Ly FJaEH T 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—E
s 5 EF
ATP 77 /=1 I (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/NAETEE  (non-small cell lung cancer)
ORR Z25h%  (objective response rate)
0S 24 (overall survival)
PD-1 Programmed cell death-1
PD-L1 Programmed death-ligand 1
PFS M AL AR (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)
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151 ERXIIEROER

RET i3, Bl ONGREMRR O IR 723820, A OFRERAAR, RPN IR AL, 18 A AE A
OBEPE AT 22 & Te A ORI OARRR 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 /&, Mo AR IR O8I ¢ Ml EOEFMHBTHLHIEL TnWHLEEXLND
(Human Protein Atlas; Fabien et al. 1994; Cote et al. 2015; Lindahl et al. 2000; Ramone et al. 2019) .
F o, FARIROIER 72 ¢ M@ TiX RET-deficient mouse % F V7= 325k THREIaEL D ER 73 I 7228 <0,
RET D2 HFKTH %S GFRa-deficient D/ v 770 b~ A% W EBRTHIAERICK T 5 0L
VR ORI IR ENHESNTEY . BENITIEIAHTH DB EF 72 ¢ Mz B W TH 50
DOFEREIZEE S L TW\Wb B 2 515 (Lindahl et al. 2000; Lindfors et al. 2006)

RET O¥EfMEIE, NIH-3T3 #ildiZ DNA OfFEKIC L 2 EEfRAFES N Z LiIcd > TH)
O THERR S 47z (Takahashi et al. 1985) , ZAVLUK. RET I+ DAL EE D 570 2 /i 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)

NI F=TVE, RET OT 7/ v =0 U (ATP) FEEENL 2 BEEHICET 2 K 5%
FFSNIERFTH Y . RET IS L CGEREDOmWIRERTH 5,
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TN HF =T ORIEIRTFEAGE A FEICR D, SE. FEERR K OERIR O BT ORREIX &[4 1.5-
LIZRd, FERRARRER & OERARGBR O . K2 /6 0BiE, WK T —2 /Ny r—
FZHOWT, LUTICRE#HT 2,

1.5.21  SEERIREER DALRE

TN AVL T T =T QIR A B 5 M2 T 5 72012, in vitro XY in vivo iR & FEfiE L 7=
(5 2.6 2 KLU 2.6.3 ) , Invitro 35 CILEFAET RET I ONZ A 5L RET (232 BHEIEH.
RET @& & o X7 B a3 DMk 5 RETLEEHICOWTCEHME L2, $£7-. RETEIL T
ERG D VIIEE BT 28T MR~ OBIEIZ OV TFEE L 7=, In vivo #BRTIX. RET
AR T2 EA LM Z B L~ U AT VB W CHEBN RET U VL O LR & 5F
i L7232~ RET BinfR2E (@aEXIIER) 26758 MEGOHEET L~ U 2% AW TE
B O EEN 2360 L7z, £72. RET MEEn B0 B HORIES 2 ~ ¥ 2 OMNIZ B
A U 7= I 7 A B\ CTHUIER 2 3 2 54l L 72,

YAV T =T O EMEERERME & L C, in vitro (23T 200 R ICEST 558k (hERG 7
viAZEl)  I=T7 X EHVTLNE RBEEBRE T v~ & O TR SRR N AR -
BB O P TOFRMRER (T v b 28 AREE) KOLMmER (=728 HRELU 91 HH
B ORIl E T 72 (85 2.6 2 TR OV 2,63 1H)

BB ClZ, T v PRI =T X I F =T 2R O%E5 L2 PK KON h ¥
VARKT 4 7 A (TK) 2RV AN F =7 OFYBREA AR L7125, —#o PK 3BT
YA A XKW, SARBRICIEAE AT v 2V, RO OFMEIZIZ T >
FROR =7 2% L7 (5 2.64 KLU 2.65H) |

ANV DF =T OFERKERGEERBRE LT, 7y RO =74 D 28 HE KL 91 H
WakER 2 520 L7, S nmtEiliy CHE 2 AV 28R 2R BB, b hRIgm Y v <BkZ v
% invitro/MERER, 7 v bEAWD/MERER) | BT > NIRREICET 23R, M7 v M ieEE
M OERE TCOPIIMREAIZET 28R, 7 > ME - JBIERAEICET 286k (HE:sEsiR) I
LR O M L2 (5 2.6.6 LU 2.6.7H) . 7 v hEHWL/IMEHAERERRZ R
<FTRTOFMERBRITIBNT, TK &3l L7z, ARG C P& S5 EEIXEEMEOET R A
ThHZ Db, ICHS) ZBE L., DARMERBRIIRE LW Lz, 7> M2V - JBIEFE
AT 5 HERERRICBWTEERW - BEEMERR OGN LD, B - BIREA
(BT BB, KON AR RT R OV AR O AN NS RMAROBEREIZEE T~ 2 3R AN ZE &I L 7=,

BT F =TI OWTENE S —EOSKBER, SR EERR K OFERBR T e 7T A
kv, EWITAAEAETHREDERE B E LI AREKORERGEARBRELZ Y R— 5720
DIEEGR TOH M, KNBIEELK WZRMENFH Sz, ChOOfRREME X, TESN D
JSE D IBE ~D BN~V F =7 DR E TCORLGIIREE & 2 5,
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YAV T =T DGR, Loxo Oncology, Inc. (BLF Loxo #1:) 12X - T 2017 4FJ A (2B
&7, Loxo fLIFMEAMI I W T RET A BB T ME D B, RETEIZ A RGO MTC &
Z DA RET IEMACIEE 2 x5 & U7 [FE BRI RS VI ARFER CTd % LOXO-RET-17001 76k (LA
T, 17001 &%) #BA L, pACE 0lERH cdEn s caE s Pl EEs
I =iats. 00 L0 BB AR L., 0%, 20194 2 HicA—F4 U )
— e TR B R=—M Loxo fLEZBINL7ZZ S0, BHAA—TF4 VU U —FEStEN H A
WZBIT DALV TF =T OERBHFEELITO Z &Il oT,

1523 HHLELLDHEORE

Loxo tt (EWNIEBREH A : EPS « & —F v a FuskEi) 3 207 cxmshs

il =%, —oxmsicso< T
- S~
xZ L, I
|
5 L oBEERE R,

s 20l Wl A odmEy S CHID 2 %% L. NG
|
I~ A AR O 7 R A o 7,

7=, wmoxdEns CHED % 20l+ R -
N - | C . fHRR A FENE
LT3,

2B, AANCEIT S FDA L ONEMA & O ERHRIILLFO®EY TH 5,

e

FDA

End of Phase 1 (EOP1) meeting (Type B)

Breakthrough Therapy Multidisciplinary Meeting — MTC (Type B)

Breakthrough Therapy Multidisciplinary Meeting — NSCLC (Type B)

Pre-NDA meeting (Type B)
EMA

Scientific Advice (Protocol Assistance) ‘ 20
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BRIKT — R /Ny r—o

1.5 ERUEFE R oM M OVBA 7 O fife

17001 5BR D VI AH/X— kT RET A& 518510 NSCLC, RET i&fn1 7 B5MED MTC
F I} O RET BB BAG B D FIR IR COAME « ZEeMRHR SN2 Enb, BHARIZBWT
17001 358k 2 R &kt & U CHRGRIAGE21TH 2 & & Lz,

BEGRE GUMIRT — 2y r—Y 2 U TIORT,

% 7a ha—LEES | Eii | R ool P - AR OEmS F2RFHGE A
Kt Mg
X
5
BAREAERBRO—E
% LOXO-RET-18014 | ¥4k | fEEEHERE 255 & LicA MF | 2441 (Partl : 160 mg SD PK. 24k
= aF =) Ty ek 124, Part2 :
D AR EAF TR 12 f51)
LOXO-RET-18015 | ¥4t | fRFEHRE A5t & LicmEk | 2041 160mg SD PK., &4l
U7 e f R TER (£
7T =) DR
LOXO-RET-18016 | yipsh | e E 2 xt2 & Li-~ AN | 124 (Part1:6 | Part1 : 160 mg[4C]- PK. 24tk
Z v AR f5il, Part2 : 6 LNV F =T
i) Part2 : 160 mg & /L2
NHF =T E RO
[E]$% 5% 9.92 pg ®
[4C]- B~ UL B F =
7 % WIRIEIRN &5
LOXO-RET-18017 | ¥igst | fEEEHERE 2R L LI &Y | 164 160 mg BID % 10 Aff | PK. &4
7 b & O AR
LOXO-RET-18026 | ¥igst | fEEEHKERE 25 fR L LizL 37 | 16 # 160 mg BID % 10 A | PK. &4
U = F & OMANFEHRER
LOXO-RET-18032 | ¥4k | fEHEHEBRE 2515 & L7 32 45 0mg, 320 mg, 640 PK. &4
QT/QTc FFAliEk Bk mg SD
iRt e LCEX
7 ax 400
mg
LOXO-RET-18057 | ¥g4h | fEFEHERE 25t & Lo RA 18 il a7 — |k 1: 320 mg, PK. 24k
PE - R - A ENRERTAN oD 72 SD
¥ oD B [|] ) B o 1 AR ERER 278 — | 2: 640 mg,
SD
=78 — b 3: 720 mg,
SD
LOXO-RET-18022 | ¥4t | fFHREREEHRHE x5 & Liz | 384 160 mg, SD PK., &4l
LOXO-RET-18023 | ¥4t | BHREMEHKBRE 2 x4 & Liz | 3541 160 mg, SD PK., &4t
LOXO-RET-19075 | yg4h | fEEHBRE 2GR & Lize 2% | 2041 41 160 mg, SD PK. &4
IV H, A EESA] (7 =F
vy) RO v bR TILE
H (FATT =) OB
B
BRRBRO—E
Ba LOXO-RET-17001 | [EWE | RET & AR 1Btk D 746 Bl (2020 4F | BB IHH/R— | - B, 2
i (LIBRETTO-001) F[F | NSCLC, MTC L ORRETIEMZS | 3 30 B v b | FI&L-~UL: 20 mg, P, PK
TUEE L= 2 Do 2 S TeElT | A7) 160 mg QD; 20 mg, 40

EEREERE g L L2
IV F =T D VI ARRER

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

5 LAH/S— | 2 160
mg, BID

W&:E: BID = 1 H 2 [A; MTC = HURIEBERERE; NSCLC = FE/NHBafiieE; PK = $4@)6E; QD =1 H 1 [A]; RET =

Rearranged during Transfection; SD = Hi[a[# 5.,
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153 EBRURARIKR

20194E 6 A 17 BIZT —4 B bA T Z1T0, 17001 iREROF VA S— b O BAF Aokl RvE &
NT2Z & DL 2019 FERIKE K OB THRGBHFEZATV, KETIE, 2020 4 5 A ITKR 2 Bt
LTW5,

Fo. MoK T, UTFIZOWTA—7 7 VEFEMOIFEL 2T THY . KETIT breakthrough
therapy IZ HFRE STV D,

F—7 7 VERLEERRE e
Treatment of pancreatic cancer (FDA) 2018 4% 10 H
Treatment of RET fusion-positive non-small cell lung cancer (FDA) 2019410 A

Treatment of RET fusion-positive or RET mutant thyroid cancers including poorly 20194 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) 2018 /-9 H
(EEHRECT )
Breakthrough therapy f& E%RE FeERF
Treatment of patients with metastatic RET fusion-positive non-small cell lung 2018 4E 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 2018 4~ 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
require systemic therapy, have progressed following prior treatment and have no
acceptable alternative treatment options

¥, R BIZOWTUTORBRPETHTH 5,

B~ ha—n () SIERT 7' AT e s T A (HAREZET)

- FDA X OMBE OB Jix, & E ORI EAR OIRBRF A Z B 5 & OV I fm B
TESNFEE N OAEGE LT 45 BlO#ERH 2 H—y8#%5 ~7' 1 b 27—/ (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
VXTSRRI Rl M OVEBRIKFEE OIWTIZ L 0 w7218 & 7o o T- B 2kt & L
776
ERXRIERT 78 A7 177 A (Expanded Access Program : EAP) (D yRER S it 511 £
LOXO-RET-18037 (LIBRETTO-201) (%, #BR# S SPP THREG-I Tzl LTHRIN
waee L, EgoE-<c 200 Bt sh-,

Fhith o/NRiEER (LOXO-RET-18036) (A AZ&Te)
- RET&f51 B8 Btk O T B SO XA RIS S 2 A 5 o/ (k6 » ALL
E21LAT) 2RI~ L F =7 O VARG FRER %2 2019 4EH CBIsE L
77,

FhEH > LUNG-MAP #5% (Sub-Study S1900B)  (J##4+)

- LUNG-MAP &% @ Sub-Study S1900B |%, 77 FFX— A DILFEREIEED & % RET &5
FREE M D NSCLC B3 100 6 2 X U FEhE STV 5, EEFHEGEH X IRC HE T
® ORR TH Y, EIRAFHEE H (X, DOR, PFS, OS, CNS ORR, CNSDOR, MK O\Z4:
MEETe,



LY3527723 1.5 JRJFOUEIFE OB OBR%E Ok
LA HF =T

i T o EBRE[R A T AHEER © 12G-MC-JZIB (JZJB) #Br (A AZETe)

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

S T oo [EERER S T AHEER : 12G-MC-JZIC (JZIJC) #Br (AAZETe)
- ARBRIE, TRIEIED 220 RET VGBI FI5MED NSCLC 4 (187U L) x4 & L
YNV I F =T L T T FF A ONA S L ROOFRRE LT 7 FF 85|,
A Lt REORAT v ) X< 7 OO RS i3 5 BE AL IE S MIE I R R
Thb, FEMER IFFHREEIZL S PFS Th Y . HESEFEIIR 250 51 TH 5,

g=1118

ZOMOBEEICBET DA EE LT, EEREIKRRTH D EBEILRS VI HHRBR
(LIBRETTO-001 7f#) LA OXdka 2 HRAYICHEE L TR0 . RET @GBS 1Bt D
B CORERIZOWTHRAITTH B,

Fo

ARENIDEE & 72 5 BRI, RET Bin FREZHRIET 27200 3 3= F 2N 2]
2705, B R=FBEEICOWTIEL, A4 7727 /o — AV USRS BRI T
DG HFEIC ML ERIFRECON T, EEMEFESRGEEICE 2 (20 6B L ED T
%o BUTE, RETRGEAS B IE NI I ONS RET RGBS 7Bt D BRI & O RET
s BB O LR ARBEREE F 0 2 o =4 U BWER O KRR EE 2021 F BRI E LT
W5, ZHHOBFIE, ARAIBHG AT L CHED SN TR Y . AFIO EHRE A E 2 T, ot
W N OV & L CORGBIE 2 HIAAL TS,
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1.6 SEICETSERARREFCETIEH

1.6.1  SEIZHTSHHE - KERR

TV T F=TE 2019 4R 12 AIKER OB CHRGEHGEZ1T > 72, 2020 4F 12 AR TO
AMENC I T D EEEOAGRIRI &2 L FICRT,

& 1.6-1 S EICH T2 EHEERR (2020F 12 A

%:il-i
Y

ZHRERN R
®  Adult patients with metastatic RET fusion-positive non-small cell lung cancer (NSCLC)
®  Adult and pediatric patients 12 years of age and older with advanced or metastatic RET-mutant
medullary thyroid cancer (MTC) who require systemic therapy
®  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)

(] / sk A
K[E 2020 4 5 A
EU (R

162 HNEIZBITIHRAXE
TN F =T O ETET — % — b (CDS) RUCKEOERSMCE (USPD) ZHfT+ %,



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.
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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 [f 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 AUC.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
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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

17



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.
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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

24



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

37



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)

46



- 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
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Selpercatinib

Selpercatinib: Core Data Sheet
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5%LL b~

o |-
15%LL L 159k

5%AH | BHIEEANY

WSy (27.4%) . W%
& (26.2%). K=&
B (25.0%)

T, JE2h,
B, B
K AR E K
a3

*

Z Dt

) FEBUEEE L EIBE LA 25 TAHRNER (STARTRK-2:5%) o
NTRE&BRA o BRE S K CROSTRV & B 5+ btk
DI N R ORAR L D L7,

15. ZOMOEE
15.2 FERRAREAER ICE D < 153k

#15.2.1 57 v MCB W T, BRI S ARG IS 2 HE THIK

FETEIE N R ISEEIE (REHINE OB KBRE RO,
PR IE [ CHEATE) B0 A S B 2 SUBK I O IERSE) 23
W shTnal,

15.2.2 7 v b & H W 7o/AMERERIC B\ TR 88 = 093 . 7R 124
B3 L HETRIETH o 720 in vitroGe O R HERIZ BV CH
PR ZE 2 DFY8 6 I 4§ B R CREIEFFEAWE ST
%%, [9.4.221]

16. EMENRE

16.1 IMEE

16.1.1 B@EZE
AR A HE i AT PR L2 AR HI600mg % Z2 I I 12 BE [l e 1% 5 L 72 &
EDQTR ML I F =T ROEFHFEAHIMOO ISE o i EEHERS K O
WTRE/ ST A — & Z LUFIRTY,

H A8 BB A3 P IS A FI600mg & Z2 I IR (2 Bl 1 G- L 72 &
SO LY F =T ROCTGEEAH MO AR CF
Bl = R, n=12)

3000 ¢

2500
—O0—IRX LI TF=T

—e—NM5

)

oo
S
=
S

1500

M#EdiEE (nmol/L

1000

500

M. PR—— — 7Y

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108 114 120
G (h)

A A BEHERE AT A AI600me & 2 B IR L1 5 L & %

MY R N LY = T RO EEERBIME ORI $5 2 — 5%

Tmax Crnax t12 AUCins

(h) (nmol/L) (h) (nmol/L - h)
IXMLTF=T 3.00 2170 18.3 40800
(n=12) (2.00 - 5.00)| (39.6) (19.6) (47.2)
M5 3.50 430 40.6 12600
(n=12) (3.00 - 5.00)| (48.4) | (20.5) (47.0)

