

— I [Company Core Data Sheet (CCDS) ] #&&|Z L

TRE LT,

A BT (%)

BEARL

IS
AFNT, BEEHI xS TE DEE MW T, Ak
FIRIEI I - RBRA R OERDO S & T, KA DR S
DY) & SN DFEFNZ DWW T OREET D L, Fiz,
TBIRPHARICIESL B E UTZ OFIRITAME K OfE Rt %
TodilL, REZGrLRETDHI L,

BE DLW I A OB,
OFLEMEIESA| O WRM SCEOFEHEHE 5105
E L=,

2.2 ROBEIZITBRE LN L)

ARNDOEAFIHRKE LT T 7 4 T %2 —55 0 B 2R EE OB
FED S D BRE

T SCECHEBEMRE & — e FmE e L
TRE LTz, e, AFIORIWEH L LToW
BWOE & XBT 27 BARp 7 52 HR L
77

8. B/ AR

8.1 fIFEREREEN D B D Z ENH D DT, AFIDE5-BIME
A& OV G- A P I E SIS RERE 217\, FRE OIRRE
BT b,

82 QTHIBIEENH B D Z ENH DD T, AFlOFK 56
BERMCIZEE O QTc [IFEAS 470msec LA F T 5 Z L 2R
5EEBICMEEMERE WV UL, /X ULE) %
175 2 &, DEREOIIEERERAE L & 50A% 1 R
ML O EBtAY: 6 » AMIXEA 1TV, BRSBTS
CTITH 2 &, £72, LIS U TEREMELZITY 2 &,

83 mMIMENRH B b Z ENHDHDT, AFNDBERERLERTIC
MENETICERINTWNWAZ ERHERT AL, AKIERE
FIZESRICEZRET D Z L,

8.4 MEMMERBNRHHOND ZENHDHDT, AAIDEEIC
BTc>TE, WIHEIR (FPIRINEE, sk, ZEEVE) OfER
O A O Fi %, BH OREBE oI Blg+ 5 2
L, F, BEFICRVERICOWTEHT A & &bz, FENME
JiigR D HIIREIR AN FEBL L 7235511, B E R R &
X3 oL 0BAT L &,

LIBRETTO-001 RERICEB VTN HDOFELN
WOOLNT-T-0, BEKOBEDLEMIZD
WTRERAE LT,

9. FEDYREATHEBICHETHER

9.1 AOHE « BRSO H 5B

9.1.1 QT HIRRIE R D BF N L% OBHERED & 5 B

QT MRS RE T2 RBENNH D, FLRM/B RN QT IEE
SEBERE X 1T OMAREARO R A2 BIREE AT 5 BEITIT
HEICEE T &,

9.1.2 @I EHE D B

BIENELT 2BZNRH 5,

9.1.3 FIEMEMER O & 5 BE T2 OB O & % B
MV ME TR B ASSEB ST 5 B8 2R d 5,

LIBRETTO-001 FRERICB W THRD S -4r1z
EENLERFESICE L TRE LT,

9.3 IFHHERE BB E

9.3.1 EEDOITHRERE D H 5 3 (Child-Pugh 434 C)
WRAZBET DL EbIC, BEOREL L EEICHIEL,
RER ORBUCAIMEET D Z &, RAIOMPREN L5

Bex R EERE ORTHRBERE S 2 A9 D R E &
G & LIEARI O BREABRICR N T, &
JEDORFHERERRE 2 A9 D98R8 T, EH
NTHEBEZ A9 DA Ll LT, IREEE
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1.8 HAE (%)

A EOER (R)

BEARL

L. BWERZSEE SN D BENDNH D,

(AUC) 23EEZE(ZHIIN L7272, BEE DTk
EOHHBEIIKTHEEMEL E LTREL
77

94 ASHREE T D H

9.4.1 AEURFTREZR ZoMEITIE, ARG H R O 54T 1% —
BT D) 2T 2175 L O fRETHZ L,

9.4.2 73— NP —DMEIRT D RTREME DO & D BRI, AAIBEE
WO O 544 T8 — E IR E O 28T 247 0 X o fRiE4 5
&,

943 EMICH 2EERMETIB RIS T AT, &
FREREDIR TR O L DI D FREMENH D L 2B 5
Lo W T v MTBWT, FROK ERZEM, RE RROK
FhEYE, RS TIEE R, BERER TR Sl L O e RE
DIRTFDFES B, FEHREONER RO AU BIE IS
HILTUVRWY,

AKFN DA ATIENRE LT B ATREED & 5 I
A~DEEFREHRBRIT 2V, Ty a2 AN
7o R - TR RS AT B 2RI W TR IEAE
CROFERBDO LN L, T v MR
RICBWTEEFEEREEThH T2 8, T
v MERWEZBEICET 2B E I =7
& % T R R G R L o B AR
AR ~DIEENBO LN TNDE I E0D, 4F
WRFTHEZ2 L MEXE /S — N —DMEHE T 5 Al HE
YD H B BHE~OEEBE L U THE LT,
F7-. BRI EFICB N, MRS
EEREICHTHIRENBESND Z 2B
B 5L, AEEICRTARBIIETE LS X
DTl Ty hERAWERBRIZB W
SZHREICEENRBEO LN &b, RKED
W DIEEBMEUTBIR~OFEER L E LT
RE LT,

9.5 it

BT THEHR L TN B ATREMED & A 2ot I Ta I oG 26k
DIERRMEE ERID S SN DG RICORET 2, T
v NEHWCR - JRIERAREERBRIC VT, ERREE R
(AUC) & RIFRE OB E TR L UFERR O 5T
W2,

ARFN DI ATIENRE LTV B ATREPED & % 2
PE~DERRMERRBRIZ 2N, T &N
oI - R R AT BT 2R BRI B W TR IESE
TR OFERRBD iz d, i X3 EiE
L CWBAREMED B B L E~DOEEMRE & L
TRE LT,

9.6 1% Hhat

BFALLAWZ ERZEE LW, IWHBITICET 2T — 2130w
23, AFNZBCRP ODRE TH 5720, FLHBITO MR H
éo

AENOHH R ~DOBIT, AL INZAIL~D
BN A EEAE~OREE R LRI
AJAY/NNEE 2 W - NS i A R S PAE NN W ilad
L CRRE LTz,

9.7 /N4

GohgeItim)

9.7.1 EHNTH DEAEZ T O TITB BRI S 2N 22t
FWBET L L, BRRICERERIRD NG, &
Gkt ORI A EEICHET S 2 L,

(RET & BAZ T BEME O UIBRAREE/ AT - TR DI/ Nt
i)

9.7.2 /NREZ RIS & LT BRRRERIZ S M L Tuauy,

(RET W& ST EORIEYIBRARE 72 FUR RS, RET #15
T2 RS OB UIBRARE 722 UK IR AR )

9.7.3 12 ARG O/ 255 b U BEAREEBR 135506 L T/
AN

HEFARHBRIZIB N T, BOMRR~DRZEP R
ez, b FTOREBIARH TH L0
TEEMARL S A8 & B Z BT LTz,

NSCLC TI3/NESEZ x5 & U7 B ARG EA RS 5
FELNTE LT, BREE T 12 ko
N E RS L LT ERRREBERIIEON T
WD EMNBRRE LT,

10. fHAE/EH

AFNT, T CYP3A4 12 X » TR#F S, CYP2C8 K TR3A D
FEER 2R, £/2. AFIOBMEIL pH O EFICE VKT
35,

102 PFHEE (FHICEETH 2 &)

SHE I 47 4 FEEASER - HE 71k T - fEBRIR
CYP2C8 D ALEL & 72 2 HEF IO OFEANORIEM | AFHIA CYP2CS
L7 =R NIRES N D BERN EWETHIL
EATYEY HHOT, BEORE | kY, Zhb
EUTI A R ZEEICBE L, AME | OZEHIO M PR

RORBU A ERT
5T &,

FERS L5 %]
REMED S D,

CYP3A DHEH & 70 2 34 b DFEADREIEH AFHIHS CYP3A %
IHV TN DRI D BERN FE 22 &l
YT YT A bHoHOT, BEDIRE Lo, Zhoeo
ERNP A ZEEICBE L, AME | FHIO M PR

MOFEIUA/MERT | BERET L HE

5Lk, PEAD D,

I OFEF TR EOPFHIC L D, ARH
OMHREEN LF UK TT28ZNARH D
T RE LTz,
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B TF =T (R, FIRIREERRE)

1.8 HAE (%)

A EoER ()

BEARL

DOWEEBETHL L
b, BEOREZE
HICEEL, FIER®
HBUHDEET D
=

CYP3A fLEFH AF O FINEH AR B DI
4 hTafy—n nNaBENRHLHO CYP3A % [H&EJ
VA S = 0 G T, IThHDHEH LD Lz EiTky,
T RuwAf OFFIERTREZCBR 0 BECT | ASHI 0 dfn g 2

LT L, RUEGTO | B LEATDAHE
M3 285A1E, A4 | E23d 5,

AFHN D A A BES 5

L

AFNOF YA TS T

KEALT VI =7 L%

Ho %2 B AR5 HUA
F=FTv LBENRHDHDT,
TrEFI D DR E OHFH
VAF UL IXRIREAR IR Y HET D =
L, RTEBTOHET
DEAITIT. ARH &R
AR ZT o3z &7
=F U EARAIEE 10
RREET AT R OY 2 BRI A2 12
B b LTz & & ORAD
I R EE ~ oD S TR
ERTH o),
il P A1) AFN DA ZPEARGS T
REET N T A LBENNRHDHDT,
Kb~ 720 A b DAL DHFH

XA R (R Y BT 2 2
L, RUEGTOHET
AT, AH LR
FRE 237 532 & (fl
P 1l % A B - 2 IRE R
AT 2 RRf % Lo e -
L7z & OARF O H
R~ DI IRER
Thoto),

CYP3A 757 T D DIEHK| %
R SR = BERENNHBHDT, 25 CYP3A %54
Tr= kA b DAL DHFH FTHILICK
R &k VX FTREZR IR V) BEVT 0. ARF O

CYP3AFFEEH DR | WEMETT2
HHI~ORBEEZBEST | WREHERH D,
5k,

A IATARFY Y U(St AHN DB ZNPED DI

John's Wort, &>k« V3 LDBEENNRHDHDT,

=YX - U— NERR BRLAVWE ) EEY

5k,

Zu bRy TRREA AENOFHENRIS T | Zh b DA
FRAT T = LDBENNDHDHDT, L 25HENpHD E
TUIT T =) b DAL DHFH ok, KH
TV AT TV I FTREZR IR U BET B 2 DYWL DR T

L, RTEBTOHET L. ARF o
LA, KA & WEMETT5
bloBBICELE TS5 AR D D,

11. BIVEH

WORBWERNRH HOND Z ENHDHDT, BlELE 31T
W, BEDEOONGEIIREE PIET D LT e

EE{TH &,
11.1 ERZFIEH

11.1.1 AFREREREE (30.8%)

11.1.2 QT M@t & (14.5%)

11.1.3 @#UE (5.3%)

S5, FEEEOERZ M O BREMEOBBUERH LD Z L

N5,
11.1.4 HILE (31.8%)

11.1.5 MEMEMZEE (0.8%)

112 ZOMOEIEH

EIER 8 20%LL I 5~20%A il 5%A il
W bds Nz {Ef, Mo, MES | e

AHNIORIVER & U THERRRER O R D b AH
Pe g & ORICBEMEN B D &Rl S-S
% CCDS OFt#izSBICHE Lz, 2k, F
L O IE LIBRETTO-001 3BRDH 1 FH/3—
MZAL A AL B ATz NSCLC K ONHUR i 2
FHOBFITERSEHH L,
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1.8 HAE (%)

A EOEE ()

BEARL

(35.3%). TH#i
—fk - AR | WS, I FEEN
O G-
I
LRE P tatiin
AR - SR BBRIE
Il S G FEIMED E
B F%
ik /IR A AR | i
ERigb
BRI A 5 M7 vrF=2 | U BREDE,
" Hn i VNN

14. WA ForE

14.1 3EHIAZ RO E

PTP @XEDHKAL PTP v — b2 bWV H L CTIRAT S X 545
HYBHZ &, PTP v — FORBEIC LV | BHOSLA TSR IERS
JEA~HIA L, BICITZRAE R Z L CHERINE S0 REREDF
EEFRTDH LR D,

PTP OFEFTFEIZONWTHEME T 570K
E LT,

15. Z OO R

15.2 FERRIRRBR I IS < 1B

1521 B~ F =708, Ty MMERBRIZEWT, BARH
& 160mgl A 2 [T B2 Cnax D 52 fFICHY T2 A& THE
REERBETH > 72,

1522 @ik (RERDBHEL T RWhET v b, EHmT
v MEOER I =7 %) 1B WT, AFIORERGIZLYE
SRR O R (BREE OIEK, WL R A3,
t MZ160mgl H 2 EIOHETHRE L & & DRRIEHERELY
HIEWBRFEE TR LN TS, £72, HHE T v MW
T, BHREROZICEE LT, BEER ORISR O
23, & MZ 160mgl A 2 [EOFAETEYE Lz & & OKRGE
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Recommended INN: List 82

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 82

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection
of Recommended International Nonproprietary Names for Pharmaceutical Substances [Off
Rec. Wid Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9);
Resolution EB115.R4 (EB115/2005/REC/1)], the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of
Recommended International Nonproprietary Names does not imply any recommendation of
the use of the substance in medicine or pharmacy.