1) TwaddiP 0Ll (FEPH) TR L. Z2OMD/8T X — & (ZHATF
Bl Qo%MZERIRE) TRL7,
16.1.2 R{E#%RS
NTRK1/2/3. ROSIXZALKRE B An TRt O BT N B % 5t
S b L7245 TAREER (STARTRK-D) 1I2BWT, #EEZICAHKI600mg
Z1H1M4H MRS L2 &0 X MLy F =7 R OFENTE
MO 4 i FEHERS | O SE I RE /S5 A — & % DU IR Y
IEANT—%)o #%5-1HH K U14H HDOCmaxc L FAUCo-u B L
eI X M LT F 2T OEERORMPIM oMEBRE) X2
ZN1.35 (47.0%) JU°1.55 (49.1%). M5DOER=RIZZNZN2.08
(81.7%) R 02.84 (93.1%) TH Y, PREE~EEDIZSLDOEERL7,



FE B ICARAFI600mgZx L H 1R 14 H - AR G- L2k &
DL LY F =7 ROFGHEAB MO AL e
Pl + BEHER 22)

510 H (n=18)

6000

5000

—O—IXbLIF=T

—eo—M>5

4000

3000

IM#ErpiEE (nmol/L)
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0 6 12 18 24

Fe5- 1R (h)
¥514HH (n=15)
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—O0—IXPLIF=T
—e—Mb
—~ 4000
S
[=]
g
=
" 3000
b
+
®
Z 2000 pAfr
1000
0 . . . .
0 6 12 18 24

B3 5 ()
FE BB IAH600meg &2 1 H 1IAI14 H M BRI G- Lz & & D

MigEHR T X N L7 F =7 ROEGEEABIMSO Y B
TR — 57&1)

Thnax Crnax AUCo-z
(h) (nmol/L) | (nmol/L - h)
BE51HE [ZxbLoF=T 4.00 2250 31800*
(n=18) (2.00 - 8.00) | (57.5) (47.7)
M5 4.00 622 10200%
(n=18) (2.00 - 24.0) | (79.2) (81.5)
BE5UAH |22 Lo F2T 4.00 3130 48000
(n=12) (2.00 - 6.00) | (80.3) (76.5)
M5 4.00 1250 24000
(n=12) (0.580 - 24.0) | (89.6) (97.4)
7£2) n=16
##3) n=9
16.2 ORIR
16.2.1 BEDH
TEHE IR A6 12 AR HI600me 7 At (R & 1) —
) ICHEEORG Lo &, EBEFRS T4 X

FL 27 F =T DOCrna L WAUCK DB Ot (Rt

5./ 225 [90%CI] &, £1211.06 [0.989. 1.15]

K115 [1.07, 1.24] THo7Y HEAT—%),
16.3 47

T X b L7 F =7 N O EE A ME O MEE d i AR

FWTNHI9%LLLETH D EERMETITTT 2 HWRRE

I‘IEI"?“

DFBIFRD 5N h o728 (n vitro) s
RN B 661 MC-= X b L 7 F = 7600mg % ZEEHF 12

HAREOHE S Lo & SO0 1i%5ER (V/F) 1. 961LTH -
727 (EANT— %)

16.4 X3
AN, FFRICB VT, FE LTCYP3A4IZ ko THREF S
L, TXh 1/77&:7‘2 AR D X ) — L HEEE % R
FTMED AT %Y (n vitro) [10. 2]
TEHE A BPE6HICHC-2 X b L 7 F = 7600mg % 22
WCHNEROH G L7z e &, B 515240 F ColmiEd iz
FIZZX ML FZTOREMAR N-7 V70 v iBias
R OMB T S 7z (e OB I RE o3 2 4
IZFN2EN68.6, 18.6 N U11.5%) 7 SHEINT—% ),

16.5 it
TEHE A B 6B HC-2 X b L 7 F = 7600mg % H[nl %
OG- L7z e &, %G %31205 M F CTlo#Adh~82.9%., K
A3.06%DBATRED R S 7z F 72, 5226418
METlc#pPAPEE SN2 X b LY F =T OREE
T OMSOE G, #5 RIS L TENREN35. 7% R
22.1%TH 72" GHEATFT—%),

16.6 HENEREE T 2EH

16.6.1 /12
FE s LA 4 AR (STARTRK-238%) . 4845 T 41
B (STARTRK-1:ER) R OMESLE T/ 1b MR
(STARTRK-NG&#ER) 1ZHAAN S N4l EoBED
T =5 % - RHEFSEY B REEAT O R, S . NEE
FIZAFZ300me/ m* & 1 H 1B AR G- L7z & &, lAEE
(ZARHI600mg % 1 H 1l fe g% G- L7z & & 12xh3 5 AUC (=
X b2 F =T ROMSOA) Dlbidk, 0.8~1.20#HiFAN
Thotze F72. LELOBERERWBIEMAT O RA S
INBEBEFIIRA R RERBEO XS t@ﬁﬁgflﬁl@ﬁ
G Lz &, ﬁJ‘éA%%L:ﬁxﬁl 600mg % 1 H 1[0 5K 5% 5
L7z2& &2 5AUC (X F L2 F =7 KU M5SOH)
DI, REERA0.43~0.50m>* D HPHTI120.65~0.74
Tdho7—7 . EEREA0.51~1.50m*D#iPHTI20.85
~1.28CTH - 7210,

16.7 EMHEE(EA

16.7.1 4 hZaFVJ—J
TEHER N B PEIBIIC, ARFA100mg™ % CYP3AMHEHIT
AT ATV EGFRHEG Lz &, KHDCrnas
T S AUCH D AT IGME O L (P F 5 5/ Bl 5 165 )
[90%CI] (&, #h2M1.73 [1.37. 2.18] J1%6.04 [4.54.
8.04] TH-o72 WHEAT—%), [10.25H]
W4) RFNOERRENT-HELOCHE (A 3. =X b

Ly F =7k LTIH1E600mg % fE 3% 5-TH 5.

16.7.2 U7 72EY Y
TR B ELOBILS . ARFAI600mg% CYP3AGFEHITH 5 1)
T T EBHRS Lol & KFIOCmax L FAUCine
ORATFIGED L (BE G-/ HphH 5-H)  [90%CT] 13,
Zh2N0.444 [0.353, 0.559] % 1%0.233 [0.184. 0.295]
THh-72" HHEAT—%). [10.2207]

16.7.3 34T L
B BB 10601 AFI600mg % 1 H 11a] A% 51 12
CYP3AD I ’C?)% YT K2mgx WIS L 72
EE, I35 VT ADOCun L AUCKHDEMFIGMED (B
FH¥ 51/ A 505 ) [90%CIT 1d, Z112410.786 [0.659.
0.937] % U°1.50 [1.29, 1.73] TH - 72" (GHEAT— %),
[10.2&]

16.7.4 Z Ot
TERER N B PELOBIIZ . AHI600mg % P-gpe B3 TH 5 Y
j#“/‘/O.Smg?:ilEHJfFH&Ethk &, VIxvro
Conax L NAUC DA FIMED I (BF P 5/ Bl 5-
B) [909%CI] (3., Zh2hl.28 [0.982, 1.67] J%Uf1.18
[1.06, 1.32] TH-o7¥ HEATF—%),
TEEER A B LB, AFI600mgZ 70 b ¥R Y 7 IHEH]
THbI V7T =V EREARHES L L &, KA
D Crax X NAUCis DA FIGMHE D H - (B F 3 516/ LAl



5w [90%CI] 1x. £ 2410.765 [0.676. 0.866] MU~
0.745 [0.647. 0.859] TH o7z HEAT—%),

IX ML 7 FZTIEP-gpOEETHY . BCRP,
OATPIBIK U'MATEL % & L 720 %72, M5IZP-gpk
UBCRPOHRETH 1), MATELR E L7 (n vitro) o

17. ERPRERIE

171 FIHROCREMICEET 555

(INTRKER & B FBMOEIT - BROBERE. ROSTREE
EFBHEOYIBRTEE £ ETT - BROIE/ R

*E7.0.1 ERAASIERR (STARTRK-2HER)

185 LL FONTRK . ROSIAZALKRE A 15T B
1T - FFE ORI BE 2% G & L 7z R L[E 25 T AHEER I
BWT, NTRKEVEBIZ T IO H#EAT - RO EIZEEE
5161 (9 B HAEALHE) IZAHILH1E600mg % £ 0#%5- L
7GR, RECIST ver. 1. 112350 <M FHGHI £ & 5%
®HF1L56.9% (95%MSHAXIE : 42.3~70.7%) Tdh 719,

NTREKRVEBAZTFIHIERF OZ)E (FIER)

SN 2 1K T8 <9§ﬁ5 gﬁm
Al i 6/13 (19. ;26—724 .87)
S MR 6/9 <29_;36§972.51>
3L 5/6 <35_88§¥9Z.58>
FLIRHIS> WA 5/6 (35':;_'9358)
B 1/5 s o0
0 - R 173 (08?%3357)
TR WSS 1/3 (0_8213_5@
o 23 ©. s 16)
I NRHE 1/2 (1. 22?92 .74)
B O 171 <2.5100—01.00040>

R FEBUEE L. 90.5% (57/63B1) THh - 720 T2El
PERTE, PRI 46.0% (29/6361) .« 9%5738.1% (24/6311)
fEH:28.6% (18/63). TH#i27.0% (17/6361). #F@hikeo
F1225.4% (16/6301) . KigiFlE25.4% (16/63%1) . 1%
FIIN22.2% (14/63B1) TH o720

F 72, FERERICB VT, ROSIFERNIZ X 2 iiHRED 2
VROSIRL G B R Ttk O YIEARE 2 #E4T - FR3E O JE/NA
Jiefili s 2 3362 ARHI T H 1IM600mg % & 14 5- L 7248 4.
RECIST ver. 1. Li2 360 < S 3RHI %2 12 & 5 Z8%h 513
75.8% (95%IEMEIX [ 1 57.7~88.9%) TH 727,
EWE I SSBIE1392.4% (97/10561) THo7zo FAEIEH
IIRERE39.0% (41/10561), fHifik36.2% (38/10561). i%
Btk F1232.4% (34/10561). T#i127.6% (29/10561), fk
FHN26.7% (28/10561). JE5721.0% (22/10561) TH-720
INTRKBA & BIEFIRMOETT - BROBERE)
17.1.2 @58 1/ 1 b ER (STARTRK-NGHER)
221 A M ONTRK . ROSI X IALKEE BT Wk o
17 - HEO/NRFEEEE Z R E L2l 1/ 1 bl
MERIZB W T, NTRK@A BT kO EST - I/
VR RS EIN AT (B 0 A ) &35 7 % )
G- s,

- | RAGA
il il (mg/m?) | E
0 A EAT 400 D
s A 550 CR
4 7L — PR iEE 400 PR
REE AT 100 PR
© LR AT 750 PR
VL) A E OB SRR & 1O e B AT

Size AHIOARSNZHEROHE UNE) 13,
IR MLy F=7E LTIHLEB00mg/m*TH H ., 45
PLEoOBEDT — 5 % 7= B S50 B RE AT 12
o x| B AEEICARFI600megE 1 H 1l A% S- L 72
LELABEOBRERIEONDL L) ICHES N,
BB O & 7 L — B Lk
RECIST ver.1.1, #HEEMERBFERIE 7L —F
AR I IRANOMHE 2D & | RBRETEANIC &
DHsE L7z

11:2)

RIPER SN, 100.0% (5/561) T o720 TAREIE
&, A MmEREORA7100.0% (5/561) . & 1180.0% (4/5%1) .
T EREORA60.0% (3/581) . MRTEHTAN40.0% (2/561).
1E1R40.0% (2/561). ARKITHEL0.0% (2/561) TH -7z,

*18. FERHEFIE

18.1 {EFF
IXPLZFZTIE, PaRIF Y VR KFF—F
(TRK). ROSIZEDF s v & F—XIIxt+4 L HEMEH%
ET 285 TIbaEwTH b, =X ML 7 F=71E, TRK
Fia s v o8y ROSIENE S v /8750 VL Z FHE L.
THROY T FNMEESTO) YL EHEST L2 10k
0. EEBIEIEIER 2 R T EEZ 5N TnE Y,

18.2 HibEB1EA
IX ML ZF=TIE, in vitrollB\W T, TRKEIA S /%
7 x5BT 5 e MEANRRE R RCUTO-3Mfatk, ©
MR - SRR SRR M2/ gtk ROSIELG & v /87 %
T A v I RE B SRCUTO-28 e k&5 o %4
O M EPERTE Ak OB 2 W L 222, F2,
XNV F =T in vivollB W T, TRKELA & » %
7 % 3B 5 CUTO-3 % O'KM12# k. BESH #5007 R
FH2RCTG-0798ME 55 ALmk o 1R A A 3 H SR GOO 2 355 Lk
Fr. ROSLERE & v /X7 % 38313 A I/ it F8 o H ok
CTG-0848. LU-01-0414fE 55k &% N T
L7z X — P~ A EEEEGRQER <Y AILE
W, BB IR 2R L7225

*%19. ARM2ICET 2EEFME

(5)

— & %F : =X b L~ 5 =7 (Entrectinib) (JAN)
124« N-15-[ (3, 5-Difluorophenyl) methyl] -1/7-indazol-
3-yli-4- (4-methylpiperazin-1-yl) -2-[ (oxan-4-yl)

amino] benzamide

7 F-3 0 CaiHaF2NeOz

4rFi 0 560.64

IR BE~RAEOB R LIWO B 2B K TH 5,
I =) (95) IZRREFIZCL, TR =]
VIVKENA S 7 = WS THEITIZL <, KTl
EAEET RV,

R

HSC\N/\

A
s

Al s 198~206T




20. BV EDER
FHNIWGE LR T WO T, ki ik e i ThREFES 52 &

21, AEREM

21.1 RIS A 7 EHEW A fE o b SIS ERT S 2 Lo

21.2 ENTOHEBREGIATHRO THRONTWD Z &6 BkIER.
—ERDIEBNARD T — 7 BEB SN L F TOMIE. &ER % 5t
SRR EZ FEBT 28128 KK OFHES O
HHAIMRT 2 & L b 10, AR OLEEROAENEICET 57—
F&BMNCPUE L, AFOBIEFHICLERHEZ#H LS 2 &,

22. ‘ai

(AXY— KL T7HTEIL100mg)
307 7N ONT. EEAIAD)

(AXY — kL7 H T +EIL200mg)
0H 7N (ONT. BEEAAD)

*23. EEXE
1) W7 v b &G 138E SR (48 B ) (2019456

H18H A, CTD 2.6.6.7.3)

) B R (2019456 18 H AR, CTD 2.6.6.4)

) FEAEERR  BARN (BEERN) 123817 2 3By

4) STARTRK-1#8# (201946 H18H &, CTD 2.7.2.1.1)

) RXDX-101-157%5% (20194:618H &7, CTD 2.7.1.2.2.5)

) In vitro®&E A A (201946 H 18H &RE, CTD 2.6.4.4.1)

7) RXDX-101-0535% (20194F6 H 18 H 72, CTD 2.7.2.2.2.1.3)

8) MU (BAER O LE) (2019426 3 18H#GE. CTD 2.6.4.5)

9) ¥ —YHEFRE (2019F6H18HA&FE. CTD 2.6.2.2.1)

10) AEPEORL @ /N oo R

11) RXDX-101-12:85% (201946 H18H 472, CTD 2.7.2.2.2.2.2)

12) RXDX-101-14:85% (201946 H18H &2, CTD 2.7.2.2.2.2.4)

13) RXDX-101-13%#% (20194F6 H 18 H 772, CTD 2.7.2.2.2.2.3)

14) RXDX-101-09:8% (2019456 H 18 H&F2, CTD 2.7.2.2.2.2.1)

15) bT Y AR=F =% L7zn vitrofiizs (2019456 H 18 H 7KF2.
CTD 2.6.4.7.5)

16) NTRK@E AR FREOEIEA A (2019456 18 H G, CTD
2.7.3.1,2.7.3.2,2.7.3.3)

17) ROSIEE AR T B o e/ Mg (2020452 H 21 H A&GE.,
CTD 2.7.3.8)

18) Ardini E, et al. Mol Cancer Ther. 2016;15:628-39.

19) Menichincheri M, et al. ] Med Chem. 2016;59:3392-408.

20) Smith KM, et al. Mol Cancer Ther. 201817:455-63.

21) In vitroTO Y ESHNEARIC BT 5 e minslE T (2019
E6H18HARE. CTD 2.6.2.2.2.1)

22) TRKEMVEEEEIKGMEE VIS BI A HUEESE (2019426 H
18HZGE. CTD 2.6.2.2.4.1)

23) ROSIEMG & HERAANET T VI BT L HUESH (2019456 H
18HZGE. CTD 2.6.2.2.4.2)

24) Cook PJ, et al. Nat Commun. 2017;8:15987.