Lists of Proposed (1-1117) and Recommended (1-78) International Nonproprietary Names
can be found in Cumulative List No. 17, 2017 (available in CD-ROM only).

Dénominations communes internationales des Substances pharmaceutiques (DCl)
Dénominations communes internationales RECOMMANDEES: Liste 82

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en
vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7);
1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que
dénominations communes internationales recommandées. L'inclusion d'une dénomination
dans les listes de DClI recommandées n'implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-117)
et recommandées (1-78) dans la Liste récapitulative No. 17, 2017 (disponible sur CD-ROM
seulement).

Denominaciones Comunes Internacionales para las Sustancias Farmacéuticas (DCI)
Denominaciones Comunes Internacionales RECOMENDADAS: Lista 82

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas
[Act. Of Mund. Salud, 1955, 60, 3 (Resoluciéon EB15.R7); 1969, 173, 10 (Resolucién EB43.R9);
Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el
presente anuncio que las denominaciones que a continuacién se expresan han sido
seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién
de una denominacion en las listas de las Denominaciones Comunes Recomendadas no
supone recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o
en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-117) y Recomendadas
(1-78) se encuentran reunidas en Cumulative List No. 17, 2017 (disponible sélo en CD-ROM).
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selitrectinib

sélitrectinib

selitrectinib

selpercatinib

selpercatinib

selpercatinib

semorinemab

(2°R,6R)-3°-fluoro-6-methyl-1(5,3)-pyrazolo[1,5-
a)pyrimidina-3(3,2)-pyridina-2(1,2)-
pyrrolidinacyclooctaphan-8-one

(2°R,6R)-3°-fluoro-6-méthyl-1(5,3)-pyrazolo[1,5-
alpyrimidina-3(3,2)-pyridina-2(1,2)-
pyrrolidinacyclooctaphan-8-one

(2°R,6R)-3°-fluoro-6-metil-1(5,3)-pirazolo[1,5-
alpirimidina-3(3,2)-piridina-2(1,2)-
pirrolidinaciclooctafan-8-ona

C20H21FN6O

H CH,Q

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

6-(2-hydroxy-2-méthylpropoxy)-4-(6-{6-[(6-
méthoxypyridin-3-yl)méthyl]-3,6-
diazabicyclo[3.1.1]heptan-3-yl}pyridin-3-
yl)pyrazolo[1,5-a]pyridine-3-carbonitrile

6-(2-hidroxi-2-metilpropoxi)-4-(6-{6-[(6-metoxipiridin-3-
il)metil]-3,6-diazabiciclo[3.1.1]heptan-3-il}piridin-3-
il)pirazolo[1,5-a]piridina-3-carbonitrilo

C29H31 N7O3

immunoglobulin G4-kappa, anti-[Homo sapiens MAPT
(microtubule-associated protein tau, tau)], monoclonal
antibody;
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AT 301-4-B4
JAN (AARA) A hF=T
JAN (3% #44) : Selpercatinib

C29H31N703

6-2-& R ¥ T2 AF LT IRFINA(6-{6-[(6- A FF T EY P23 N AFNL]B6-F T HFE L/ 1
BLUNTZ L3 A N E ) 3 A NNET Y a[1,5a]E ) P 3-HAR= UL

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
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b4 - | {b%44: 6-(2-Hydroxy-2-methylpropoxy)-4-(6- {6-[(6-methoxypyridin-3-yl)methyl]-

B4 3,6-diazabicyclo[3.1.1]heptan-3-yl} pyridin-3-yl)pyrazolo[ 1,5-a]pyridine-3-carbonitrile
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e | Ly N4 BN 40mg (1 77 EALH 40mg EH)
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N A Na=F hU A y-GTP=y-Z VL Z IV T AT =25 —PiEME, QTe=D04THIE L7

QT

a.  75mgkg DARETEL 24 L7223, Day 8~10IZ/KFK L 7=, Day 11 1Z 45 mg/kg |28 & L7z,

b. 150 mg/kg DM THG-ZBsA L7-2%, Day 16 12 120 mg/kg (ZJ8 & L, Day 18~20 2RI L7,
Day 21 |2 120 mg/kg TH 5% FH L7z,

c.  Day27Z#t3 5], Day 26 |ZHf 4 il % ENENPSERERZ LTz, FFEOKY OB OWTITZ DR
RTHEEE/K T L, 4 EMOREEHM OGN L,

BIEH]
RITERFEBLE 566/653 1 (86.7%)  BRAKR AR I R B 342/653 #i (52.4%)
BIFEM PR FAMBIER | RO AR A i S TR SR
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[ PN g 234/653 (35.8%) | ALT 4/ 184/653 (28.2%)
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AST i 177/653 27.1%) | (27X QT it 97/653 (14.9%)
e I 175/653 (26.8%) | ifiLtf 7 L7 F =400 81/653 (12.4%)
T 147/653 (22.5%) | ifiH ALP H4/m 51/653 (7.8%)
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COMEA) =5 [T Al -

4.2.1.1.1  |LOXO-292-PHARM-003 : Non-GLP Studies
Characterizing the Biochemical Activity of
AR00494192 (ARRY-192, LOX0-292)

42.1.12  |LOX0-292-PHARM-028 : Non-GLP Study 4t R FEAT -
Characterizing the Biochemical Activity of
LOX-00010001 (LOXO-292) on RET, RET
mutants, and non-RET Kinases

42.1.13 LOXO0-292-PHARM-021 : Non-GLP Studies
Characterizing the Enzyme Inhibition of
LOX-00010001-001 against RET and five
RET Mutations

42.1.14 LOXO0-292-PHARM-027 : Non-GLP Studies
Characterizing the Cellular and Enzyme
Inhibition of LOX-00010001-001 Against the
RET (G810S) Mutation

42.1.1.5 LOXO0-292-PHARM-012 : Non-GLP Studies
Characterizing the Cellular Activity of
AR00494192 (LOX0-292) Against KIF5B-
RET wt, KIFSB-RET V804L, KIFSB-RET
V804M. and RET M918T

42.1.1.6 [LOXO-292-PHARM-020 : Non-GLP Studies
Characterizing the Cellular Activity of LOX-
00010001-001 Against the KIFSB-RET wt,
KIF5B-RET V804L, KIFSB-RET V804M and|
RET M918T

42.1.1.7 LOXO0-292-PHARM-016 : OncoPanel
Multiplexed Cytotoxicity Assay

42.1.1.8 [LOXO-292-PHARM-008 : Exploratory (Non-
GLP) Study Evaluating Inhibition of
Phospho-RET in NIH-3T3 KIF5B-RET
Stably Transfected Tumors Following
Treatment with a Single Dose of AR192 in
Nu/Nu NCr Mice

42.1.1.9 LOXO0-292-PHARM-006 : Anti-tumor
activity of AR00494192 in 3T3 KIF5B RET,
clone 5, tumor-bearing animals

4.2.1.1.10 |LOXO-292-PHARM-007 : Exploratory (non-
GLP) study evaluating the effect of AR192 on
growth of NIH 3T3 KIFSB-RET V804M
tumors in nu/nu NCr mice

4.2.1.1.11 |LOXO-292-PHARM-004 : Exploratory (non-
GLP) study evaluating the effect of AR192 on
growth of TT human thyroid carcinoma
xenografts in nu/nu NCr mice

4.2.1.1.12 |LOXO-292-PHARM-005A1 : Exploratory
(non-GLP) study evaluating the effect of
AR192 on growth of LC-2/ad human lung
carcinoma xenografts in SCID beige mice
4.2.1.1.13 |LOX0-292-PHARM-001 : In Vivo Efficacy
Study of Loxo’s Test Compounds in the
Treatment of HuPrime® Colorectal Cancer
Xenograft Model CR2518 and CR2545
42.1.1.14 [LOXO-292-PHARM-017 : In Vivo
Evaluation of Loxo Oncology Agent LOXO-
292 in Champions TumorGraft® Model CTG-
0838 of Human Non-Small Cell Lung Cancer
in Immunocompromised Mice

42.1.1.15 |LOX0-292-PHARM-013 : In Vivo Test of
Efficacy of LOX0-292 in the Treatment of
PDX CR2518 Intracranial Xenograft in nude
mice
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4.2.1.2 BIRIEEHAER
AT R
e
4.2.1.2.1 |LOXO-292-PHARM-022 : Non-GLP Study
Characterizing the Biochemical and Cellular
Activity of LOX-00010001 (LOX0-292) on
non-RET Kinases
4.2.1.22 |LOXO-292-PHARM-026 : Non-GLP Study
Characterizing the Binding of LOX-00010001
(LOX0-292) to TIEI Kinase

—_

A2 TE R

BB e # e A |
vyl B I T Bt b b
KA ) | g BEER L e

(oM ) E4+ N S -

ZA bv

"

omTl) B N A -

42.12.3 |LOX0-292-PHARM-010 : Cell biology E5h R BRI -
studies evaluating antitarget inhibition of
phosphor-FGFR1, phosphor-FGFR2 and
phosphor-KDR (VEGFR2)

42.1.24 [LOXO-292-PHARM-025 : Non-GLP
characterization of FGFRI1 target-engagement
by LOX0-292 & BGJ398 using a cell-based
NanoBRET assay.

4.2.1.2.5 |LOXO-292-PHARM-009 : Inhibitory Impact
of 10 Compounds on the Cellular Kinase
Activity of VEGF-R3

42.1.2.6 [LOXO-292-PHARM-011 : Non-GLP Studies
Characterizing the Cellular Effect of
AR00494192 (LOX0-292) on Mitotic Arrest
in SW620 Cells

42.1.27 [LOXO-292-PHARM-002 : In Vitro
Pharmacology Study of One Compound
42.1.2.8 |LOX0-292-PHARM-023 : Non-GLP Study | N RN
Characterizing the Biochemical Activity of
A0008751 (N-oxide metabolite of LOXO-
292) on RET Kinase

42.129 |LOXO-292-PHARM-029 : Non-GLP Study
Characterizing the Inhibition of RET by
LOXO0-292 Metabolites

ComFlA)

(20MEl) LOXO [E4h N B2 N
Oncology,
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4.2.1.3 TLMFEBAR
WA R
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— TR —— TEERET
RN st s | T
(A R ) s | BN it BEEH |17 .

41
om+l)

24 bV

42.13.1 |LOXO0-292-SPHARM-001 : In Vitro Effect of] =4+ [IRRE %5 -
AR00494192-04 on Nav1.5 (peak and late),
Cavl.2, hERG and KvLQT1/mink Currents
Recorded from Expression Systems

42.13.2 |LOXO-292-SPHARM-002 : LOX0O-292:
Effects on Cardiovascular System in the
Conscious Mini-pig using Radiotelemetry
Following Oral Administration

4.2.1.3.3 |LOXO-292-SPHARM-003 : Effect of LOXO-
292 on Cloned hERG Potassium Channels
Expressed in Human Embryonic Kidney Cells

4.2.1.3.4 |LOXO0-292-SPHARM-004 : Respiratory
Safety Pharmacology Evaluation Using Head-
Out Plethysmography of LOX0-292
following Oral Gavage Administration to
Male Rats

200+ ~ 20l =4+ [IRRE Al -
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I =
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200 ~ 20l

423 FHHHR
4232 REHFSHHEHER
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Com‘rA) [E5h [IRRE %E -

423.2.1 [LOXO-RET-TOX-006 : A 4-Day Dose
Finding Toxicity and Toxicokinetic Study of
AR00494192 in Sprague-Dawley Rats
4.23.22 |LOXO-RET-TOX-007 : A 14-Day Dose
Range Finding Toxicity and Toxicokinetic
Study of AR00494192 in Sprague-Dawley
Rats

4.23.23 |LOX0-292-TOX-001 : 28-Day Oral Gavage
Toxicity and Toxicokinetic Study with
LOXO0-292 in Rats with a 28-Day Recovery
Phase

42324 [LOXO0-292-TOX-011 : A 13-Week Daily
Oral Gavage Toxicity and Toxicokinetic
Study of LOX0-292 in Rats with a 4-Week
Recovery Phase