25) BHImWNBME 7 IVIZ BT HPUEE AR (201946 H 18 H KRE.
CTD 2.6.2.2.4.3)

24, XWFRERVHENEDESE
PSR S AT A IV T A= a Vil
T103-8324 HHUHR X H 4G 2 0T 2-1-1
Eaf © 0120-189706
Fax :0120-189705
https://www .chugai-pharm.co.jp/
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2020420 2RT (A1)

REMEER/FOY %7 —EHEEH

BARRESRMEES

R . 874291
o g JUIFZTHT I
HAIHAR 34 , -
| IE N IVFE (e it y_:’ °
J N> 200my
F /J ’ ®
'—
BT 5356w 250m
XALKORI Eapsules
200mg \ 250mg
ARES 22400AMX00666 ‘ 22400AMX00667
T - RS OM I L AT S iR 5% B 1B 20124¢5 ]

4

A
=

A KEOEBEICH > TE. BEBFICHOMRIECTE B EEMER
ICBVT P AEEEICT D ARH - BREFOEMDS & T,
FEEDPEY EHB SN BERICOVWTDAERT S &, £
. SBEBIIAICEIL B, BEXZOFREICHEMMERO RN
(FIC. BEMRHABROVMEER. #5hOTEEE. ETICE-
B ®H 5 EHICEETBER) 2+aHHAL. AEZETH
S5HETBHIE,

2 AEOBREICKUEEMRERIGH S DI, FETICE> 724
PHRESNTVEOT, MHER (B9h, FIREH. %K.
HEE) OHZERVEECTREZOERA L. BIEZ 21T
S &, BEPROOSNAGEICIEIHREZHIEL. BYELE
TS5 &, £, BEMHRARBRIFFOBREMHICH S Hh,
REICE-FEREBIG HB LS. BENHIIARIIZZ
hICETIEEOT T, BEMMERBEOERLEMERARIEIC
BT 38EL+HMIITOIE, [7.0 8.1, 9.1.1. 11.1.1BH]
3 FEOH/REICEWBIERE. FAR2r&H5bHh, ETICE-
P HREShTVWEDT. FHBREFHARTTROEHREDI
FHN (B ICREMPIZER) ICF#EREEZTV. BEOR
BE2THICHBETSI L, BEEPROOSNAEFZEICIE. XFHOD
BE5EPILT2E0OBENELBEITO £ [7..8.2.11.1.28 8]

—_

—_

—_

2. B2 (ROBEICEHBELEVWI L)
2.1 BRI ORI LB BUEOBEERE O &H % 85
2.2 U3 FEEShoBE [10.12H]

3. Rk - MR
3.1 %
WZE 4 H—a) 1 7 N200mg H—31) 5 7 250mg
e 14 7k 15 7k
AR 21U VF=T 200.00mg 7V YF=T  250.00mg

5. #hEERIRHRICEET 2R

5.1 T a3 2 WHEIMAETERICB I 2MAEICLD,
ALKRE AR Bl JUIROSTRN A S8R T b A RS S 7B 1 4%
59528 MAEIZHTo T KRENBENBIEFEL AL L,

5.2 RF| OB FHEN B B AR LA METHEL L T
7\

6. AERVHAE
WE, WAIZE 7YV F =7 & LCLH250mg % 1 H 2[00 # O 5§
5o B, BEOREIZL ) EELRES .

7. BEARVAZICHEET 2FE
BRI &0 AFIZREE, i, dik3 2358121, BRI o
W BRESFIOSCT, DTokELZZETL 2 L,

7L — Fit)

AU ! 2 3 4
MR [Al—H &gk | 7L — F2LLFICH | 7L — F2LUF I
i WS ECHRET BT 5% THET

o MM IEARIERT | o [MIAH1£200mgl
L= G TRG | B2l 2 6 5 A&
WY %, B 55,

L= FIUTomp ey | F—#k5a&4ik | 7L — FILLFER—2F7 4 Y IZEET 5
W BN PE) ALT I | i F CHRIET %o M %1E200mgl A 21 20 5
IZAST E& B HHT 5,

[1.3. 8.2, 11.1.2&H#]
7L — R2-Ap I ) v | W—#% | 5% P 1kd %,
YA ) ALT R | 5%

AST b5 kT
[1.3. 8.2, 11.1.2&#]
T TP A 52T %,

[1.2,8.1.9.1.1,
11.1.12H]
QTMIHAER AR 7 L — LD | 5 &by 5.
[8.3.9.1.2, 10.2. | By 5% THRET
11.1.351] %o [ £200mgl
H20 5 b $ 5 % B
W%,

BRI A B, Af Lo — A, oK) YERKFEAN T T AL TV
TyT)A=VEEF M) T AL ATT) VBRI AT A

(1 7 VARLE)

BALF & . =Rk

s

3.2 HA DMK

E%] o
W §1% (mm) o s
6.9I § =8 )
W) s TN v = o Pfizer e
200mg «— 194 —» CRZ 200 K4 P
15187 7k v
76 § | o
FoauaTeL | oo Pfizer R Ay T ()
250mg Tle——217—» | CRZ250 | KT ke
057 7k v

4. HEER TR
QALK& ERF M OVIRATE 2E&IT - BROIEMNARME
OROSTRA S E I F IR D VIR RE 4T - BROIE/REHE

7E1: 7 L — FIZNCI-CTCAEIZ & %,

W12 0 HARIERAESF O BRI R 2 Eb 20 ) 2 SERIEAME 2 B < o

3 FIEOBEE. 7L — F2UTIZAET 5 £ CHRET 5 2 Lo MAHTIE250mgl H 112

W LTI G2 BT 50 €O%7 L — FAOHENRO 5N L5613 52 P13 5.
4 HEOY A, Z L — FIDFIZEBY 2 £ THRIET 2 2 Lo [ H%IX250mel H1EIZ
W L CHGETHT 5, 20H%7 L — F3ULEOWHEIRED O b Y6134k 5% ik
%o

5 ;;‘H'ﬁ S XALBEMD S 6% b o

8. EELEAEE

8.1 RMIEMMEEND SbNDLZ EDHHDT, WPFEIR (B,
NP PR, Tk, FEEAVE O ) ORERR N O CT A% o 5
i &R A2, o0 LEIS U CENRIMER S 5T
(PaOz) . BhAR MR BRI EE (SpO2) . ili el S Bl AR 1L 3 49 1= 5 7
(A-aDO2). Jifi#iE/) (DLco) SOMEEITH 2 Lo METEME
BB NIER O EDS B DN /26121, R0 I EFE %
ZHBTHLIBERRE TS L, [1.20 7., 9.1.1. 11.1.18H]

8.2 BUEN4%. HAA, FHEREREE DD SN D Z DL DT, KAl

e G- Baam M OAFIF G- L I CRECBGA03EmD) \ZTR e

Bz A7, BHOREE T3 IcBlE 352 8, [1.3.7.. 11.1.250]

3 QTHRIERE., IRV SN D Z &ML OT, REFG B

I OAF 3 G- A3 W 0 2 ORI R OB AT 2 AT, F 7,

PR ML E A AT 7% & VREOREL T ICBgE T2 8, [7..

9.1.2, 10.2. 11.1.3&H]

(=]



8.4 MEMEEDSH 5 bND Z LNid b DT, AFIGFUGTH b OAFH
B E I MR A (MEREGE, FINERSESE) 2170,
BEOREL TBIST 52 Lo [11.1.428]

8.5 MRS (WRE. o, HH. M gmEy. wi, 1y
R, W WETE) PdHobhs I eid b0 T, KAk
O BF IS A B OIS R T M ) B2 R E S 2 BRI
SHDH L. T, WHEEOEIOUMEROWEP DN E
12, R ICEER 2 22T 6 L) BERIRET L 2 L.

9. RENDERZAIHBREBICET 2R

9.1 &6HE - MEEZEDH 2 EE

9.1.1 MEMMHEREDH 2BEXEETOBREREDSH 5 BE
M EEMEEP R IIWMEST L2820 0H 5, [1.2. 7., 8.1,
11.1.1%0E]

9.1.2 QTHRERNDH TN XL ZTDEEEEDH 5 BHE
QTHIRIEED R 2 BZNDH 5, [7.. 8.3, 10.2, 11.1.3&H#]

9.2 BHREEEEERE

9.2.1 EENEBREREDH5EE
HEOEREREDDH L EH LR L LHRABIIERL T\
v, [16.6.12]

9.3 FFi¥REEERE

9.3.1 FEEL FOFREREEDH 5 8E
AF O FFEFEN LR L2 &0 b, [16.6.25H]

9.4 £JEREEH T BHE
TR RE 7 2P o LT, AN G- R OB G0 T e — e I 1
W) e L 24T L O RET 5 2 &, [9.52 ]

9.5 1ti%
BRI AR LT B WTREVE O & A W2 id, G Lof s e
frtE % EE A &SN DGEICORFEGTHZ L, Ty PRy
FFIZ, 7D F =T EENEFN200K 60me/kg/H (AUCIZH
O HE LB CRIREE & & H5) MRS L2 2 A, hiiEs
DI DFRD SV, [9.45 0]

9.6 LI
B L OF MR OCBARBEOA R E ZE L, ZA O L+
IEEHETT 52 8, b MELFANORITIIAWTH %,

9.7 NRE
ANREE R G & L 72 BRIRERBRIZ T L T v,

9.8 SinE
BEORELBIE L 20O EEICHKG T 5 &, —iRIERERED
BETLTWDZENSL W,

10. HEEH
AFNICYP3A4/51Z & 0 A S v, CYP3AIZ R RAKAE Y 722 BHE AR
MZRTZEPFRERIN TN DY, F72. CYP2B6IRT L CHERIK
TR MEERZR L2 L6, CYP2B6DIEE & 7 2 35 & ff
L7206, RANZZN S oIMhigEs FESE MDD 5,
KFNIP-WEE T (Pgp). HHEHF 42 T ZAFE—%— (OCT)
1R UOCT212xf L CTHEER 2R L2 &5 5. Pgp. OCT1IZ
OCT20HEE & 7 HHN L R L= a. AHNZZN S D llnbiksE
% bR S DMEEMES D B0,

10.1 BFRZR BFALAWI L)

A FEARAER - F518 515 i - falri
UIFER U35 FOMmigEs»#F L < | KA HCYP3AD HLEH <

(Px 2 A5 €Y F) | HNT 2820055, HHI LS, TIFEFR

[2.2%0) ORBHMES N2,
10.2 AR (BIRISEETS &)
ol 0% FFRTER - ST HF - bl T

CYP3ADIET L 7 HHH | RHILBELGHZ I 5T L% | KHKIACYP3AD HEH T

NP PN 2 HEGHEG Lz &, 35V | $H D2 &0 5. CYP3AD
5 A DAUCK UCnaxld I 47 | L & 72 58K & ORI
T AOHMPESG L RZENEN | L), BRSO HHE
3.THER V2.0 L 25727, SA PEHEE O I A
PSR MAEREASIN L. & | B33 2 W REMED D % o
PR O SEBUS I i OV AiE i
My 2BEN0HLOT, h
5 OHH] & OPFIETTREZR R Y
Wiz,

ES RS FERARAEAR - F51E T B - el
CYP3ARHHI AFLAEEG R A T a | R H o R B E E

ArTaFy—VE | U= VRS L & K| CYPSAD G LTwb 7
FOEHIREBIZBIT H5AUCK | O, KEFL D L 9 %CYP3A
OCmax | HAHE G- & L Z N2 | A E oPEHIC L . &
579 % U33%3hm L 729, FIOMRHHFHE S . AH
ARH) O M E DS Ly B | ORI 5 0 A
PEH O 5 BUMA E e OS5 | Hbidh %o

WY s8N0 dH 50T,
CYP3ABHLE A 0 72 v 1255
WA ANONBEZET DD
Lo F7o, BEATAHAE. B
HORELHEICHE L, RIME
HOREBA3EET L L,
RH G 7 7 Y€ | R F o A # 12 FE
CERGRAEG LI & KHO | CYPSADSES L Tw b7
FEHAREIC BT H5AUCL K O | . AL D & 5 % CYP3A
Cunaxld HUAFE 5 & le_EN 2N | FHEHA L OFHIC LY, &K
84% JL UTI%ILT L 727, A OMRBHTCHEL . AH D
ARFOMAHEEEAMET Ly AH] | M2 3 2 W hg
DHENEDTIT 5 BENDD | 55,

% 0T, CYPSAREEAE M O 7%
WILZFG W EERIAN O & H R

CYP3AFHH
VT vEY v

T5H5T L,
QTHMIER 3 2 | QTHIBIEREMEH 28R 2 B | AHI KO TS OFHIT
LA S AT B e H] ENDD Do FTHHQTHM 2 L& &+
137953 LBENDD B0, HEH
VEY N W& DR 5 ] g

[7..8.3.9.1.2,
11.1.3ZH]

2D %o

1. BElIfEA
KOBWERD S S5 bN D Z LD HDT, BIgET5IiTv, BF
DR LN A TG 2 PRS2 7 S R LEE (T T &,

1.1 EXLEIER

1.1.1 BEMMERER (2.1%)

AR o - EF b s SnCTwvb, [1.2, 7., 8.1, 9.1.1%]

11.1.2 BIEERF%. A2, RS
BUERF22 GHEAH) . A4 (0.2%). ALT. AST. BV v E >,
Al-PE O FH %8 ITHRERE (33.9%) 5 bbb XD Y,
BIEF 2 FAREIZ X DIRCICE o EM D i S Twb, [1.3,
7., 8.2/

11.1.3 QTHERER (3.2%). #ik (10.1%)

QTHMMIEE. HIk (MfEER - RMmE, Jf, © Ve 213°H 5
B ENH D, [7.. 8.3, 9.1.2, 10.25K]

11.1.4 MigE=E
TR AME (21.2%) . FIMERBAE (14.3%). V) ¥ 7 SERig A
(4.5%) M/MRIRAME (3.0%) 25038 b d Z L 03% 5. [8. 42 H]

11.1.5 DAL (0.2%)
iR (MKIE. Mok, CEEEFES) . 2R EERN. OF
SHER (BT, PR R EE, RIES) 25500 & e #aid, mR3E,
W IR G2 Ik 5 7% S 2 LE AT 2 k.

1.2 Z2OOEIER

10%LL L 1%L . ~10% A 1% A1

IR R E (B REE OGHRAE .

T AR, B

Z2 . LB R T 5

(59.0%)

HRE R WRERE (20.4%). FEME | B, AIRE

HFEV (14.3%), =2—01

s8F— (11.7%)

ol FRRHER (20.29%) &7 L7 3 >,
15 > AR, %5
Y AIE, Bk
LI I A
WP W %
e 595 (11.1%) 5 HEAE, ATHE A
i o, DN

HALE B (50.9%) T HI(48.4%) | ABEREE (H# %,
MR- (43.9%) EFE (32.2%) « | FEHEHE) . ML
M (RREER. JEEATE | AR, ESEG. O
1%5) (12.6%) PIHE I

M7 Ly =8 | EREEE, B
I B R

Z DAl PRI CRRY VRIS, BT, | 2825, M7 A k&
MR PR ESS)  (34.8%). | 71 i

JE55 (26.8%)

i

d
-




14. BALEDZEE

141 EHZMNEOXE
PTPUEDOFHIIPTPY — bALHY ML TR T 5 £ ) #5952
&o PTPY — FOREKIZ LY . FECEIAEAEERRARA L, T2
3L e BT L TR SOER 2 6IHER T2 05 %,

15. ZOfOEE

15.2 FEERPREABRICE D 154k

15.2.1 5 v M2 )V F=7150mg/kg/H (AUCIZHED { KRB
BORME) #EHEG L2E A, KETOREIIBWTERK
DIET 23D 579,

15.2.2 T v bW RS HERBIC BT B SE 7 VIR EE
M W 2 2 o OVPHIEIZ 31 B B 70 BRI IESE AT S 7Y,

15.2.3 GE(EHERBRBE D & . AANTBBEUEF BRI RO ML D
OO ERFE GG EREREF IR SRV EeEZ 5N DY,

16. ZEMERE

16.1 MARRE

16.1.1 BERE (RRKAKERE)
HA MRS P (45 5-80661) 12 ARHI150™ | 250 )% 10F400mg™ % i
BAECHES Lzl & RESMBETRE (Cow) 13 73.5. 164K 0°243ng/
mL., M¥Ed 2 ) v F = 7R - R TR (AUC) (3. 1482, 4020 UF
6817ng * hr/mLT&® - 726 Cmax X WAUCIZ, 150 % UV250mg T 13 A 4 (2 el
% UL EAZEIN S A M & R L. 250 % 0M00mg T s 2 He il L <l L 7z,
R MLAE P LR (tmae) (FHI R CRERSIER (HOfE) TH Y. #
HAR BT B I IR CFIMHE) 1329, 1~41. 1K TH - 7217,

R AEFERA T Z W G L LT o) VT =7 % HERE G-t O3 Y g <7

A =5 DEHY

e N tmax® Conax AUCo- ti2
(hr) (ng/mL) (ng * hr/mL) (hr)
150mg™ NG 050 %O 00) ge? 54% ?61. l81)
T N o0 1) wo)
400mg™ G 050 %O 00) (26413) (gié; (2; . l61)

MIZFEHA 2 VERY L 7 — & 135 (R 2E) Tm L7z
a) Ll (REEH)
300 q

n
A
S

7 (ng/mL)
S
8

11150

H

™

= 1004

o

+ f

#® 504

g
0
0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160

5 %05 (hr)

BIL BEHEBA % A 2 LT 2 ) /= 7 & IR 5 00 e i e £

(PH+ )

16.1.2 BRAIRVURERS (BEH)
ALKES AT o AT I/ B 2 b R & L7245 TARRERIC B
WTHARABESE (n=15) [ZAHI250mg % H.[a] & O] H 208 AR 1% 5 L 72
L EDIEYBREN T A —F % LITFIR Lo M8t 27 ) T = 7T ARH
250mgl H 2 S 5- %150 B £ CIEFIREBISET 2 L E2 5Nz, &B.
KA AEF G IS N B ofka sy 75 v A (FHME) 1354, 7L/hr
TH b, HHRECHRG IS SN E (89.3L/hr) & HAMET L2,
F2MBE R RE LCr ) U F =7 % WA O B L% 5 e 0 e B g/
T A= DO

N tma® Cinax AUC- AUCo- tiz
(hr) (ng/mL) (ng - hr/mL) | (ng - hr/mL) (hr)
i 5 6.00 131 955 3180 39.5
(4.00.,8.02) (33) (348) (1398) (5.9)
L 4.00 493 4608
BES 000609 | (0) (467) Ne Ne

IR R GIRY . 77— & 35T (iERE) TR L7z, NC=HEEd

B GR0 7 — 4 13 8-7TH GEAM) ofl% Hviz, RGO 7= 5 13581 1 7V
HEI5HOF— % % vz,

a) Pkl (FEPH)

16.2 BR4Y

16.2.1 N ATNAZEY T«

TR 14BN A FHI250mg % H AR 9% 5 T, 0'50mg % H. Al E# IR N5 L 72
L EDIEREINA T T NA T T 1 135943% L HEE S NP GHEIAT— %) o

16.2.2 REOHE

TERER A 36BIIZ AR HI250mg % £214% (RAENG B 7 1) — ) B G- Lz & &,
AUCo-e % U Conal T ZE LI G\ AR Z N Z A% L 727 (FHEAT— %)

16.3 9%

RHANS0mg % HIRNTE 55 L7z & & o #IREO A4 f& 1, 1772LCTdh -
722 (HEAT—%),

In vitrol\ZB\T 5 & MIBEEEFSEFRIFN% T, BEMERIIHT 2 5k
DEBIRD SN ho 72,

In vitroi B0 5. RANIP-HEENT (Pgp) HETH D Z LARIBEI N,

16.4 X3

In vitroiBh & CYP3AL/SHAR O T4 RHERETH 5 2 LHVRIES
n7zv,

b MIBT B ERRHREKIE. XYV VROBILICLE 2 ) VF=T T
& N 7 S ONZO-T IV Ak E F sl < MBS (O-Ii 7 v L
1L oFas k) Tho7:19,

16.5 HEittt

TEFRHEBRE 6B C-ERE 7 ) V' F = 7250mg % Bl 5 L7z & X, #5480
BRI, ST BED63% A H T, 22% A R I HEI S A, F oL 3
B OPRAFICHEM S22 ) ' F = T OREUKRIE, ZNENF 5= D53% %
U2.3%THh-7219 HEANTF—%),