42325 |LOXO-RET-TOX-008 : A 14-Day Daily
Repeat Dose Oral Toxicity and Toxicokinetic
Study of a RET inhibitor, AR00494192, in
Gottingen Minipigs
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423.2.6 [LOX0-292-TOX-002 : 4-Week Oral Gavage | | 200-IR7 ~ 20l -1 F [E4+ R B2 -
Toxicitiy and Toxicokinetic Study with [ ]
LOXO0-292 in Gottingen Minipigs with a 4-
Week Recovery Phase
423.2.7 |LOX0-292-TOX-012 : A 13-Week Daily ] 200 ~ 20l | [E4+ N FEA -
Oral Gavage Toxicity and Toxicokinetic ]
Study of LOX0-292 in Gottingen Minipigs
with a 4-Week Recovery Phase
4233 EEHEMHHER
4.2.3.3.1 In Vitroi®E&
b s S = A S s g
AT R o EtEy il R b e AT
w5 s e (SRR EHET | HREE B
42.3.3.1.1 |[LOX0-292-TOX-005 : Bacterial Reverse CoOMTIl) [ BIEES N 2% -
Mutation Assay ]
42.3.3.1.2 |LOX0-292-TOX-006 : Bacterial Reverse ] 20PN ~ 20l (I | =4 N AT -
Mutation Assay L]
4.2.3.3.1.3 |[LOXO0-292-TOX-007 : In Vitro Mammalian || N EEEEEEEEN 0 & CEEN B GH  BREES R A _
Cell Micronucleus Assay in Human L]
Peripheral Blood Lymphocytes (HPBL)
4.2.3.3.2 In VivoitE&
- - . B s g, | AR R
S Py ik R % I N e sl SHIEDR | 2 o
ke (G ERGRAE A ) Nt 5 E44) SERH A
4.23.3.2.1 [LOX0-292-TOX-013 : In Vivo Mammalian (|| [ N EEEEEE el & N I FEPIH 2% -
Erythrocyte Micronucleus Dose Range Finder ]
Assay in Rats (non-GLP)
423.3.2.2 [LOX0-292-TOX-018 : In Vivo Mammalian || 2o+l 20l . | AP A -
Erythrocyte Micronucleus Dose Range Finder [ ]
Assay in Rats (GLP)
423323 |LOX0-292-TOX-021 : In Vivo Mammalian || EEEEEEEE 207 2ol (I | E [IRRE BA] -
Erythrocyte Micronucleus Assay in rats I ]
4235 AiERESMHHRR )
42351 ZHERUVERE TOMNMAMRREECEET HHER
- - . R s g, | AR BT
S 54 b b bgratas iyl o | @, e IER | 20,
5 (S FAGRAA) ES 250 44 SERH A
423.5.1.1 [LOX0-292-TOX-025 : A Fertility and L] 20l 20 | Y [N B2 -
General Reproduction Study of LOX0-292 ]
Administered by Oral (Gavage) in Male Rats
4.235.1.2 |LOX0-292-TOX-023 : A Fertility and Early || RN pt = IRt =GN |ER R B2 -
Embryonic Development Study of LOX0-292 I ]
Administered by Oral (Gavage) in Female
Rats
42352 BE-RRIREAEICEY HHER
- - . B g, | AR R
S Fyay’ ik RPN ] LB (e sl SHIEDR | 2 o
5 (RS FARRAA) ES 250 [E44) SEWH A
42352.1 |LOX0-292-TOX-009 : An Oral (Gavage) [N QM) T |IEE P G -
Dose Range-Finding Study of the Effects of | ]
LOXO0-292 on Embryo/Fetal Development in
Rats
42354 FHAERZHHER
b s S = A S s g
AT R o EtEy il R b e AT
w5 s e (SRR H) KB | HREE B
423.54.1 [LOX0-292-TOX-019 : An Oral (Gavage) | NN Qom+m) [T e
Range-Finding Juvenile Toxicity Study of -
LOXO0-292 in Rats
423542 [LOX0-292-TOX-022 : An Oral (Gavage) | HNRNEEEEEEE COlTER) ] T BE
Range-Finding Juvenile Toxicity Study of _ -
LOXO0-292 in Rats
4.23.5.4.3 [LOX0-292-TOX-026 : An Oral (Gavage) | RSN COmTE) 1 R BE
Investigative Juvenile Toxicity Study in L]
Sprague Dawley Rats Administered N
LY3527723
423544 |LOX0-292-TOX-028 : An Oral (Gavage) | NN p = FRt T | P il
Juvenile Toxicity Study in Sprague Dawley ]
Rats Administered L'Y3527723 from Postnatal|
Days 21 through 70 with a Recovery Period _
including Assessments of Growth,
Development, Neurobehavior, and
Reproduction
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4.2.3.7.7.1 |AF82KD.502E.BTL : Bacterial Reverse 4+ [ERRE Al -
Mutation Assay

4.2.3.7.7.2 |LOX0-292-TOX-004 : Neutral Red Uptake | [N RRHRE BN [E45+ R BRI -
Phototoxicity Assay of LOX0-292 in
BALB/c 3T3 Mouse Fibroblasts

4.23.7.7.3 |[LOX0-292-TOX-003 : LOX0-292 Molar || e & ED - [E45+ N 5% -
Extinction coefficient Determination ]

4.3 SEXE G

IR . BRI k- . it |
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43.1 Multiple endocrine neoplasia type 2B Acton DS. etal. - - - Oncogene. 2000 Jun | 2% SCik
mutation in human RET oncogene induces 22;19(27):3121-5.
medullary thyroid carcinoma in transgenic
mice.

432 The Structure and Growth of the Incisor Teeth| Addison WHF. et al. - - - J Morphol. 2 Sk
of the Albino Rat. 1915;26(1): 43-96.

433 Exomic Sequencing of Medullary Thyroid Agrawal N. et al. - - - J Clin Endocrinol PN
Cancer Reveals Dominant and Mutually Metab.

Exclusive Oncogenic Mutations in RET and 2013;98(2):E364 —9.
RAS

434 RET fusion genes are associated with chronic|Ballerini P. et al. - - - Leukemia. P3N
myelomonocytic leukemia and enhance 2012;26:2384-9.
monocytic differentiation

435 Pharmacological Characterization of CP- Beebe IS et al. - - - Cancer Res. P3N
547,632, a Novel Vascular Endothelial 2003;63:7301-9.

Growth Factor Receptor-2 Tyrosine Kinase
Inhibitor for Cancer Therapy

43.6 Prevalence and clinical consequences of Block GA. - - - Clin Nephrol. PN
elevated Ca x P product in hemodialysis 2000;54:318-24.
patients

4.3.7 Functional characterization of a novel Bossi D. et al. - - - Mol Oncol. 2 Sk
FGFR1OP-RET rearrangement in 2014;8:221-31.
hematopoietic malignancies

43.8 The Ret Receptor Tyrosine Kinase Pathway [Boulay A. et al. - - - Cancer Res. 2 Sk
Functionally Interacts with the ERa Pathway 2008;68(10):3743-
in Breast Cancer 51,

439 Kinase Regulation of Human MHC Class I Brea EJ. et al. - - - Cancer Immunol P3N
Molecule Expression on Cancer Cells Res. 2016;4:936-47.

4.3.10 Cartilage Dysplasia and Tissue Mineralization|Brown AP. et al. - - - Toxicol Pathol. P3N
in the Rat Following Administration of a FGF 2005;33:449-55.

Receptor Tyrosine Kinase Inhibitor

43.11 Integrated Genomic Characterization of The Cancer Genome - - - Cell. 2014;159:676- | 25 Sk

Papillary Thyroid Carcinoma Atlas Research 90.
Network

43.12 Single missense mutation in the tyrosine Carlson KM. et al. - - - Proc Natl Acad Sci | 2% 3k
kinase catalytic domain of the RET USA.
protooncogene is associated with multiple 1994;91:1579-83.
endocrine neoplasia type 2B

43.13 Early cellular abnormalities induced by Cho J. et al. - - - Oncogene . P3N
RET/PTC1 oncogene in thyroid-targeted 1999;18(24):3659-
transgenic mice. 65.

43.14 Developmental Toxicity Associated with Clemens GR. et al. - - - Birth Defects 2 Sk
Receptor Tyrosine Kinase Ret Inhibition in Research.

Reproductive Toxicity Testing 2009;85:130-6.

43.15 Evaluation of Testicular Toxicity in Safety Creasy DM. - - - Toxicol Pathol. P3N
Evaluation Studies: The Appropriate Use of 1997;25(2):119-31.
Spermatogenic Staging

43.16 Nonproliferative and Proliferative Lesions of |Dixon D. et al. - - - Toxicol Pathol. 2 Sk
the Rat and Mouse Female Reproductive 2014;27: 1S-107S.

System

43.17 Mutations in the RET proto-oncogene are Donis-Keller H. et - - - Hum Mol Genet. P3N
associated with MEN 2A and FMTC al. 1993;2:851-6.

43.18 Targeting RET-driven cancers: lessons from |Drilon A. et al. - - - Nat Rev Clin Oncol. | 2% 3Cik
evolving preclinical and clinical landscapes. 2018;15(3):151-67.

43.19 Point mutation within the tyrosine kinase Eng C. et al. - - - Hum Mol Genet. P3N
domain of the RET proto-oncogene in 1994;3:237-241.
multiple endocrine neoplasia type 2B and
related sporadic tumours
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4.3.20 25 Years of Small Molecular Weight Kinase |Fabbro D. - - - Mol Pharmacol. 2 Sk
Inhibitors: Potentials and Limitations 2015;87:766-75.

43.21 Incisor Degeneration in Rats Induced by Fletcher AM. et al. - - - Toxicol Pathol. P3N
Vascular Endothelial Growth 2010;38:267-79.
Factor/Fibroblast Growth Factor Receptor
Tyrosine Kinase Inhibition

43.22 A new oncogene in human thyroid papillary [Fusco A. et al. - - - Nature. PN
carcinomas and their lymph-nodal metastases 1987;328:170-2.

43.23 Expression of the RET Receptor Tyrosine Gattei V. et al. - - - Blood. P3N
Kinase and GDNFR-a in Normal and 1997;89(8):2925-37.

Leukemic Human Hematopoietic Cells and
Stromal Cells of the Bone Marrow
Microenvironment

43.24 VEGF couples hypertrophic cartilage Gerber HP. et al. - - - Nat Med. PN
remodeling, ossification and angiogenesis 1999;5(6):623-8.
during endochondral bone formation

4.3.25 RET fusions observed in lung and colorectal |Gozgit JM. et al. - - - Oncotarget. 2 Sk
cancers are sensitive to ponatinib 2018;9(51):29654-

64.

4.3.26 Review of the Effects of Anti-Angiogenic Hall AP. et al. - - - Toxicol Pathol. 2 Sk
Compounds on the Epiphyseal Growth Plate 2006;34:131-47.

43.27 Rate of Normal Longitudinal Bone Growth in [Hansson LI. et al. - - - Calcif Tissue Res. P3N
the Rat 1972;10:238-51.

4.3.28 Fibroblast Growth Factor 23: A New Hardcastle MR. et al. - - - Vet Pathol. 2 Sk
Dimension to Diseases of Calcium- 2015;770-84.

Phosphorus Metabolism

43.29 A mutation in the RET proto-oncogene Hofstra RMW. et al. - - - Nature. P3N
associated with multiple endocrine neoplasia 1994;367:375-6.
type 2B and sporadic medullary thyroid
carcinoma

4330 Preclinical Modeling of KIFSB-RET Fusion |Huang Q. et al. - - - |Mol Cancer Ther. |23 ik
Lung Adenocarcinoma. 2016;15(10):2521-9.

43.31 Glial cell-derived neuroregulators control type|Ibiza S.et al. - - - Nature. 2 Sk
3 innate lymphoid cells and gut defence 2016;535(7612):440-

3.

43.32 Brunner’s Gland Lesions in Rats Induced by a|Inomata A. et al. - - - Toxicol Pathol. 2 Sk
Vascular Endothelial Growth Factor Receptor 2014;42:1267-74.

Inhibitor

43.33 Identification of Driving ALK Fusion Genes |Ji JH.et al. - - - PLoS Genet. P3N
and Genomic Landscape of Medullary 2015;11(8):¢100546
Thyroid Cancer 7.

4.3.34 GDNF-mediated signaling via RET tyrosine |Jijiwa M. et al. - - - Genes Cells. P3N
1062 is essential for maintenance of 2008;13:365-74.
spermatogonial stem cells

4.3.35 A transforming KIF5B and RET gene fusion |Ju YS. et al. - - - Genome Res. 2 Sk
in lung adenocarcinoma revealed from whole- 2012;22:436-445.
genome and transcriptome sequencing

4.3.36 Spermatogenesis in the Microminipig Kangawa A. et al. - - - Toxicol Pathol. 2 Sk

2016;44(7):974-86.

4.3.37 RET Aberrations in Diverse Cancers: Next-  [Kato S. et al. - - - Clin Cancer Res. 2 Sk
Generation Sequencing of 4,871 Patients 2016;23(8):1988-97.

4.3.38 Points to Consider in Designing and Kim NN. et al. - - - Int J Toxicol. 2 Sk
Conducting Juvenile Toxicology Studies 2017;36(4):325-339.

4.3.39 KIF5B-RET fusions in lung adenocarcinoma |Kohno T.et al. - - - Nat Med. 2 Sk

2012;18:375-7.

4.3.40 (Lymph)angiogenic influences on LeeJY.etal. - - - Exp Mol Med. P3N
hematopoietic cells in acute myeloid leukemia 2014;46:1-10.