16.6 HENDHREH T 2EE

16.6.1 BiSEEREERE

W OB EREREE 2 0L ) Wik (2 L7 F =22 ) 7 5 v AHB0mL/ 5k
[ZAH250me % RS- L 72 & X O Cua L FAUCIE, BHEREIE F kRS
(P VT F=v )T T Y ANOML/ G E) L ARTERZENL 3R OT.8
BREDP-7Y GHEAT—%). [9.2.15H]

16.6.2 AFBEREERE

NCI-ODWGHHEZ & 1) 4398 L 72 T B RE O Bt 2 MEATHE BH | AHI & BRI
BHLE EOBEFIREICBII K2 )V F 27 RORAFRE SR ) v F =
T OHMEHE ST A — 5 OFER ZRINTRL 72 GHEAT— %) [9.3.12]

F3FHAED R 2 BHETIRF 2 ) VU F = 7 2 R LRS- L2k S 0w
WEEICBT 2827V F =T ROERAFGER 2 ) V' F = 7 O3 ERE/ <
T A— 5 DFEHGD

INTA—4 .. ., § . ..
o Al#E A2%E B CHE D#
(Hi4r)
W) F =T OREYFHE ST A — 5
Conax 375.1 283.9 342.1 408.3 272 .4
(ng/mL) (50) (65) (68) (56) (29)
AUCasiy 7107 5422 6476 8108 4596
(ng - hr/mL) (48) (66) (73) (58) (63)
tmax 4.0 4.0 4.0 3.0 4.0
(hr) (0.98-4.0) (1.0-6.0) (1.7-11) (2.0-6.0) (2.0-6.1)
CL/F 70.39 73.79 77.21 49.26 54.36
(L/hr) (48) (66) (73) (58) (63)
EHIEER 2 )V F = 7 OMEE ST X — 5
Coas.u 13.59 8.703 14.77 16.96 9.608
(ng/mL) (41) (74) (93) (56) (34)
AUCusily.u 257.7 166.1 279.4 337.0 161.9
(ng - hr/mL) (38) (73) (95) (59) (48)
CL/F. 1940 2407 1791 1188 1542
(L/hr) (38) (73) (95) (59) (47)

Al (n=8) : IFHEAREIER (7)) V' F = 7250mg# 1 H 2l JAZRE 1% 5-)

AW (n=9) : FFHEREIEH (7 ) V'F =7200mg% 1 H 2 S 1% 5-0)

Bt (n=10) : BEONTHRER S (£1) V'F = 7250mg# 1 H 200 5AZRE 4% 5-)

CHE (n=8) : PEEEONRIERSE (7)) V'F =7200mg# 1 H 2 AR I1#%5-Y)
D¥E (n=6) : FEDOIFHERERIE (2 ) V'F = 7250mg% 1 H 1A REEE I 5H)

a) tmaXPIUE (B TR L. ZRUIHIRFIOM GRIT%EBIRE) TRT.

1 AR DT 13 250mgl H 2[ME 145 T %o

17. ERPRRRIE
171 B3ERVOREMICEI Y 255
(ALKRE & BIE TR D EIBRTRE & 3ETT - BROIE/NMRRHE)
17.1.1 EREEFSE IHERE (A8081014:KER)

HIBIRIE O 70 WALKF A 5T B 1 0 I I /NI il 4 534360 (5
HHARNEFHI2B) 12, AHSULFFEA] (Y ATFF v, RA ML F 2
FEHE 2 VETTF o, _~X ML F2 NEH) &35 LoiRe T#
KOFRNIRT o RFNETEFHMIEH Ch 2 MEAF BB W T, b
JEERNAT U CEBE AR L7z ST HIERB &I X 5 o

i ALKR A (R 1d. ALK Break apart FISH#: % Hlw Tl s 7z,



K1 B AT

B ) F =7 ALAEFRLRE c
A —F i
i (n=172) (n=171) Y ol
I 398 8 A AT R
10.9 7.0 0.454 .
o H gL () . - <0.0001%
(5% X (8.3-13.9) (6.8-8.2) (0.346-0.596)
el ol =R g
1.00
—— JUJF=TE
= — A (LA
0.75

EEBER
o
g

0.25
,%LL‘
e
0.00 1, .
0 5 10 15 20 25 30 35
at riskg BB ()
JUJFZTEE T2 120 65 38 19 7 1 0
s 0 171 105 36 12 2 1 0 0

(1. EEEHHE (A ) O Kaplan-Meier il
RAN D G- EN1TIBNC R & - B A ERRIL SRR E1226) (71%) .
TFHIL05B] (61%) . (EIES3BI (49%) . WEME78%1 (46%). fEFA7AB] (43%) %
THo72,

17.1.2 EEHFEIZE MHEE (A8081007545%)
1LY A v OALSEIRERE % A 5 ALKRA w8 (5T B ™ o IR/ i 4 %
34761 (9 b HARNEFEIB) 1. RESNILFHEEH] (2 ML F 2 P
Ry FL) BRGLARHRE TRLOTEIIRT . RANE F Rl
HTdH 2 MESEAFHE BT, ALEE TN L CEEZ R LA G
THIERRRIC L BHM) -
7 ALK E#(5F 13, ALK Break apart FISHE:Z W T &7z,

F22 A A

= s IF =T HE Aba el e
SHIIE —F (=1
i (a=173) (n=174) S pfi
S0 A A T R
7.7 3.0 0.49
o g () <0.0001"
(950 E I ) (6.0-8.8) (2.6-4.3) (0.37-0.64)
W ERa ST 2 BGE
1.00 {4
b*ﬁ —— JUYJFZTE
A —A—- {LFRER
0.757 %
i
#H 050
8
3
-4
0.257
0.00%, :
0 5 10 15 20 25
at riskE RS HEHE (B)
JUJFZTE T3 93 38 1 2 0
1EEER . 174 49 15 4 1 0

X2, FEEFME H (AR HI) O Kaplan-Meier i
RFNDFE G- SN2 172060127380 & 7z E e A EH G, HERE10361 (60%)
THIL03BI (60%) L9461 (55%) . MEIH-80%Y (47%) . FHALT3BI (42%) %
Tdh o720,

17.1.3 EIRHEFEILE 14558 (A80810055X5R)
HADBZM L 2RI BT, 1LY X v P Lo biEE %2 B3 A ALK
B LT BT O AT I NIRRT BB 13665172 (9 b HARNEE6H]) (24
% 1A1250mg- 1 H 218138 H$% 5 L 7248 5 T EREE K52 12 X 5 28552 (RECIST)
1351% (95%ASHEIX M :42%. 60%) Td -7z (20114E2H e ToPR4ER) .
1l ALKEE# (5T &, ALK Break apart FISHEZ: % Hw T S 7z,
T2 0 SENAHIVER GBI 2 S BRI S rz,
KHFNHe G- S 7213661 (HARN6HIZ ) H13140 (96.3%) (ZEIVER AR
D HNT, FREIERIZ, EL786I (57.4%) . WEH:5961 (43.4%). T 4#iI58
Bl (42.6%) . HREESSH] (42.6%) . HASTH (27.2%) %TdH-7- (2011
2R F o) 2,

17.1.4 @555 1 #H58BR (A80810015K5R)
FHE G 7 — b CHE S N ARFIOHESE S BV 2 BRI R 0% etk %
et A HACREBRBIARIEB M S NS HE R — MIBWT, ALKH!
AL T BT o AT I M B T19B1F2 (9 b AARNBE L) 12,
AH) % 11250mg. 1H2ME H 5 L7z 2055, RERERIHEIC X 52%)

# (RECIST) 261% (95%15 X H : 52%. 70%) Td» - 7= (20104E9 A Ik
HETORMER).
E1 ALKBERET . EHOBRABA S L AV CRES Iz,
T2 1 3PN AR S e A & BRAh Sz,
RENDPEG- ENF21196] (HARNISBI % &) H11461 (95.8%) (ZEIVEH A
B b N, FaEEMIE, ELS8 (48.7%) . HLJIEEESTH (47.9%) .
THISLE (42.9%) 4261 (35.3%) ERE3261 (26.9%) %ETdh -7 (2010
FOH R E TORRER) P,

(ROSTREABIZF B DO YIRTEE & T - BREOIE/ | EFfHE)

17.1.5 EEHFESE I+ (0012-015:K5%)
ROSIRI A 8 1% 1B V™ o s 47 F- /NI i 78 B 212761 (9 b HA N #26
Bl) \ZARF Z LG Lok, FEFMEE CH LM BB HA I LD RHE
(RECIST) 1369% (95% = #EIX [H1:61%.77%) Td> -7z (20154E7 A E TOERD o
W ROSIRWVE MR T, T /8= Viglhidk & L CHRGENDEAKRE & 11T v % OncoGuide

AmoyDx ROSIEAEETHH v b2 W TS N7z,

REN PG & 7212700 (HARN2660 % &) 12160 (95.3%) (ZRIVEH A
RO SNz EREWERIZ. 5 Y A7 3 F—BHnersl (52.8%). 1k
5061 (46.5%) L5261 (40.9%) . FHIATH (37.0%) . WEH:41%1 (32.3%)
ETH o7z (2015457 A T TOHERD 2,

18. BExhEIE

18.1 {EFHE
7)) F = 7IEALK, AFAI R s A 152 454k (c-Met/HGFR). ROSL KUY
Recepteur d'Origine Nantais (RON) [Zxf4 2 F 1 v ¥+ —VYHEHTH
%o 7 1) V' F=T71E, ALKK O'ROSIDFEDS AMEZE BAR T 5 ALK& B H
B R OUROSIBAEAEOF O Y v FF— Vil a ET LI LI2LY .,
BORIEAIEIT 2 L EZ 5N TWE50,

18.2 HlEEHR
7)) F =Tk ALKEET RO/ L) . ALKREIA & E % 53
9% & NIRRT B SR NCI-H3122 5 O'NCI-H2228 itk A ONICROSI
EARTHEEOEEIZ L) ROSIEA & E 2 5889 5 b N IE/Nli fii# i ok
HCC78HMatk o5t % 0l L 720 F 72, NCI-H3122Hiatk % B4l L 72 50
G ANIBW T, B OB & I L 7222,

19. BRIHRSICET Z2ELZENFR

— M2 FR - 2 1) ' F =7 (Crizotinib)

1b:44 « 3-[ (1R)-1-(2,6-Dichloro-3-fluorophenyl) ethoxy]-5-[1- (piperidin-
4-yl)-1H-pyrazol-4-yl]pyridin-2-amine

453 ¢ CaHzCLFNsO

grfi 1 450.34

PR ARARRAB~BEOCOR K TH L. NN-F AT VT M7 I FIZRRE
T4 AF )=V RTTE 7 —)b (95) 12RREITIZL, 7= ]
DIVIZETIZ S CKRIZIFE A ST Vo AR 030, Imol /LRGSR IZ 1T 56

bR

N NH,
‘ N H /CHac'

= F
(0]

@ CI
HN

retets (log D) ©1.65 (pH7.4. 1-4 2 % /7 —)v//K)

21. &SBEH
BESE ) A 7 B RETHE & S o b, @I HEmT 5 2 L,

22. A%
(Y= h 7 +=IL200mg)

104 7&n [104 7t (PTP) x1]
(=21 H7&IL250mg)

104 7N [10% 7k (PTP) x1]

23. EEXH
1) AR IR - BRIBSEA T B3 2 B (201243 H 30H KRE, CTD2.6.6.6)
[L20110830222]
2) AEWEHRE b 70— £P450IIK S B BLESER (2012423 A 30 H AR,
CTD2.6.4.7) [L20110830213]
3) AEREE R N T AR =y =1 B HEER (201243 H 30 H KRR,
CTD2.6.4.7) [L20120308001]
4) HNER A A Y DTV AR=Y =2 LW EAE A D vitrodFill
[L20131212153]
5) HWEE D 35 VT AL OIWHENER (2012437 30 H KGR
CTD2.7.2.2) [L20120308002]
6) HWEE A b T ad V- OFEYREER [L.20180316001]



7)

8)

9)

10

11

=

12

13

=

14

fu

15
16

17)
18
19
20
21)
22)

23

24

25

N2

26

Ndd

24.

FPNEE ) 7 7 v €Y EOFWAEIER (2012423 H 30 H KR,

CTD2.7.2.2) [1.20110830245]
FAER T 7 v MBI B RUERE G- (20124F3 H 30 H AKGE.
CTD2.6.6.3) [1.20120308003]
AR fEEERER (2012483 30H &, CTD2.6.6.4)
[1.20120308004]
FEPTER - AR MNERES A B 2 3 EpRE (Hal4ES) (20124E3H30H
HKFH, CTD2.7.2.2) [L20110830242]
FEPVER  HARMNEEE 2B 23 @hie (Hads - 5UEHS) (2012
43 30H K7, CTD5.3.5.2) [1.20110830227]
FEPVEEL N FTARAFEY 71 (2012463H30HKZE, CTD2.7.1.2)
[L20110830239]
AR HoRE (20124238 30H &R, CTD2.7.1.2)
[1.20110830241]
FEPVEEL - 0SB S- 3 A IRERIR /X T A — % (20124E3 H 30 H KR
CTD2.6.4.4) [1.20110830210]

AR REIEESR (20124E3H 300 2. CTD2.6.4.5) [1.20110830211]
AR B - PRI (20124E3H30H &2, CTD2.7.2.2)
[1.20110830243]
VR BRI A L O BERE I C BT B SRS [1.20131212154]
FPER AR E % 0 O #BRE 12 B L 3 EhE [1.20170803004]
Solomon BJ, et al. : N Engl J Med.2014 ; 371 (23) : 2167-2177
FEPIEORL © EIBS L S T AHERER (A8081007585%) [L.20131212155]
Shaw AT, et al. : N Engl J Med.2013 : 368 (25) : 2385-2394
AR ¢ EER SR A T ATEER (AS0810053kER) (201243 A 30 H AR,

CTD2.7.3.3, 2.7.4.6) [L20110830248]
AEPVER SRS TAREER (A8081001%tER) (20124F3 A 30 H ZKRE.,
CTD2.7.3.2, 2.7.4.2) [L20110830247]
FEPEFR - ERSLE S TSR (0012-015U8%) (20174R5H 18 H ZKR2.,
CTD2.7.6.1) [L20170301214]
AR | IERRIEEIER (i vivo) (20124R3H30H KGR, CTD2.6.2.2)
[L20110830203]
FEPERL  JRERR ISR (n vitro) (2012423 30H G, CTD2.6.2.2)
[L20120308005]

XFBEKERVEVEDEE

77 AF—HR St W 5 —
T151-8580 HUSHBIAEC 4 A3-22-7
FATEHR S A YV 0120-664-467
FAX 03-3379-3053

26.

BUEIRTEEES

26.1 BLEERSET

T7A Y — ot

RE#HAEXR4K3-22-7
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*20204F 2 HUGT O 1R, #hReZE )

Bk EimiRAr
FRERE - 34

CENYVE i

MRMERESH] ALK BHEA]
PULOFZTRBIENT IV

BAEEmADEES
874291

ARES
BRchHIA

22700AMX00997
2015%F12A1

LY n>e0150me

ALECENSA Capsules

7£1) ALK : Anaplastic Lymphoma Kinase (A43{b V) >~ 73E &+ — )
H2) HEE—EMSEOM S E L YT L

M

ova s—7

1.
1.1 AFE, BRFCHOMBTEIERRRICEVT. PA
{E2EERCH DL - BREFOEMO D & T, NEED
B EHME N BEFICONVTDAHEETEE, £/, A
BERAICKILE. BEXNEZORKICEDERVBREE T
DAL, AEEBTHOBRETEH I &

2 REIOHREICEEESREEr H5bh22ErH3D
T. MHER (BYh. MPIRER R RBHE) OERRV
BESCTIREEDERL &, BRE+HICITIZ L, BEHR
HOENEBRICIHAFDERS 2t 24 EBETNLNE %17
&, T AEMHHIBARNIZZNICET ZEEDT T,
BEUEMEEENEELRIFARBICHT 28R +5I1CfT
52 &, [8.1. 9.1.1. 11.1.1 BH,]

Ij

H
=

—y

2. B2

B2 (ROBEICEIBELEVWI L)
2.1 REI OB LBHEOBERO 5 5 B
2.2 TR SR L 2 TTREVED & 2 71k [9.5 2]

3. HERE - MK
3.1 #rk
Wi 7E %4 7 Lt 5 7 150mg
14 7+
VR0 % 7 L7 F =74 EE161.33mg
(7V 275 =7¢LT150mg)
N © SR, AV AT —ZAA N T4, b
rFafxyravilbrua—A, 57 VEEEF )
o YA ATT) VBT AT T A
ikl o . . = 3 ae .
AT e TURAU—A, HTXF—F ., ELH
U AL BibFy v AvFo gy, byED O
T T Y
3.2 HEIDMEK
WR5e 44 7 L+t 7 150mg
HITE h 7 v
i Hih~#ADH M
2 =T
S 17
HE 400mg
akplla— N ALE 150mg

*4. FHEEIEIRHR
OALKREEIZFIEEDYIRRARE 4 EST - BROIF/NRIME
OBFRXBEAMEDOALKREEETFBEDRSERMEZ Y >/ E

5. IEERIZHRICBIET 53X E
(ALKRUEEBIEFREIEDYIRRARE 4 1T - BROIE/NARAHE)

*5.1 T b2 A3 2R EE IR IS BT 2MEICZL D,
ALKRVEBIZ TR SN BE KRG T5 2 L, ML
Teo T, RASNTMEIZIEELHCCET 2 2 &,

5.2 RHI Ot F RN BT B2 /MR AT LT
W72\,
(BREXIGHAEDALKREEEFHREDORSEXMIZY >/ Vi)

%5.3 T3 el e 3 IR EE X IMER IS BT HMAEIZL D,
ALK G BT sl S - B8 1k 5356 2 &,

oy

*6. RARUVAE
ALK& B FRRE O UIRRTRE 4 AT - B3I/ lRaftE)
ML BT Ly F =78 LC1E300mg % 1 H2ERE# 53 %0
(BREXIEAMOALKREEEFREDORMEAMEZY >/ E)
WE, 7L F =7 LC1300mg# 1 H2M 1S3 5o 7272
L. fRESkgRiOHE O HG-513150mg s 3 5.

8. ERLEFMEE

8.1 MEMEMIEEND b E I EHHHDOT, B, I,
Wk, SEHEOMPPEIRD S 5 b N72GE12E, BRI ERE
MEZtd s L) BEEF/ETL L, T2, WHCTHMASDOE
Mz s, BEOREL HOEET L2 Lo LEIIS U TEIRIMAR
FOIE (PaO2) « BRI AR ZE S Al EE (SpO2) « il S B IR i e 32 53 P2
7% (A-aDO02) . Mik#kiE) (DLeo) FOMAEZITH &6 [1.2,
9.1.1, 11.1.1 ]

8.2 JFHEREIEEN D SN D Z LWH D DT, KHFG P IdE
PR A 21T BEOREE T ICBE S 5 2 L, 9.3,
11.1.2 2]

8.3 HFmEkik A, HIMERBA SN H 5 b D I LD b DT, KHl
e A ML A (I ER B e . I IMERSS W55) 247 v
BEOREL T0BIST 52 8, [11.1.3 2]

9. BENEREZFHIHREICHTIERE

9.1 EftE - MEEZDH 3 8F

9.1.1 HEMMERENHZBEX R TORMERENH 5 EE
FE VRN A EBLLIWET 2 82N H Db [1.2. 8.1,
11.1.1 ]

9.3 FHREREERE
PR EMEST 2 B2 Wsd 5. [8.2, 11.1.2 B
KA OIMBEPIRED EAT 5 L OFEHH L. [16.6.1 ]

9.4 HIEREER T BE
AR AT BE 20 RIS AE . AF T T S OB G381 T — g I R 1 R
BREIERATH LIRS A 2 ko [9.5 /]

9.5 #¥w
TEAR SR L TV B W REE D & 2 WIS Id G- L w2 Lo B
WEBR(Z Y b, vHF)IIBWT, IR - BROEE, GiE. WK
FE L BB EREPRE SN TV S, (2.2, 9.4 2]

9.6 X3l
R EOHRER O RILREOERIEE ZE L. ZILOMkGIUL
HIEEME 5 2 Lo & MREFAHANOBITIZOWTIIAYTH 5.

*9.7 NRE

(ALKRA & EI= TR EDVIRTEE 48T - BROIENEMnE)
NRER MR E L 72 BRRHBRIIIEE L TV 2w,

(BRXIEAMOALKBEEEFRBEORSERMER ) >/ E)

AR, Bl FUBSUIEE RO 20 R & L7z BERHER
135G L T e,
9.8 EinE

BHEORELZBIR L 2P OEEICRT T LI L —MRIZEBRRE
PETLTNE I ENE,

10. #HEER
AFx, F b7 10— AP450(EICYP3A) 2 L o TRHBEN S,
L720 in vitroRBRIZ B\ TP AR 1 R OVFLAE 14 242 F (BCRP)
FHESTRD 572,




10.2 HAEERE (HAICEETSZ &) . 5%~ s -
ENGE | Bk - ELE | R GRT RO | s | AR
CYP3AHEA AF O 15 il B %) A A o A 1 S TP LR E ) OV E|ALTHI. |7 1k P %
A T7aFy—= | EHL, RIEH®O3E|CYP3A4HRS LT YHSIN. AST|HAI-PHEEIN |48, LDHESN
= BUBE D % 5 57|\ 5720, CYP3AM 1
[16.7.2 B3] NAHDHIENL|EALEORTIZED. i iz v F T h e R
CYP3AMEEI 0 % | A 1 0 £ 8 45 B & =4
S §5 > A O U A v E A B A iR [ NE
REAZET D2 Lo | T UMD S, Jen ZHLME
RULEBTHAT WP
B B o Bk x| Zofl  |[IUPCKHN BRI, @IE 58, I b
ERHILIZEA L il Ve F
Ve 5B+ 4 Bm. ERER
F2Ir, MLAE 9% 57
CYP3AFHH A O I BE i Y AR F O ACH I I E S R g, BB
V77 YEY v T L, KA QAR CYPIALHMY LT P [T
[16.7.1 Z:H#] HEAWEIT 5B L |V b70, CYP3AH T, mHk
N H LS [EHAEOEHIZLY NN A
CYP3AFFENEH 0 7 | A5 O fR 8 370 L AT VN
SEETEINE SIRNOIE- Ttk 3 iy A
ﬁ%%%%?%:koéﬂ%ﬁﬁ%éo LA M
P I3 %
BIER REE ML,
k@@ﬁ%#%%bﬂé L5H DT, BEE TSI \ﬁ Y > R
FOTRD SN A TS % kT 5 7 &Y 2 LB %179

1.1 Ek@%ﬂf‘ﬁﬁﬁ

*11.1.1 BEEMRZEE(5.3%)
[1.2, 8.1, 9.1.1 ]

11.1.2 FFi&ae

R (HEEAT)
AST. ALT. BV VU » SN %t IFHE

TENBHD [8.2, 9.3 2]

*11.1.3 4FepERig A (11.

[8.3 ]

19%) .

11.1.4 5ﬁ1t“§$ﬂ<%ﬁr§mﬂ>

FEDRD NI E

HEITV,

- i W*ﬂ/\i

11.1.5 MALZASE BEHEEAHH)
NZEIESEDR D S LIS LD Do

1.2 ZOBOEIEA

HEVDHLDLND

BMmERED (8.2%)

JEEBXAE, CTSF DL M
4\?%"]0)?15-%‘43&3“% W) R LEEATH 2 &

15%VL |

5%LL E~
15% A

S%A | HHEEA

*

RfiAER R 5L

(23.4%)

LA
3K

RIS

| S ES

o

MRAE, MR

M= = —
INF = AN

*

HALER

{8 F (29.8%)

Mg, B

Loy T

I
HEV

[N

B e

T(EZL?K

k. LEX

*

% 2

SUESCY
Wk |

A

fili & i

Sty

iikicd

i
e

2 /S EREOR 1]

)

595 (24.6%)

U
R

2
X 4
z

Frﬁ

B2 g

J?\

LA Y
Bk K2 1§ % .
DOFEE, N
F . FH# -
JEFE AR AT
J“&%’i
9 FEE
7'l:ﬂ‘~5'<

@ EU

5 A B i
i

%‘4

=
Er

A
[iE

2

14. BRALEDEE

141 ZEZIZFEFEOEE
PTPUEOIANIPTPY — M2 LB W L CHRAIT 2 £ 9 iREd
52 &, PTPY — FOREEIC L D M1 525 BRI~ A
L. BIZIEEILE BT LTINS OEE L GIHEX IF5T 5
ZEND D,

*15. ZORDIEE

15.2 FERRIRABRICED <1FR
BEFIEREBRIZ B W T BEEFIEIEH O 51298, EET
JEIRAEFFFENE I e AR R F TR e b o 72V
7 v bR RERGFEERARIC BT DA~ (T6L
T UM A6 OS2 RBRE T O 8~ 0 52288 GE AL el B ML o 3
BB ROWA) HRRD BN h BREREHETO
AU TR SN h o 722,

[ ReR=N

PR 1.9

16. EMENRE

16.1 MAuEE

16.1.1 RiE#E
150mg# 7V X 1£20/40mg 71 7 & VD & F v C AL KR 815 T
[ 14 D FE/INHR I il i F o 346012 1101 300mg & 2218 R (3% 5- Hi 215 4]
P51 A A) 121 H 2101 10 H B AR %5 L 72 & & ol
T Lo FZTREOHER L EYBEE ST A — 5 20/40mg7 Tk
WVEDZ 3 5 150mg 7 7 ) D Caxs AUCrase D FAT I D H K
N ZDI0WEFAX [ & LUF IR L 729,

=3
S
<

—° 20/40 mg#H TV
+——+ 150 mg# 7

400 500
L 1

7' (ng/mL)

300
L

200
L

Mg 7 v s F

100
1

| —— T T T T 1

10
5 (h)

150mg 7 7" )V X1320/40mg 7 7 & )V % 300mg]l H 28] SRS 4%
Gog (ZREIE) ot 7 L 7 7 = TR EEHERS CP I + Bl R 22)




300mgl H 2] SO 145 G- (228 ) o4 7 L 7 F =70
HWERE YT X — & (Pl + B RE)

N Tmaz Cumax AUClast ti2
(h) (ng/mL) | (ng - h/mL) (h)
4.54 13.4
“ov + +
150mg 71 7 34 £1.87 390103 | 3230+914 +3 159
4.20 12.6
717V + +
20/40mg 71 7 34 177 460122 | 37101040 4 OV

IN=21, "N=23

20/40mg 7 7 VIR % 150mg 1 7t )V D AUClas & DNCruax D351
SFIGMED o N2 D90% M5 T IX [

e . - AT E O FLD90%
WY THREINT XA — % M SEIGE D T #
HWH 7 B fE IR
AUClast 0.868 0.801-0.941
Cmax 0.846 0.784-0.913
16.2 IRIY

16.2.1 REOXE

(1) 150mg? 7+t )V % Fvs CAL K@ A8 51 Bt oo JE /N il 78
H3HNC1IR300mg & 225 IS (3 S-Ai2iE ] . $ 5-F LR A ) S0
AHICIH2B10H B ER G L7zl &, TaxldAFOREE
ZF % dro72h% AUC, Cuaxl 3 BRI S ISR TEBES TH
L EL2fF IR L 729,

(2) 20/40mg7 7 VED Z VT, ALK@E 8T Bk o I/ Nk
Jitifa B E 65012 300mg &l BN (6 5- B LORFRT . $5- 1220 A )
TAFEBICH RS- L2 & Eom¥Eh 7 L o F = 7o
BEUTORIR L7z 72, 20/40mgH 7 VED & HvT20~
300mg & HiIAl, 1H2[121 H [ 58 5-0 0 £ 51451 0 Sy 8l
NI A= % DTFIR L7z, BRPESEIE, £%%5 TAUCE
Coaxld & B 12, HATHG OB L Z1.8HEIZEINI L, Thax®FI51l
b EHRIEG T 8IMICIER L7z, B, KIEHS A 58HA
ISR T L 7 F = TR EEIRIEICET 5 2 EAURE N,
AR GO T L 7 F = 7 OARNENRETIE 1M 20mgl H 2[4 5- 75>
5 11300mgl H 2/ #25- O i i TSRS Bzt 9,

f=3 .
&89 oo CER
— RS

7' (ng/mL)

miEhr Lo 5

T

LN —— T T T 1

0 4 8 24 32 48 72
IR (h)

300mgH lHFE G- FE D e 7 L 7 F = 7R EEHERS
(CFIgfi + kR 2)

BRI GREO MR 7 L 7 5 = 7 OEYTEE/ ST 2 — ¥
(Pl = B R %)

Tmax Cinax AUCo-72 t12
BSR | WAt (h) |(ng/mL)|(ng-h/mL)| (h)
20mg AT | 1] 5.97 4.52 143 42 .4
40mg a1 3.97 12.3 248 26.6
80mg ABET | 1] 3.98 41.4 670 16.1
2.62 60.3 22.3
Hafr +
160mg HMET | 3 +118| +42.2 1030 =717 +6.58
2.69 58.6 17.7
i +
Do MET | 3 1921 +156 920+ 341 +5 14
4.63 118 17.1
s +
&% |3 +108] +52.9 2200 £ 804 +9 06

(3

Trax Crnax AUCo-72 tie
JU =N k N
il Easiaiil (h) | (g/mL)|(ng-h/mL)| (b
2.38 84.1 19.3
i +
o0me MBET | 6 +0.799| =35 8 1540 =560 +1.95
5.89 162 16.4
/\-—E—/( i
HIET 6 <9 07| 636 2700 +1030 414

LH 2 MG RO MEEh 7 L 7 F = 7 OFEYERE/ T A — ¥

CFIgfE = fE AR )
Trax Crnax AUCo10 tie
14 -5 4t | N
IR | SR (h) |(ng/mL)|(ng-h/mL)| (h)
0mg | ZEfEEF |1 4.00 | 25.5 220 391
A0mg | ZeF: | 1] 3.83 | 63.9 479 9.37
80mg | ZEEE | 1] 2.00 | 150 1310 14.1
4.61 | 300 15.1
1 el 2310+
60mg W | 3| ) S | 2310%898 | L
333 | 3% 20.9
Zear | 3 2970 +937
SRS AU Rl b
4).5_"/( . + b)
wiite | 3| 7] [ o | 3300838 | 18.5
3.99 | 575 12.4
e +
o B |6 | D, | 49708260 |
532 | 528 16.5
H |6 4220+1190
Rt +158] =138 +3.839

IN=2,9N=1,9N=5,9N=3

16.2.2 NAFAT7XA4ZE) 7«
TR AN 6B % 0F 5127 L 7 F = 7600mg™ % BRI 5 L7z &
EDHMHNA T T XA Y F 1 13HI37%TDH - 729 (FEE A
T=%)0

16.3 9%
In vitroRBEOFER, TL 7 F 27O MIEEREEAEIZ99%LL
ETHY, FXTATIVIHEGL. ar - BRIEEEO~NOREIE
FEAERBDOOENL o727 T2, b MIBIF 5 MEBITRIEY
80%Td - 7%,
Ff T v MIUCERT L 27 F =7 % 1Img/kg? F & CH.ARE 4%
Bl &, BMYFIESHRRICEL 220 Ly =7 — Bk, Bl
B M. Bl A AL S ORI E WA 2o Ly R, /N
HRENOGAT bR S NIz AT v MIUCERT L7 F=7%
10mg/kgD HE= CHERERG L2 EX T2V ERMTH 5
7 R B OV R R L R RE S S A7,

16.4 Xt
In vitrofCGHEEBROER, 7L 7 F =7 MNFEIZBWT, FEI
CYP3A4IZ & 1) R S CREHY (M4, BT+ VEHOM
Bife. W7 VML L 7ALEW) 2 BT 5 2 LRSI N0, &
72o M4z, 7V 7F =7 LAEEOALKT O Y v ¥ —EHE
WHHEAVR EN72W, 20/40mgh 72 VED & v CALK@E a1
B Pk > Fk /N B il i FE 65112 1IRI300mg & ZefEIRE S Bl #2121 H
21121 H ) AR T35 L 72 & & OM-4D AUCo-10 CFIE + iR
FE)E, FNE1980 +596ng - h/mL K 182030 +563ng - h/mLT
B olze REALRIZHF HM-4DAUCe10D 3 (FIgfl + fZ iR
FENT R N R G T E N EN4T . 2+15.8% K% 1M49.8
13.1%CTH > 729,

16.5 HEittt
TERERL 661 % X RIZUC-HEGE T L 7 F = 7600mg™ % Hi[al #1114
HL7-& & #5705 168K F Tl 5 HETE D98 . 3% AN &
. FEHIZ97 8%, JRHIZ0.467% DG REDSHEM S 7z F 72,
R ORPICHEE SN2 7 Ly F T ORELEIE,. FRENR
PG5 mD84.0% K V0. 1% K Tdh - 720 FHEAT— 4 ),

16.6 RENEREHT2EE

16.6.1 FTHEREREEEE
FPEEZ (Child-Pugh 3 #B) & OVE ¥ (Child-Pugh % $iC) O FFHfit
ERERIFIZ TR, T L2 F = 7300mg % HEEAHRS L7z k
E OIRYEHRE & BHER 80 & Il L, S RERREEN 7 L 7 F =
T O EIEIZG 2 D BB A B LA R RITR TP (DHEIA
T—%), [9.3 2]



HERHERNIZH 3 5 B OIFRRERERZ BT AT L T
=T HMENE T X — 7 ORATIIEO LT U O fF X

[ YN S
I |, | BIFREERES | SO
KT A=S a £ ORI | DI0%IEHEIX
DK,
REAIE 1.60 1 052 43
e
AUCo-o0 (M-4) 0.806 0.502-1.30
B
T+ M4 1.36 0.947-1.96
BN 1.28 0.865-1.88
e
Conas (M-4) 0.646 0.362-1.15
KA
M 1.16 0.786-1.72

HEHEBRNIZH § 2 WL O ELEFICBT 5T L7 F=
THWENEE ST A — & ORI R 82 OIF X

(3 YN SN
S B HE o % FRRREREE B | TP
ST A— ¥ " FOMRMTFIE | DI%IEHEX ]
DIt
KA 2.20 1.31-3.69
]
AUCo (M-4) 0.656 0.269-1.60
R
Mg 1.76 0.984-3.15
BN 1.00 0.551-1.83
ezt
Cons (M-4) 0.608 0.266-1.39
FZALA
M 0.981 0.517-1.86

%16.6.2 /NRE

PIELTHEEE DAL K& BAR T Bt 0 R AL R )
>SRN (65 DL R 15 A 4B 2 ) Rz, T LT
= 71RI300mg (15 E35kg b 1) & % 2 13150mg (1K FE35kg
@) & 1H 21021 H M SRS LS Lz & Sofsih 7 L 2
FZTOFYHRE ST A =5 L TITR LY,

1TH2W BAERE G- o g 7 L 7 F = 7 OFEY RS 7
A =% (P3gME = AR L)

L . JU b e Tmax Cmax AUCO*IO
5 |15 = | N ) (ng/mL) | (ng - h/mL)
fk#35kg 3.96+
1 2 +234 =1
il 50mg 0. 0589 507 =234 | 3500 + 1680
k7 35kg 4.93%
+ +
BLE 300mg |2 147 713+ 317 | 5820 = 2260

16.7 E¥MIREIEA

16.7.1 CYP3AEEEH
TEHERR N 2481 % K RIZCYPIAFHFHITHL ) 77 v B
Y OBERAT L7 F = 7600mgt Bl G- 0 S B E
1252 BB AT Lo R 2 RIOR W IHEAT— 5 )0
(10.2 Z:Hd]