43.41 Identification of new ALK and RET gene Lipson D. et al. - - - Nat Med. 2 Sk
fusions from colorectal lung cancer biopsies 2012;18(3):382-4.

43.42 Development of medullary thyroid carcinoma [Michiels FM. et al. - - - Proc Natl Acad Sci | 2% 3Cik
in transgenic mice expressing the RET USA.
protooncogene altered by a multiple 1997;94(7):3330-5.
endocrine neoplasia type 2A mutation.

43.43 GDNF-RET Signaling in ER-Positive Breast [Morandi A. et al. - - - |Cancer Res. 2 Sk
Cancers Is a Key Determinant of Response 2013;73:3783-95.
and Resistance to Aromatase Inhibitors

4.3.44 Germ-line mutations of the RET proto- Mulligan LM. et al. - - - Nature. 2 Sk
oncogene in multiple endocrine neoplasia 1993;363:458-60.
type 2A
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4.3.45 RET revisited: expanding the oncogenic Mulligan LM. - - - Nat Rev Cancer-. 2 Sk
portfolio 2014;14:173-86.
4.3.46 Implication of expression of GDNF /Ret Nakayama S.et al. - - - Br J Haematol. P3N
signalling components in differentiation of 1999;(105)50-7.
bone marrow haemopoietic cells
4.3.47 Glial Cell-Line Derived Neurotrophic Factor- |Naughton CK. et al. - - - Biol Reprod. P3N
Mediated RET Signaling Regulates 2006;74:314-21.
Spermatogonial Stem Cell Fate
4.3.48 Nonproliferative and Proliferative Lesions of |Nolte T. et al. - - - J Toxicol Pathol. 2 Sk
Gastrointestinal Tract, Pancreas and Salivary 2016;29(1
Glands of the Rat and Mouse Suppl):1S-1248.
4.3.49 Identification of a Kinase Profile that Predicts [Olaharski AJ. et al. - - - J Comput Biol. P3N
Chromosome Damage Induced by Small 2009;5(7):1-10.
Molecule Kinase Inhibitors
4.3.50 Modeling Bone Marrow Toxicity Using Olaharski AJ. et al. - - - Toxicol Sci. PN
Kinase Structural Motifs and the Inhibition 2010;118(1):266-75.
Profiles of Small Molecular Kinase Inhibitors
43.51 Expression of the c-ret proto-oncogene during [Pachnis V. et al. - - - Development. P3N
mouse embryogenesis 1993;119(4):1005-
17.
4.3.52 Nonclinical Safety Evaluation of Sunitinib: A |Patyna S. et al. - - - Toxicol Pathol. 2 Sk
Potent Inhibitor of VEGF, PDGF, KIT, FLT3, 2008;36:905-916.
and RET Receptors
4.3.53 Ret receptor tyrosine kinase sustains Perea D. et al. - - - EMBO J. PN
proliferation and tissue maturation in 2017;36(20):3029-
intestinal epithelia 45.
4.3.54 Targeting the receptor tyrosine kinase RET  [Plaza-Menacho L. et - - - Oncogene. 2 Sk
sensitizes breast cancer cells to tamoxifen al. 2010;29:4648-57.
treatment and reveals a role for RET in
endocrine resistance
4.3.55 The RET/PTC3 oncogene: metastatic solid- |Powell DJ Jr. et al. - - - Cancer Res. P3N
type papillary carcinomas in murine thyroids. 1998;58(23):5523-8.
4.3.56 Proliferative and Nonproliferative Lesions of [Renne R. et al. - - - Toxicol Pathol. 2 Sk
the Rat and Mouse Respiratory Tract 2009;37:5S-73S.
43.57 A comprehensive overview of the role of the [Romei C. et al. - - - Nat Rev Endocrinol. | 2% 3Cik
RET proto-oncogene in thyroid carcinoma. 2016;12(4):192-202.
43.58 A mouse model of KIFSB-RET fusion- Saito M. et al. - - - |Carcinogenesis. 2 Sk
dependent lung tumorigenesis. 2014;35(11):2452-6.
4.3.59 Defects in the kidney and enteric nervous Schuchardt A. et al. - - - Nature. P3N
system of mice lacking the tyrosine kinase 1994;367:380-3.
receptor Ret
4.3.60 Germline ESR2 Mutation Predisposes to Smith J. et al. - - - Hum Mol Genet. P3N
Medullary Thyroid Carcinoma and Causes 2016;25:1836-45.
Up-Regulation of RET Expression
4.3.61 Inhibition of RET Increases the Efficacy of  |Spanheimer PM. et - - - Clin Cancer Res. P3N
Antiestrogen and Is a Novel Treatment al. 2014;20:2115-25.
Strategy for Luminal Breast Cancer
4.3.62 The landscape of kinase fusions in cancer Stransky N. et al. - - - Nat Commun. P3N
2014;5:4846-55.
4.3.63 EXPRESSION OF PROTO-ret mRNA IN Tahira T. et al. - - - |Biochem Biophys | 2% ik
EMBRYONIC AND ADULT RAT TISSUES Res Commun.
1988;153:1290-5.
4.3.64 Activation of a Novel Human Transforming |Takahashi M. et al. - - - Cell. 1985;42:581-8. EE3TN
Gene, ret, by DNA Rearrangement
4.3.65 RET, ROSI and ALK fusions in lung cancer |Takeuchi K. et al. - - - Nat Med . P3N
2012;18:378-81.
4.3.66 Spatial and temporal expression of the ret Tsuzuki T. et al. - - - Oncogene. 2 Sk
proto-oncogene product in embryonic, infant 1995;10(1):191-8.
and adult rat tissues
4.3.67 Report of the IWGT working group on Tweats DJ. et al. - - - Mutat Res . P3N
strategy/interpretation for regulatory in vivo 2007;3;627(1):92-
tests II. Identification of in vivo-only positive 105.
compounds in the bone marrow micronucleus
test
4.3.68 Immunohistochemical Localization of Viidnanen HK. - - - Histochemistry. 2 Sk
Alkaline Phosphatase Histochemistry 1980;65:143-8.
4.3.69 Tyrosine kinase receptor RET is a key Veiga-Fernandes H. - - - Nature. P3N
regulator of Peyer’s Patch organogenesis etal. 2007;446:547-51.
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4.3.70 Exocrine Pancreas Wallig MA. et al. - - - Haschek and 2 Sk
Rousseaux’s
Handbook of
Toxicologic
Pathology. 3rd ed.
WM Haschek, CG
Rousseaux, and MA
Wallig (eds).
Academic Press,
Amsterdam.
2013;2361-91.
43.71 The rearranged during transfection/papillary |Wang C. et al. - - - Breast Cancer Res | 2% 3Ciik
thyroid carcinoma tyrosine kinase is an Treat.