CYP3AFHEA OIEGF AR & GFHR D 7 L 7 F = 73
WENE, T X — & OFRATTFIIEO H ) U2 DO fF X

I BRI 12303 B
Wy N SR o
R I 2 OF I ORAT | H90% 15
PO XM
REALE 0.268 0.238-0.301
(kY]
AUCs - (M-4) |24 1.79 1.58-2.02
REALM
il 0.816 0.740-0.901

(4)

p— TP (20 5| AT fE
oo gy | AE N BIERORN| K 0900
PO X [
RLALE 0.486 0.435-0.543
M4 2.20 1.90-2.55
Cmax 24
RAALE
+M-4E 0.961 0.877-1.05

16.7.2 Z DfDEEH
TERE R N 1661 % 1 RICCYP3ATHERITH 2 Ko+ —
IV (EINRIKER) OB AT L 7 F = 7300mg B Al #1455
BEOSEEIREIZ 5 2 2 B A E) L 72 R e RIR T
HEAT—%). [10.2 2]

CYPSAFAEA OIEEHAREZ KD 7 L 7 5 = 73
PENRE/ ST X — & ORATTIGHEO L U2 O fEEIX R

— IR | BT PO
oo gy | MEET N | BOUHEOR| J00%
O X

R 1.75 1.57-1.95
R

AUCso0 (M-4) |16 0.751 0.644-0.877
FELE

M4 1.36 1.24-1.49

KA 1.18 1.02-1.37

c M-4 16 0.287 0.231-0.355
R

M4 0.933 0.808-1.08

ALK 8 5T B o /N Bt o 283 1061 % 5 52,
7 L7 F = 7600mg™ % 1 [ 200 JKAHEG- B ZCYP3A D 3
HCTHbHIFVT romgh BRGEHEG L 0I5
T LDORWEHREG 2 R Lz, TofR, 35
VT LB GRS 0h B ARFIE A GRS B I S I 5
T I (RZEALAR) D Crnax Sz FAUCo-oo DHATEIG M D L (1
B/ B 58 ) [90%CI]ik. Zh210.919
[0.648,1.311 % 0°0.971[0.717,1.32]1 CTd » 7= (FLE A
F—=%)0
TERER 240 % 5 G270 b v Ry THER TH LT A
7T = VOB T L 7 F = 7600mgt H a1 G-
RO BIREIC G- 2 5 B A MGt L7zo 2 OMH. ARHIH
MGt 5 T X T = VR G ERIC B AR
| (RZEALAR) D Conax X NAUC oo DIEATFIGME D H (%
Lo/ B 5-1) [90%CT)IE . #h21.16[1.03,1.32]
T 01.22[1.09,1.36] CH - 7299 (FHEAT— %)
¥ 7 L s A S v20/40mglEB5E IR
12) AKER & 72 - A& 13181300mg (7275 L. fk#35kg
Fi O RFLIHML Y >/ JEIL1150mg) % 1 H 2[00
L5 CH %,
TE3) B VIR L 736 BRE ST A — & & VTR L 72,

17. BERERRIE

17.1 BMERUVUZLMICET 38R

(ALKRA & EI=TRRMEDYIREREE 41T - BROIE/\ERahHE)

17.1.1 EINEE I/ D185 (AF-001JP#ER)
1LY X P b bRz A+ 5 ALK G &S T By
HEVOHELT - A IR EE 2 RICL2E T /T
HAEER O 85 T AHER 2 (4661) TAFKI % 101300mgl H 200 225
I (P 5-Hi2E [ 25 B IR HAG D) 1208 H R e G- Sz
BEICB T ARMEIF3.5% (95%EHIXH : 82.1~
98.6%) Td> 7219,
BIVERIZE B IE1Z. 96.6% (56/5861) TdH - 720 E 2 EIE
k. i e ) v e 36 .2% (21/5861) . MRE R
34.5% (20/58%1) . ASTHIIN32.8%(19/5861) . MiH 2 L7
F = U HN31.0% (18/58%1) . fHFL, 5645 429.3%(17/58
Bl)CTdH o7,



D) SRR LA g o (THC) 8 e Y H in situ~A 771)
A ¥ =3 v (FISH)#Ex v, LIEHimER) 2
7 — P UG (RT-PCR) i & v T S 7z,
IHCH#:E LT A M7 74 ALK 1AEP®F v F2MER &
N, I o= F VB L L CTHENGEAR SN TV 5,
72, FISHE & L CWHFEHERE CiEA. & L7c i ns i i
S, B L OHEEDTHERL S 7z Vysis® ALK
Break Apart FISH7 0 —7% v hsa v /8=F VWi
&L CHEEIRGEARRR EN TV 5,
17.1.2 EANZE MR ER (V02892854 8%)
LFHBFERIEE LIV Y A v LSRR 2 H T HALK
Al E LB PER AT - B ES IR/ I e 20745 % uf
K2, 7V F =71H250mg% 1 H 208 H A2 H% 53 4
fE& . ARAIL300mg % 1 H 2[00 H A 1% 53 2 3 % iR
L7z MAHIEEM T » & AR % FElti L 720 3 ZERFAMTH
HTd 2 M e BRI X 2 AL DT o
EBYTHH-7217,
E2)e A M7 74 ALK iAEP®F v b (IHC#) K O
Vysis® ALK Break Apart FISH7 2 — 7% v + (FISH
#) T, EIRT-PCREZ Fwv THiAr S 7z,
v A b7 74 ALK IAEP®F v M L UMVysis® ALK
Break Apart FISH7 U —7%v Moy /=%
Wi & L CEElGERKE S LTS,
100

jos]
(=]

ox}
f=}

N
o

SRR A (%)

]
(=}

—  AHIEE0361)
,,,,,,,, 7)) F = 7 (10461)

0
1 3 6 9 12 15 18 21 24 27
Wi ()
<NAZREOREE>
ES 103 93 76 49 36 27 9 1 0 0
70V F=TH 102 86 65 40 21 14 4 0 0 0

BSZH)ERE BRI L X 2 MR AAF I O Kaplan-Meier i

A A T
FREARTI T )
[959% (=] A= R R
R APEESE
0.34
A 10.2 n
(20 34 REE] | [8.2-12.0) | ) B826%MEEX
i :0.17-0.711%)
(N=103) (N=104) o000

W3S~ -V 1 1.2

H4) FE B Log-rankifsg . JES MEMREE 2 |2 B g I C S e
L 7z e

FIVE IS BB 1. 88.3% (91/10301) Tdo - 720 T 72 FIME

A&, fEH31.19%(32/103%1) . RFEFEH18.4% (19/1031) |

MACKHEML6.5% (17/10361) . M) v e B, %
B410.7%(11/103%1) . ASTHIIN. #iA9H%9.7%(10/103
Bl)TH o7z,

(BRXIEEEDALKR S EEFHREORIMEAME ) >/ E)

*17.1.3 ER5 I 18:E& (ALC-ALCLHER)

675 UL O TS UL MER M 0 AL KR A T B S o R4y
LRI ) >/ SIERE 106 & b 512, ARH % 1R E35kg bl 1
O FBEFHI21X11300mg. K HE35kg A O B #E 121E11E[150mg
ZENZFNIH2BE B %5 L7z, TEHMIEE Th %
UL HE R B SIS X B RAERIE80. 0% (1M 1 90%15 i IX
M :56.2~95.9%) 5 Cdh - 72®, B, HEIIRESN
72 BMEIZ50% TdH - 726

BIME I ZEBUEEE X, 100.0% (10/1061) Tdh - 720 TR EIE
HiE, BEREIBIREZE40.0% (4/106]) . FRERG:, [E
F 4%, M AI-PHEEINA30.0%(3/1061) TH - 72,

WS THCHEIZ L) . ALK#EEIZFRIETH B & & o3Hlik
SEHHEEZ I ST B R E MR Y > SR
ERRE L7,

16) WE A D IR THEM L2 BEKE. —7.
TIHA A \Z HD { IERE 7 7 (Clopper—-Pearson:) ©
S L 7290% 5 HEIX [1]1349.3%~96.3% T - 725

18. FIFIE
*18.1 EAEF

ALKV 5T B Ve o JE /AN B2 K OSSR 43 AL M 1)

YONETIE, ALKF U Y v ¥ — B RS 12T L
THBY . LR OCHESEMEICES L Cwb, TL2F=7
. ALKFu Y 37— Bifki2HES L1280,
ALKRE ST W o IS o 345 % #3519,

18.2 MEEBIIR

TV F =T ROEERHY (M-4) (L. ALK#E A a1
Btk oo & b IR/ NIRRT FE S NCI-H2228 # i #k o S g 14 5l
ERHIL 720, /2.0 7 Lo F =70 NCI-H2228 bk
R TR L 2R AR ERE Y Y AIBWT, B
BEFEIHIE 2 7% L7219

19. FRRDICEY 2ELZHME

— R T T Ly = TR
(Alectinib Hydrochloride) (JAN)

b4 : 9-Ethyl-6, 6-dimethyl-8-[4-(morpholin-4-yl)
piperidin-1-yl]-11-ox0-6, 11-dihydro-5H-
benzo[b]carbazole-3-carbonitrile
monohydrochloride

4 F3 - CaoHaulN4O: - HCL

& 519.08

%R HE~ERADOHOGOBEIIILOD L HKTH
Do 2,2.2-F) 7N FOILEY ) — VIZRREITR
T Y =)V (99.5) 1D THEIFIZ L L K,
T MUK OTE b AT E A EET RV,

*HCI

A A9302C (R

21. ARB&RM

BEdEN ) 2 7 EHEI 2 e b, BENIHEET A 2 L,

22. Ak

28% 7V (PTP14% 7'V X 2)

*23. EEIW

1) #Efna R (201447 A4 H AR, CTD 2.6.6.4)

2) GG AR (20144F7 H4H G2, CTD 2.6.6.3)

3) Hida T, et al.Cancer Sci.2016 ; 107 : 1642-6.

4) AF-001JPatER DSBS 0 ek (201447 4 H AR
CTD2.7.2.2.2.1)

5) EHOFH (20144F7AAH AR, CTD 2.7.1.2.1)

6) Marcos PN, et al. Xenobiotica. 2017 ; 47 : 217-29.

7) In vitroll5E &R R A (201447 A4 HARE. CTD
2.7.2.2.1.1)

8) In vitrolllERFEAT (20144E7H 4 H #&FE. CTD
2.7.2.2.1.2)

9) ALk Am (2014457 H4H A&RE. CTD 2.6.4.4.1)

10) b MRS (20144E7 H4AH KR, CTD

2.7.2.2.1.3)



11) & b BB O ALK 3 % BHEE M (2014457 H 4 H KGR,
CTD 2.6.2.2.3)

12) Morcos PN, et al. J Clin Pharmacol. 2018 ; 58 : 1618-28.

13) ALC-ALCLRERDFEWBHTE 0 pi (20204F2 H 21 HA&GE, CTD
2.7.2.2.2)

14) Morcos PN, et al. Clin Pharmacol Drug Dev. 2017 : 6 :
280-91.

15) Morcos PN, et al. Clin Pharmacol Drug Dev. 2017 : 6 :
388-97.

16) Seto T, et al. Lancet Oncol. 2013 ; 14 : 590-8.

17) Hida T, et al. Lancet. 2017 ; 390 : 29-39.

18) ALC-ALCLERD A w1k o i (20204E2 H 21 H A2, CTD
2.5.4.3)

19) Sakamoto H, et al. Cancer Cell. 2011 ; 19 : 679-90.

24, XEEEKERVEWEDESL
ALV X T AN v T A= a Vi
T103-8324 HLTHBHILIX H ARG R 2-1-1
Fan - 0120-189706
Fax : 0120-189705
https : //www .chugai-pharm.co.jp/

26. BERFTRES
26.1 BGLERRSETT

m SRR =1L

RRHPRXBFEEEI2-1-1

ova SL—7

® BHRwHER

(6)

84014242



LY3527723 1.8 RACE (%)
LA HF =T

Ly brJ 4 EHFEI 40mg
Ly brJ 4 EHFEIL 80mg

1.8 HFXE (F)

BEA—54 1)) —#H%A=tt



LY3527723 1.8 WmAXE (B
AN HF =T

B
1.8 TRIFSTEE () oot 1
181 TRI ST (Z2) oottt 1
182  ZhEESUIENER (B2) KO DFETEIRIL ..coovoieieeeeeeeeeee e 7
1.8.21 N = Y €= NS 7
1.8.2.2 SHRE AT RN AT BIIEE T DVEE (Z2) oot 7
1.8.2.3 FRIERRIIL ...ttt ettt et et ettt n e 7
1.8.2.4 ZRZE TSR 1ottt ettt ettt ettt n ettt ettt 9
1.83  FHEROHE () KOFDFRTEFRIL ..coooooooeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee e 10
1.8.3.1 F B O I (Z2) oottt 10
1.8.3.2 FIE M O BRI E T DTEE (Z2)  oooeeeeeeeeeeeeeeeeeeeeeee e 10
1.8.3.3 FRIEARIL ...ttt e ettt n ettt n et e ettt 10

184  fEH FEDOEE () KOFDFETERRIML oot ee e 12



LY3527723 1.8 HAE (%)
LA HF =T

1.8 HfRXE ()
1.81 HIXE ()
Ly b4 H 7L 40mg, Ly BT TV 80mg DA SCE () &L FITRT,



e,

20XX 4F X AERL (55 1 hR)

BAEERRDEES

BF  ERIERAT 87 4291
AR 210 ] WEIEBR RE1 10 ERERTOL S — e
~N -
N ®
Ly k1 E°H Tt 40mg
N ®
Ly kg E°H 7Tt 80mg
I
&&Iﬁ%l%%ﬁ'.”” Retevmo® Capsules
D ER - EAE LT
RV ERT L& 40mg 80mg
RRES
7 2) RET : rearranged during transfection ARl
|, s 5.3 T17. ERmAEL OHEONEZ M L, AHOFHER %L

AHZ, BERFITTARETESIERERICENT, AAALFE
BECTREMNE - BREFOEMDOD & T, FHDKRSHE
PEHBMENDERIZOVTOAREST D &, T, BERA
BICEILL. BEXEZORKICENMMERVBREZE+57 55
L. REZBTHLEETHI L,

2. B (ROEFIZF®RELEWNIE)
ARENDORIIHK LT T 7 4 7 F v —%0HE 2B EUE O BEA R
DHDHHBE

3. M - IR

T o ICERE LT BT RAILSLOIER O EREIZ OV T H
BEICRFT L, MISBFEORREITY 2 &, [17.1.1 3]

6. FiERUVAZE
WE . RAIE LV F =T L LT 1A 160mg Z2 1 B 2 [
A5+ %, k. BEORKEIC L Y EETHET 5.

1. RERUREICEEY 53FE

11 OB & DOFTIC OV T, ARMER OZ TR
SEL TR,

1.2 RAAC L0 @GRS RE L2 HEIE, BT okiEs#
BEL T, REE - i - k2 2

3.1 #HRK
. vy NS RN vy NS RNV
R4
40mg 80mg
. 17t B2 1 7 Ef R
7] VAN
HHR V1T =7 40mg LB F =7 80mg
N B IR A g, fidhErme—2
M .
A W NAG LT, BT S, B8
(40mg DHER) . Ha 15 (80mg DHEH)
3.2 HEIDHIK
. vy NS RN vy NS RN
R4
40mg 80mg
R0 7R % W O | HEAEHO .
PEtE - FY JREAR W O A 7 & ARG O 7
JUHI JLA
= o
% NG| & 2| E
- C FDEEC FD
F 4 18, Omm FE 4 21, Tom
SHE - Ea HPE K 6. 4mm FEPE A 7. 6mm
K 194mg ) 363mg
A= — 1 e, 3977 Lze, 2980

4. MEEXRITHER

RETRAE EIEFIBED VIR RE T EST

5. MAEXIIHR

IZBEY 5FR

- BROF /R

5.1 +oy7niie A9 2 BRI AER I LV . RET @&
BETHHERERINZERICEG T8, REICHIZ-T

GRS LT RSN B S
7ok, TR S VT BRI B S

IZERESRE AL Z L,
IR E R BT D I

IZOWTIE, UTFOU =7 %A b B AFARETH S :
https://www. pmda. go. jp/review—services/drug-
reviews/review—information/cd/0001. html

5. 2 AFI O BABFIEIT I T DA 901 R O M3 LT

AR

AH O ED H %

AL~ e

G 109 160mg 1 H 2]
1 Bt 18] 120mg 1 B 2
2 BB 115 80mg 1 A 2 A
3 Bt 18] 40mg 1 H 28]

RIFEM ISR 9 D IREE, i Je O IR 25V

il P

i

g

ALT 1% AST #8hn

JL—R3Xit4

7' L— R 1 LLFIC[ElE
THETHRIEL, [FIE
i3 2 BebEim LT
LETE S,
MR 2 WML LT
JELRWEAITIE, 1
B RS 52 L8 T
x%, FZ 4 B@ELLE
R LARAWEAITIE,
b9 1 BT S
LINTE D,

WA LR TR G
IR LI AT,
k35,

QT HFRIER

QTc fBF>500msec

QTc [HIkE<470msec (Z[A]
T HETIREL, |
E%IT 1 BeRiin LT
BHEHTE %,

2 BeBbR i L7 AT

Be bz i3 LA

WZiE, Fikd 2,
EE R ARHENRE 55 HiET 5,
T R AR 5
ni-HaE




R R g

1 71— 3 Xt 4 [ % £ TRIEL
BT 1 B L
THREHATE 5,
WHEE (T F 7 45 | =R 1~4 B89 % % TIRE L,
XU—HOEER BIBEEAT oA RO
WRBOE & BR <) EHRGEEET D,
[11.1.3 M) EIEZIIAIERE AT

oA REJFHALZRS
40mgl B 2 [ENZHAE L
THREHATE S,

AR 7 BLL Mg
L2WaiciE, 1 B
D F B D F i
TR TX 5, Wik
127 BLAEFR LR
LEITIiE, R R
TaA REWRYT 5.
RS ORIEH JL—R3XL4 BT 5 E THRE L.,
[EIE % 1 Beimie L
THREHATE S,

) 7 L — FIZNCI-CTCAE ver. 4.03ZH#EL 5%,

8. EELEARNIE

8.1 FEEREENH oD Z LB D DT, AA|ID &K 5B
KOV 5 3R R i e A0 P BE R A 21TV AR ONREE
MY, (1111 28]

8. 20T MIRRIEENH S b d Z ENH DD T, AF D& 5-B4bGH]T
I O QT AN 470msec LR CTHH Z L 2B T HE LD
MG EMERE (DI UL TRV U LE) 2175 2 &,
DB OIS B E R 2 B 5-B4A1% 18 R OB 5514
%6 ARIEEH 1 BTV, DIBES MBS L TIT) 2 &, Fiz,
MENE U CEBMEMIEEZITY> 2 &, [11. 1.2, 17.3. 1 ]
8.3 MIMENDH HbNDZ ENHDHDT, AFIOB5BAMARTIZ M
ENBEUNCEHEIN TS Z EA2HERT LI &, AAFIESHIX
EMMICEEZRES S Z &,

9. BEDERZFHITHEFICHIT HEE

9.1 &fHE - MEREZEOHLEE

9.1.1 (THIREEDH ETNIIXZTDOBEROH S EE

QT FIFEENEIHTD2BTNAND 5, LRM/BRME QT IERIAE
fERE T E OMMAEEARDO BN/ D EE AT 5 BE ICIHIEE
WCHEET Sz, [11.1.2, 17.3.1 &#]

9.1.2 SMEEDEE
EIENE( T BTN NH S, [11.1.4 B8]

9.3 FTHEREREE RS

9.3.1 EEDIFHEEEZTDHSEHE (Child-Pugh 2% 0)

WREBET DL LI, BEOREBL IV EEICBEL, &l
TERORBUCIEET 22 &, AFlOMPREN LS L, F

TERBSHRS D BZFN0 D D, [16.6.2 BIR]

9.4 HIEREEET HF

9. 4.1 {ERFIREZR o PRI I, ARG R O 544 T % — E 4R
IR AT S Ko Aok, [9.5 5]

9.4.2 /S— N F—2MTIET 5 FTREMED 3 5 BIEICIE, AKIH G
FOBE A& T % — E R 20t 247 5 K 9 RET 5 2k,
[15.2.1 &)

9.5 1IF

TR SRR LT B ATRENE O & 2 ML I3 Va5 - O 2612
fabte % LES L EN L BAICORBETLH L, Tk
RAWZIR - JRIRRAERERRICBW T, RREBRZERE (AUC) &
FREOIRBERCHEECROARBRD AT NE .
[9.4.1 & ]

9.6 123LI%

BHALBRWZEREE LV, WHBITICET 27 — X320,
AFHE BCRP DB T B 7=, LHBATO RN & 5.

9.7 INR%

AN b S & U T B R RRBR 1T M L TRy,



10. HHEERA

AENL, FIZCYP3ALIT X » T

BEIL, CYP208 K TN 3A DEHLE(E

Mamd, Elo. ABIOBEMEIL pH O LFICE VKR TT 5,
10.2 BtREE (BFRICEEY S L)

VAN =0 4
T Ar~wA
[16.7.1, 16.7.2 ]

DT, ThbDHEH
L OBF T AT RE 7R PR
DRET DL, T
TR 256
i3, AR OB E
BET DL LBIT,
B ORELHEIC
Bl AERO%
BUTHEET 22
&

SHE ) 47 4 ERAELR - HE | BT - fERIE
CYP2C8 DIEH L 72 A | T b DRI | AHIHS CYP2C8
LY = R RS sBE | ZMETS L
vr sy a2y nnHasroT, BE et /N )
TUTNH A OREEHETEICBEE | OEHOM R
[16.7.6 Z/] L. AHERORBUC | ERERT LA
TEETAI L, D B 5,
CYP3A DIE L 77 % HFH| N OEROREIE | AHI CYP3A &
IFVT A Hstmsns ke | ETZ L
FUTY T A nRbHBHOT, BHE B /I (N=Y0))
7 XY R ORRELHTEICBEE | A OM A IRE
[16.7.5 M L. RfEH O3B 2 ERS5ARE
TEETAI L, WD H 5D,
CYP3A FHLE A4 AFNOFINE D3R B OFHIR
A ~Tary—nu SNDHBENRD D CYP3A % FHE ¥

BILithy,
AFIO P
75 A5 % THE
PR BB,

AN D A B R

T TT =)
T RATF T — L
[16.7.7 W]

T, ThbDHHAlL
DO AT FTREZRIR D
WD Z &, Stew
BT 2581
13, BRICEET 2
Z&,

H, 5 B ARAE A
T=FUv
TrEFVV
VAF UL

[16.7.8 /]

AHN DA ZIVED TS
THBENLRH DD
T, b DA &
OO ATREZR R Y
BETDZ &, Rex
BPOFHT 2EA
. ARFH L R ARER
EToTE(T=F
T U RARARE 10 B
RIRT RO 2 IR
Pl Uiz & & OARFA|
O 1L R~ D
FBRENTH-72),

il i A1)
REE I VT I
Kb~ 7 %0 A
KEBET VI =7 A

A

£

AFNOA VDS KD
To2RENBDH DD
T, ThbDHHlL
DO AT FTREZRIR D
WD Z &, Sl
BIOFHT 2581
V. AH & AR R
2o & (Al
% ARG 2 R R
X it 2 Witk i
L7z & & OAAOD i
PR~ DR EITIR
ERTH 7).

CYP3A 35 5 T AL DIRAE
VR SV ToHRENRHDHD 3 CYP3A % 7%
A T, b DOIEH| & THZELIZK
Reo &% OPFRIEATREZRBR V 0 AL

[16.7.3, 16.7.4 BA] BECF . CYP3A FRIEAE WENMET 5

F D72 N FEF|~ DK AR D D,
REBEETDHI L,

A ITARFY VY AHN DA ZIE DTS

(St. John’s Wort, & THIBENARH DD
heYa—rX-U—1h) | T, #HRLALNES

EHE HEETDZ L,

7a kR TREH AHN DA ZIVED TS b DA
FRAT T =) ToHRENRHDHD L2HEANpH O

SR~ e QLB
FOYLML T
L. AHF o i
REBET 2
AREVED S D

11. 8l¥EFE

WOBMERNH 5N DZ ENHDHDT, BEEZ+HITITV,
BENROONTEGAIIIRE 2P I 57 S ) e i 21T
52 &,

1.1 EXAEIER

11.1.1 FraelEsE (39. 4%)

[8.1 &)

11.1.2 QT FERREER (14. 4%)

[8.2, 9.1.1, 17.3. 1 &/4]

11.1.3 @8UE (10.6%)

i, BESEOERE M) BEREORBUENH S b Z &N
H5, [1.288]

11.1.4 SME (29. 4%)

[9.1. 2 ]

1.2 Ztho&lER

BIVER 28 20%LA | 5~ 20%AAii 5%Aii
T A I N S L, MR, G| MEe
(42.8%), T | Fb
—fk - BF | TRRE, T FEEL
KOG58
IaArans
& s, il
R - R AARIBGR
52
I fR R SR, TEEPES
FW
i 32
ikl GFHRERIRA L | B
ANBRIED
B AR AR A M7 v7F= | U B
E:¥ 1 M JiE, K~ 27 %y
¥ A LE

4. BRALOZFE

14.1 EJRIZFBEDEE

PTP FLE DAL PTP > — b 2B B0 L TR % & 9 FgiE4
HZ L, PIP ¥ — hOREMIT LY . BEGLA EEHN B R~ A
L. HITITZEAE B L CHEMRIR RS 0 EE 7224 0HE 2 563
HIERDHD,

15. ZDHDEE

15.2 JEBREREERIZH S < 154R

15.2.1 BB F=701F, T v MERBRICBW T, BERA
1 160mgl H 2 [1 T HILS Cuy O 5.2 FEICHIYS T 5 R THitE
EUABMETH -7 . [9.4.2 BR]

15.2.2 RERGHERR (5 NROI=74) IZBWVT, &
AR O RE (BUEE R 2 M 160mgl A 2 FE0 M
BCHGELZE 2OBRERD 2EUE (5 F) HHWEE MK
D LIEVIRER (I=7%) TROLLNE .



16. ZEMENEE

16.1 Mehi@eE

16.1.1 BEARUREES

SEATRETEAE R 94 FIICAH] 160mg % B 0 # 5 U7z & % ol e i FEHER %
OSIIEIRES5 A — S AU T O L B0 Thot . GHEAF—4) |

2000 -
= T
E
£ 1500
#
LS
N
1|
N | /
L 1000
2
K4
i
N
& 500 1
®
=]

o)

0 2 4 6 8 10 12
IR§fif (hr)

1) AH160mg 2 B AR G4 (B 1%+ 7 V81 R H) OmifErhREEy
CPEfE AR e R E)

1) KAl 160ng 2 KO KL% (B 1A 781 AR) ORYBE T A
— & (BT PR OZE 3R E)

% 94

Chax 1120
(ng/mL) (85.7)
Lo D 1.96

(hr) (0.50-7. 83)

AUC . 7430 12

(ng * hr/mL) (67.5)
) POdE i/ ME- K E)

B 2) BT
o R (12 )

A DT AL 58 (12 AT 160mg % 1 B 2 FISCAGRE IS L= & & 0
LB FEHERS DS BITE X5 A — 4 X F O & 59 Thot

6000

5000 -

4 (ng/mL)

4000

w
<

7

3000 -

2000 +

L~ F

1

1000

r T T T T T 1

0 2 4 6 8 10 12
I (hr)

X 2) AH160mg 2 1 A 2 FERARSGH% GE19 A7 LVHE8 AR) OEWMIK
TEICH 1T D AR PR EEHER (T HME AR YE(R 22)

#2) Al 160mg 2 1 0 2 MIKERARLGHR (F 1A 7 VE8 A H) OEFIR
MBI DEMBIE T A — 2 CRITFIHNL OZEBR %)

RS 58

Coax, s 4060
(ng/mL) (34. 4)
Tpax, s 2.08

(hr) (0. 00-8. 10)
AUC, 37100

(ng * hr/mL) (39.3)

CLe/F 4.31

(L/hr) (39.3)

) PoRfE Or/ME-RKE)
o RGHRE (12 )

MBE R I 1% 8 B CICERRBICEGE Lz, £, A 160mg 2 1
A 2 BEERARE LzRoss 8 B HICRT 28~ F =7 ORI
3.40 ThH o7z,

16.2 BRUR

16.2.1 $ERNA AT RAFEY T«

TREER N 6 BICAA] 160mg % HLFEIRE 45 L7z & & Offaxtit) /A 47 <4 F &
VT 4 OJTEHEIL 73. 2% T o7 P GEAT—4) .

16.2.2 BEDEE

FEEERE A 20 BIZASH] 160mg % @RGSR I I IR 0. L7z & & Z2igng

BT B RBELICBT AL F =T D Cou KO AUC; ¢ D50 T2
DHITZIZI0.862 KTV 1. 09 Chot- | GHEAF—%) .

16.3 9%

16.3.1 EAKAR

TN HF =T O MSES LRI FEGFRIT 6% TH Y | RERFMIER
DN oT (in vitro) ‘l))a

16.3.2 mik/miEHREL

RN A F =T ORI 0.7 T o7 (in vitro) .

16.4 £t

CARAAF=FIEEE LT CYPIM IS D RBEND (in vitro) "o (REHERK

A 6Bz [MC] —eA~VhF =7 160mg & HFERROFL- L& & 25 168 IF
[H#% £ COMIEPIITEITREE B S vl BRI 5 %]

Gt 86.2%) 7 GHEAT—4) .

16.5 Heittt

TERERR A 6 iz [1C] B A~rhF =7 160mg & HERA#E L& X, &5

432 Wi 14 & TICE L L2 REDKY 69% CRZALARITAY 14%) A3FERE Az PRt
Sh. f024% GRELEER 1159 SRR nk Y GHEAF—2) |
16.6 HEDERE®HTLEHE

16.6.1 BHaEEERE

AA 160mg A HEREOEG Lz & & BHEEIER RS (10 §1) (Sxbd HHEE
OEEREREEEE B #) OGRSV T =T D Cp O AUC; e D AT

SEIED T, FREF 1.30 KON 1.07 ThoT-, BHREEFHEE (10 4l)
x5 B OBHERERE E B 8 ) DIEREEB NSV I F =T D Cp i

TN AUC, s DEEEMED LT, ZHEH 1. 67 LT 1. 89 Th o7z, BHEHEIE 1k

B (10 f) (ot 2 mEOBHREREEES (7 6) OI{EEBRAL VT
=D o LR AUC, DETFIIEO ML, 2T 1,04 RO 154 Tote
GEAT—%) , MIEEFTOFECL O, RUBER2EHICHET 27 —4
AN

16.6.2 FFikeEERE

AA 160mg & HERE AL Uiz & & | IFEREIER RS (12 61) (b HHEE
OFFHEREREEBE (8 ) OIFREETLE NN HF =T D Cyp O AUC;, D AT

EIED T, ERER 178 KN 1.33 Thov=, MHEREEF#EE (12 fi)
\Zxtd % A O FFEREREE B (8 ) DIEREEI N~V I F =T D Cp

TN AUC,r DR EEME D ELIE, ZALEH 0. 989 L TR 0. 991 Thho 7=, IFHERETE R

WeERE (12 Bl) oxid 2 BEOAFEREREBEE 8 #) OI-AEBELL

F =T D Cooe HONAUC, DT IO LT, TNZEH 2.32 KN 3.28 TH o712

Y GNEAF—2) . [9.3.1 5]

16.7 EMHEEIER

16.7.1 4 bS53+ V=L

FEEERE AN 12 Bl A k3> —/b (5> CYP3A BRFEAI 200mg & 1 A 1 M

FEOHE G L, AH] 160mg Z BLEIRE O35 Lic & & AHIHOMIR G/ 5 o
b T 3 = RGO LT F =T D Cpap o TV AUCs O ${a] S D

HiL, 1,30 RON2.33 Thhore ' GMEAF—%) . [10.2 B8]

16.7.2 203+ V=)L, SILFTEL

AFRIRYEIEE T VIS SNV R 2 b—v a3 UIZEB W T, KA (160mg &

AR 435 MR GRS R 5 7 v a ) — L (REREED CYP3A PR
(200mg % 1 B 1 RERO&RYE) RGOSV F =T O Cpp KO}

AUC DEBMIEHED L, ZALER 1.20 T8 2.48 LHEE ST, AFH] (160mg
Z B O #G) M SR O F 7Y A (FRRED CYPSA FLEA)
(60mg 2 1 A 3RO L) PDFREGREOE L~V F =T D Cy L OVAUC

OBMFEHEO T, Th2h 117 LU 2. 18 LfEE Sz 1V, [10.2 28]

16.7.3 U2 7VEYY

HEHER A 12 i) 7 7 v (B0 CYP3A #5354 600mg 2 1 A 1 [IERE
A5 L, AR#A 160mg 2 HEROEYS Lz & &, RAIEME SR+ 250 7
7 B PRGOSV T T =T D Cpay J OV AUC, e D 8T B D B i

0.301 K TR0.133 Tho7= " GMEAF—%) . [10.2 2]

16.7.4 REv4 >, E4T4=)L

AR EE T TS WY 2 2 Lb—2 g LT W T, AHl (160mg &2

HERR O # ) HMBEGECHT 2Ry 2 (FRRED CYP3A FEA)
(125mg % 1 A 2 FEIERAES) JFAEGROELSADF =T D Cpp L

AUC DEATEED I, £NFH 0. 71 KTV 0.53 LHEE SN7-, AA| (160mg

Z B OB ) BB SRR 5 E X 7 ¢ =0 (REREED CYP3A wEAl)
(200mg % 1 A 1[A] 7 ARFEAHGH%IC 400mg % 1 A 1 EERO#ES) DR

HREDBNLASVHF =T D Cp LY AUC OEATEAE O L, FHEh 0.86 &

W0.64 LHEES 2D, [10.2 2]

16.7.5 SH8YS L

TERERA 16 BT AA] 160mg 2 1 A 2 MIKER AL L, I4Y 7 4 (CYP3A D

D) omg ZEMEREOEG Lz &, 34T AHEMB G 2 AA1 0

BeHIED I 5 T DD Copy Jr O AUC; ¢ DT EIFEOLIE, 1.39 LTV 54 TH

ot BREAF—%) . [10.2 1)

16.7.6 L/RFY=F

HERERR 16 FillCAA] 160mg 2 1 B 2 BEIKEROZES L, L3y ) =R (CYPC8

DILE) 0.5mg ZHER O L Lzl &, L 37 ) = UG53 2 AH]

PERHEGRED L7 Y = RO Cp Jo ONAUC, s DSATSEIIME OB, 1,91 K182, 88

13)

Thote ~ GHEAT—%) . [10.2 28]



16.7.7 AAFS5Y—1L

TERERR N 20 BlCA A 75 —b (Fu bRy ZHEAD) 4omg 2 1 H 1 [EE
oG L, ARH 160mg & ZEIERFC BRI DG L7z & & ARFIHEIME 512
KT DA AT T — NP GREO BT F =T 0 o KON AUC, ¢ O i) S
BMEOIE, 0.123 K TV0.313 Thote, £lo, AT TV — & RER O
L. AH 160mg Z @i i (C HER 0BG Uiz & & ARKI B E 5FIC
MDA AT T — NP GREO B AT F =T O o KON AUC, ¢ O i) S
IEOIE, 0.586 LN 0.938 Tholz, AT TV —EEKRAOESL L, R
Fl 160mg ZAKHENG BAERZ I HERR 05 Uiz & & RFIEMBGR x5
I AT T = VPR GO RNV F =T D Cpoy SO AUC, ¢ DA 155 D
i, 0.782 RN 00 Th o= V1 BHEAF—%) . [10.2 B1E]

16.7.8 S=FT>

BERER N 20 BNC T =F 20 (Hy ZAERSHAD 150mg % 1 A 2 MR 0 b
L. AHl160mg & 7 =F ¥ 85 10 WFiE# K O 2 WERT i 22 IE IR L BRI
H L& & RAEMB GRS 5 T =F VU IFE SO L~V h F =
FD Cp AT AUC,, DE(T IO, 0,818 KT 0,932 Ttz " BHEA
F—4) . [10.2 5]

16.7.9 2 0fth

(1) BA~HF =T EMNEL 2ET S (in vitro) .