estrogen-dependent gene required for the 2012;133(2):487-
growth of estrogen receptor positive breast 500.
cancer cells
43.72 ZD4190: An Orally Active Inhibitor of Wedge SR. et al. - - - Cancer Res. P3N
Vascular Endothelial Growth Factor Signaling 2000;60:970-5.
with Broad-Spectrum Antitumor Efficacy
43.73 The Female Rat Reproductive Cycle: A Westwood FR. - - - Toxicol Pathol. 2 Sk
Practical Histological Guide to Staging 2008;36:375-84.
43.74 AZD1152, a Selective Inhibitor of Aurora B [Wilkinson RW. et al. - - - |Cancer Res. PESTN
Kinase, Inhibits Human Tumor Xenograft 2007;13(12):3682-8.
Growth by Inducing Apoptosis
4.3.75 Rapid conversion to resistance, of a colon Yang M. et al. - - - AACR Annual P3N
PDX with ret-fusion, by Ponatibib treatment Meeting,
could potentially be attributed to the 2015;Poster 3581.
introduction of the gate keeper mutation,
V804M
4.3.76 Pan-FGFR Inhibition Leads to Blockade of ~ [Yanochko GM. et al. - - - Toxicol Sci. PR
FGF23 Signaling, Soft Tissue Mineralization, 2013;135(2):451-64.
and Cardiovascular Dysfunction
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Pharmacokinetic and Pharmacodynamic
Analysis for LOX0-292
533.52 [LOX0-292- DMPK-050 : Population PK, | ComlA) [E4 LN BE )
Tumor Size, and Exposure-Response [ ] -
Modeling and Simulation of LOX0-292 in
Patients with Advanced Solid Tumors
533.53  [LOX0-292- DMPK-053 : Prediction of the ||| | | | N A NN Qo) Eli Lillyand | [E%} FEPHR zE | AY
Effect of Solid Form Content on the Company
Absorption and Pharmacokinetic Parameters
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Pharmacokinetic and Tumor Response [ ] [ ]
Analysis of Selpercatinib to Support a Dosing
Recommendation in Japanese Subjects
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5.4.1 Difference between papillary and follicular | Aboelnaga EM, - - - Cancer Biol Med. P3N -
thyroid carcinoma outcomes: an experience |Ahmed RA. 2015;12(1):53-9.
from Egyptian institution.
542 Multiple endocrine neoplasia type 2B Acton DS, - - - Oncogene. 2 Sk -
mutation in human RET oncogene induces Velthuyzen D, Lips 2000;19(27):3121-5.
medullary thyroid carcinoma in transgenic CJ, etal.
mice.
543 Exomic sequencing of medullary thyroid Agrawal N, Jiao Y, - - - J Clin Endocrinol P3N -
cancer reveals dominant and mutually Sausen M, et al. Metab.
exclusive oncogenic mutations in RET and 2013;98(2):E364-9.
RAS.
5.4.4 Analysis of the efficacy and toxicity of Ahmed M, - - - Eur J Endocrinol. 2 Sk -
sorafenib in thyroid cancer: a phase Il study |Barbachano Y, 2011;165(2):315-22.
in a UK based population. Riddell A, et al.
545 RET fusion genes are associated with chronic |Ballerini P, Struski - - - Leukemia. 2 Sk -
myelomonocytic leukemia and enhance S, Cresson C, et al. 2012;26(11):2384-9.
monocytic differentiation.
5.4.6 Functional characterization of a novel Bossi D, Carlomagno - - - Mol Oncol. P3N -
FGFR10OP-RET rearrangement in F, Pallavicini I, et al. 2014;8(2):221-31.
hematopoietic malignancies.
5.4.7 Targeting RET-rearranged non-small-cell lung|Bronte G, Ulivi P, - - - Lung Cancer (Aukl). | 2% 3Ciik -
cancer: future prospects. Verlicchi A, et al. 2019;10:27-36.
548 Sorafenib in radioactive iodine-refractory, Brose MS, Nutting - - - Lancet. 2 Sk -
locally advanced or metastatic differentiated |CM, Jarzab B, et al. 2014;384(9940):319-
thyroid cancer: a randomised, double-blind, 28.
phase 3 trial.
5.49 Effect of Age on the Efficacy and Safety of [Brose MS, Worden - - - J Clin Oncol. 2 Sk -
Lenvatinib in Radioiodine-Refractory FP, Newbold KL, et 2017;35(23):2692-
Differentiated Thyroid Cancer in the Phase III |al. 2699.
SELECT Trial.
5.4.10 Single missense mutation in the tyrosine Carlson KM, Dou S, - - - Proc Natl Acad Sci | 2% SCHik -
kinase catalytic domain of the RET Chi D, et al. USA.
protooncogene is associated with multiple 1994;91(4):1579-83.
endocrine neoplasia type 2B.
5.4.11 Integrated genomic characterization of Cancer Genome Cell. 2 Sk
papillary thyroid carcinoma. Atlas Research 2014;159(3):676-90.
Network.
5.4.12 Early cellular abnormalities induced by Cho JY, Sagartz JE, - - - Oncogene. P3N -
RET/PTC1 oncogene in thyroid-targeted Capen CC, et al. 1999;18(24):3659-
transgenic mice. 65.
5.4.13 Genetic Landscape of Somatic Mutations in a [Ciampi R, Romei C, - - - iScience. 2 Sk -
Large Cohort of Sporadic Medullary Thyroid |Ramone T, et al. 2019;20:324-36.
Carcinomas Studied by Next-Generation
Targeted Sequencing.
5.4.14 FDA drug approval summary: gefitinib Cohen MH, Williams - - - Oncologist. 2 Sk -
(ZD1839) (Iressa) tablets. GA, Sridhara R, et 2003;8(4):303-6.
al.
5.4.15 Thyroid C-Cell Biology and Oncogenic Cote GJ, Grubbs EG, - - - Recent Results 2 Sk -
Transformation. Hofmann MC. Cancer Res.
2015;204:1-39.
5.4.16 Molecular pathways: ROS1 fusion proteins in |[Davies KD, Doebele - - - Clin Cancer Res. P3N -
cancer. RC. 2013;19(15):4040-5.
5.4.17 Cytochrome P450 3A: ontogeny and drug de Wildt SN, Kearns - - - Clin Pharmacokinet. | 2% SCiik -
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5.4.18 Targeting RET-driven cancers: lessons from [Drilon A, Hu ZI, Lai - - - Nat Rev Clin Oncol. | 2% Sk -
evolving preclinical and clinical landscapes. |GGY, et al. 2018;15(3):151-67.
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