(2) fEFERR A 1212V 7 7 e > (P-gp FAFEAI) 600mg & HE[EIFE 045 L,
AK| 160mg A HER QKL Uiz & & RFBEMBEGRIIHT L) 77 B
PERBGREO NIV F =T D Cp KOV AUC,, DEAEEO LI, EhEh
L19 K106 Chote ' UHEAF—) .

17. BRIRAAE

17.1 EHMERUVREMICET 558K

17.1.1 EFRE£RESE 1/11 485888 (LIBRETT0-001 :XE%)

DILERIERED B D RET BA AR Bt O UIBRRAE 22T - FE5 O F /N At
FAERE 134 6] (AARNERE 25 & ET) ROILFEFRIERO 2 RETHE B
TBEEDOBIBRARRE R HEAT - B ORI B 35 6 (AARNER 16125
Fe) (CAHI 1 [A] 160mg %2 1 A 2 [MFEO#G Lz, FEFEEE TH 5 RECIST

ver. 1.1 (ZFESMNFHIZE B HEIC X2 FDFIT, £hEhd55. 2% (95%

[ZHEIX ] :46. 4-63.8) K UN@71. 4% (95%13 48X 1] :53. 7-85.4) Th -7z 2,
[5.3 ]

TAMERHERT S 180 FIIZFRD L TAmEMIL, ANz (42.8%) | ALT HY
o (37.2%) . ASTHYAN (35.0%) . milfE (29.4%) . #HE (26.1%) ZTho7z,

17.3 Dt

17.3.1 QT RRRISxt 3 B 88

HERERR 32 Bl AA 320 Xi% 640mg ™ Z HERR O G Lz & & QTc MFRO~
—ATA U NEOEED T TR E DB TS INEEK MO EIRMEX. +
NI 87T KV 12. 4Tmsec Th 7= GEAT—%) , [8.2, 9.1.1, 11.1.2
2]

1) AFNOKGRAE - &I 160mg o 1 H 2 [FRFEO#ELSTH 5,

18. FEMEE

18.1 {ERH#R

BV F =T E, RET, ME N BOEAEIR 75 284 (VEGFR) . ke 25l A
GEIR %R (FGFR) 0¥ S —BiEMZHET 5, B~ B F=71%, RET
ey 7 EO) U eEEEL, TO Y 7 RES O ) kA L
5T LTk D | SRR AR L B2 onTns .

18.2 HEHZHR

TV F =T, in vitro \IZBWT, RET & X 287 23HT 5 b
NS R LC-2/ad MIBARKIC S U CHIGEIIRITEM 27k Lz, £/, AR
NHF =TV, in vivolZEB T, LC-2/ad MK & O RET il A & > /30 23681
T % I/ AT AR R K CTG-0838 FESHHILAR A 4 22 PR L 7 EEM
BRGERE-R—Y a~v U ANEIX — R~ 7 AZBW T, SIS EH %

i 16)
N Oy

19. BB IZEAT HBIEZHHR
— M4 o kAL B F =T (Selpercatinib) [JAN]
it % 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
gy R T Cyly N0y
o & : 525.60
{3 K AA~EEAOR KR TH D,
0. Imol/L MEEEIZRLRETITS L, TR b RO=2 ) —
ST THEFIT < <L RITIEE A ST 7R,

= ]
5 o..
N/\N/) (e
SN =N

i R #208C

21. RPBEH

211 G Y A7 G 2 RE D B MO ERT D &,

21.2 EWNTOBEBIEFISHBO TRONTND Z Enn, BIERTHR, —EHD
FEGNIAR 27 — 2 RS L5 £ CORMNIE. RIE B 4 5 G it d & 5
W DZ &Ik, AROMHBEOHESIEFREET 2 L L bic, AFoR
MR OB T 27 — & & BN L. AR5K o5 E A8 S 2B A
L HI &,

22. A%

(Ly kg EHTEIL 40ng)

56 7L [8 7L (PTP) XT]
(Ly b4 EHTEIL 80mg)

56 7L [8 7L (PTP) XT]

23. EEX®K

1) NGRS F =T ORI

2)  HNEE: ETREBEEZ G E Lot~ ULh F =T O 1/11 FHiER
(LOXO-RET-17001 #5%)

3)  FENERE: R F =T ORI NSA AT R T Y T O AN
Z v ARk (LOXO-RET-18016 7X15#k)

4)  HNER: AN F =T OFRMBEICRETREFORER A AT T
V=) & OFEAEH (LOXO-RET-18015 3X5k)

5)  HNEE: B s F=Tor bR AEA R (L0X0-292-DMPK-060
)

6) FNEE: BV hF =T Or b/ i EE b (L0X0-292-DMPK -
013 3 5)

) HNER: ROV F =T D CYP ARG (LOX0-292-DMPK-017 #k5R)

8) tENERL: Bk R EIEE OBHEREREE £ A T A BRE IR 2L
F =7 DI B E (LOXO-RET-18023 7ER)

9) tENERL: Bk x 2R EAERE O HEREREE 2 A T A BRE IR 2L
F =7 DI EHE (LOXO-RET-18022 7ER)

10) HNEER: BB F =T A T a Y= ER) 7y BV O
HAEF (LOXO-RET-18014 5X15#k)

11) HENEE: L T =T OABREE Y EIIEE T VIRAT (LOX0-292-
DMPK-052 #tl#)

12) #NEE: RSV AF =T L I T AOMAER (LOX0-RET-18017 7%
)

13) tENEE: BV F =T L LS Y = ROMEVER (LOXO-RET-18026
)

14) #HNEE: BN F =T L T =T O R AT T — VO EAEH
(LOXO-RET-19075 #H%)

15) tENEE: AL F =TI 8B R T v AR —Z L5 (LOX0-292-DMPK-
035 X 5)

16) HENEERE: B F =7 OFEPERER

24, XERERERUVBEWLEDESE
ARA—F4 Y V) —HASHE ERERBAGEED
T651-0086 A HT X @S TH 1% 285
TEL:0120-360-605 (EEFEPILRAE 1))

www. 1illymedical. jp

26. BLERFTEESE

26.1 SLERRSET

BARA—Z4)) =&t

#HPMPRRE LESTH1E285

® B
PVxxxxJJAP



LY3527723 1.8 WAXE (B
LA HF =T

182 PEEXEFHR () RUZORTRN
1821  MEEXIFHHE ()
| RET A 5 - BVE O GRS RE AT - 6 O IE/ AR i |

1.8.22 PMREXFHRICEET HIE ()

5.1 TR a A R SUIMAERRR I LV . RETREBIE B HERE S h
TBEIIRET D22, BREICHT-> L, AR I N2 HIERR L TE
Wik WD Z &, 7ed, KRS S NIRRT RS AL SU T RS SB35
HFHRIZONWTIE, LD =27 %A b AFARETH D -
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

5.2 AR OB BT 2 AEN O EMEITHESL L TV,

53 N7 BRRAGE ) OEOWERZRAM L, ARIOAINER O %22 o0 CHE L7z
BT ARILSAOIGRDFERIZ OV T HEEITHRE L, HISEE OEREITH 2
g

1.8.23  EREIRH

B~V F =7 1F, RET (rearranged during transfection) D7 7 /> = U Vg (ATP) fE&
AL 2 BEAWICPAET 5 LGS K 1+ THh Y . RET ITH L CGERREO S WIEAITH S,
BAGF#AHEZ RET (ST 58~ h F =T DOREFREZ, HROT v A ZEAONTHIEL
720 AR RET (25 ICso 1%, KIBED ATP F/EF T 0420M TH Y, LV ERETHD
AFRIEE (1mM) @O ATP F7E FCIX 170M Thoto, ERHTRZE, BEA-L D F =73
V804M, V804L, M918T, A883F X% S891A AHA A3 2% RET ITxt LT H iR/ 7 PHETENE 2 )
FFL. D ICso TV T HEFAM RET (2T 2 ICso JHD 4 5N TH T2, £/, B~V
71 F = 71X KIFSB-RET il A8 fn % A L7= HEK-293 #lfi (8572 L, V804L 285 i V804M
ERHY) WO MIIST £ A H9 25 HEK-293 Hifd TH RET D U Vb ZFLE L7-, X5,
RET I TERGH DI WVIIEEAT 5 4 FEOMIIM (CCDC6-RET @l & i#is & 5 Hl4 5 I/
HifptEE (NSCLC) ISk LC-2 fllld., CCDC6-RET fha @ s 14 3859 5 HFIR AR LEE R B
HI>k TPC-1 #ifid, RET C634W A REB(sT 2 A T 2 F R (MTC) Bk TT Mild kO
RET M918T £ ¥ %49 5 MTC B4 i3k MZ-CRC1 #ifd) (Zxt L, A~V HF =7 invitro T
AR IEFEPL ETE M2 R L. 50% A 2R EE (ECso) fEIZVF41H 10 nM K Tdh > 72 (Subbiahetal.
2018) .

T F =T, K& 2 RET KRS E 7 L CIEB ORI A HET 5 2 LAVREN T
%o TEHEHNTIEMALIREEICH 5 KIFSB-RET MG &% /37 3Bl L CW O MildzBiE L7~ v A
T, BV F =T OHERRO#EEIZL Y RET OV VEMESAREFOICHIHE S, 13 2
BlOF G CHEEMENE LS HESNT, BB F=7D 1 H 2 HoKEO%GEIZLY,
V804M AW (AL L7253 [/ — hd—3—) ZBRC EEETELDAREND D)
ZH 9 % KIFSB-RET BMMa b R OMEEHEGE & HE S, £72, A~V W F=71% RET &
R (Bl 21X, CCDC6-RET & #is 1Bt D NSCLC, RET-C634W MTC) 2 A3 5t N
HFRRR, I ONC CCDC6-RET il A il s+t o> 2 FliE o B S IEEAR 2 ~ 7 A ICBH L=
7V [PDX (956 1 fEiX, HU RET {EME AT 5~/ F X7 —BHEAN K3 2 815 mit P24 5
V804M [5tE) ] TONEEIETE & HE LT,



LY3527723 1.8 WAXE (B
LA HF =T

ZOXIT, A A F =T R, IEHE S RET (RET A K OVEROMTF) 1Zx L, &
REOBHLEAR & LT invitro X XNinvivo IEHEEZ B TH5Z EA/RIN TV S
ASEIORFERNRE « WROXGR L 70D RET FhE& AR 1D NSCLC OEFEHII D7 FfED
& OF MARRBR OB COFEMIZWEETH v . EFIEFZ VILHERE TdH 5 LOXO-RET-17001
AR (LLT, 17001 3805R) ORGHEIC K BRRBIG ~DE AN ARETh 5 &l L7z,
17001 38R, % I4H [20mg1 H 1[8~240mg1 H 2[5 (BID) £ TOMEWHE] &5 MO 2
DON— N THRSNAIFERERRR TH Y . BUES LA S— MR Ch D, & T —
ME. REVETR R 2N M 2 S TREVETR IR D 70 WETEHE & XU, B~V F =7 O & Kl &
(Mm)&U%Hm%%ﬁg(Mﬂ»%&m#ét@%%éﬂt(%ﬁﬁ%ﬁ:%l%%)o
AT EEARN L 22 ES LEHEL LTI, BEREEILR L, 2N, EyEhrek o
W) FRNEEE S BICFHIATEE & L7z, &5 I fH/X— M, RET (IR T 552615
NSCLC, HURBUYESED RET @& B T IBMEDEIERE . RET B 1A RGMED MTC % HLIZIES]
DEEEEINT, £, BIMAA— NI, LLTFD 6 50 ak— FnHY . ALl F =7 Bl
e 5 0 25 %) 3 [ Response Evaluation Criteria in Solid Tumors (RECIST) 1.1 X {X Response
Assessment in Neuro-Oncology (RANO) (22D < Hdui]iE] 12 K » THUEEEMZ I 5 2 &
ZEEHBE LTS,
® RETREGEIZFIAMEDEHE (NSCLC, HURMEE, Mg, K7 L) CBUAE (R
— M1 H&R20040) ROKREHE (hR—b2: &R 1506 OBER
® RETHEETEBBGIED MTC THRF L F =T IN T &2 =T 2GR (ah— 13 &
K150 f51) ROKIEHE (ah— b 4: K150 6)) OBEE
RET BIn ¥ Db 2 AT DM OETEIEEETE (24— 5 K 150 1)
® Rt ZHH TR RET BLESRZ Ik Lz adk—  1~5 (Sl CTh 5 BERE, 7277
L. GBS O FRiARE kK & 9725 (ah— k6 K 5041)

EWNTIE, RE S RP2D (160 mg BID) @ H AR N BE 5T 5 bk & erd 9- 5 28 R
fili (AARTOHELEHEMEGE S— N, TEIEFILL : 6~10 §) 2Tk, & T/ S— h~D%
§E1To T,

17001 SBROFER . RETR GBI FIHMHEOEIZEO 2R — 1 BEEK) (21X 2524], 24— h
2 CRIAH) 121X 66 BlOWERE BMAAN BT, 205 6, RET hEE s 1-BittED NSCLC @
BRFE N, AR — R 1 T2106], =hR— k2 T49HIEENT,

ARMEE, FRTOBEICHE Y, ZRMEMITHRER T, D72 & b&E% 2 [ROmGFHn I AE
BI LM E BT AN DS TERZ RS E L CGHE L7z, 24h—h 1 KO3k —h 2128
WTC, BN F =T G0 RETRE BB D NSCLC OB F] (Z325R @ 56.9%.
95% S HHIX[H] 49.8-63.8) K USKIGHM] (TN : 70.5%. 95%IEHHX[H 54.8-83.2) D& x4 |ZH W
TEF%¢%%ﬂm%%hto£ﬂ%ﬁi adk— k1 LOadk— b 2 O NSCLC Tlik, EZhH
ﬁi¢%ﬁ FELTOWRWY, ZNLDOFEND LN F =T O EIZ L0 EEHE N R

Boni-% Ewﬁw%ﬁ@@ﬁf%é&%xgnto



LY3527723 1.8 WAXE (B
LA HF =T

F7m. FEEOEEY A XD RKERIZ DOV T Waterfall Plot TEli L7~ & = A, RETREIGE
{5F 5D NSCLC DEFTTH 100%IZ ST W ISR NI IR 2R LIZFEFI N J v, B~ F =
TOEIZEY | BERIEENINIRIWGETE L EEX LN, B, ak—F 1 KD 2 0OFE
TR BT RET A A5 1213 CCDC6-RET, KIF5B-RET, NCOA4-RET, ERCI-RET,
PRKARIA-RET 72 E3& £, RET A& s+ ORIEICE D 5T RahnRBd bz, oM, =
AA— K 1 ® NSCLC CTOMEHEEAFIRM (PFS) OHRAEIT 20.67 # H (95%(5HHIX [ 19.3- K2
) | 2AR— bk 2O NSCLC TiZ PFS ITHRAEICEE L TV 2RV, 2AEAFHIH (0S) 12201 Th
aR— k1 KO3 — k 20 NSCLC CIEHFREIZEIE L T,

UL b, RET @& BT OFEFRIZ D)o b3 BERIE K ORIBIED RET e 8 ix Bt NSCLC
2k LTI R Tz,

LAEMIZOWNWT, amR— b 1 HO=3R— |k 2 O NSCLC B DWW TREEIEH 10%LL E
ThHo7=7 L — R 3LLED treatment-emergent adverse event (TEAE) %, &I+t (ZA— K1, 2
TENEI 18.6%, 204%, LATFEIE) | KT R U U AMAE (43%. 143%) . ALT ¥4h0 (13.3%,
102%) . ASTHESIN (10.0%. 6.1%) TH o7, ad— k1 KL= 8R— k 2D NSCLC A BV
TIRBRIR O G- IEIZE 572 TEAE ORBEIA X, ah— b 1 kRar— k2 TEALN 6.7% &
U 6.1% (LLFFEIE) . 1GBREEDIKIEICE - 7= TEAE OFEBEIS 1T 48.1% K% ) 34.7%. /A%ﬁ;%mﬂz

BIZFE 572 TEAE ORBLEIATT 41.4% K% 388% CTH ¥, KE e & 72 2 FHGUIRBIE T,
RN D BT,

U bmb, B~V F =7% RET G B F Bt NSCLC (26 L CRAFRNE T v b -
VAZ NG U RAE R LTIZZ b, REIOMEEX IR () % [RET @hEEis B0 UIRRA
REZREAT « BRI/ INIafiE] T2 ENRY LB R,

¥, ARANL, RET Bin T BE AT 2BEEZRNGE L, B TREOREIZa =43
W2 B LT 520, BT EER () LLTS51 2RELE, o, BUEO L Z A,
$ﬁ®%%ﬁ%%&ﬂ%ﬁéﬁﬁ‘i%ibfb@ﬁk#ﬁéﬂt_kﬁgsz% RE LT, B

. BENOE ML VL2202 R L7z BT, BISEEOBRREZITI ZERMEBELEEZDL
Nz &b 53 &#R—ELE,

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.



LY3527723
LA HF =T

1.8 RAE (%)

183 HERUVAE (F) RUZOREIRN
1.8.3.1 RERUVHAE ()

Wi, RANCIZELL A F=T L LT
BEORBEIC L EEEET D,

1[E160mg % 1 H2[ERRO#E 545, 728,

1.8.3.2

RZRUVAEICEEY 538 ()

Beplkds 2L,

AKI DW= B %

7.1 LOHUEMREL S & OPFHIZ OV T,
7.2 RAEEAZ LV EIERNRBR L-GAI12E, UTFORELZZE L T, KR -

B e OV VI WEST. L TR,

WL~ B

G 15 160mg 1 H 2=
1 BERE & 15 120mg 1 H 2=
2 BERE & 15 80mg 1 H 21[a
3 BB & 15 40mg 1 H 2=

FITERIC RS D IREE, e e O IR JEYE

IFEH] RED

AL

ALT X% AST 0 7L —R3Xit4

ZL—FR 1 UFICEET 2 ETHRIEL, BIEZT
2 B L TR GHEBITE D,

FRfRIC 2 ERILLEFRRE L2 WGEaIciE, 1 B
WETAZENTES, HIZ 4 BB EFR LA
WEEAITIE, B 1EBEET A2 N TE S,

W L7 ECERERICER LS, Bk
T2,

QT [HFRIEE: QTc fHIk@E>500msec

QTc [HlfFA<470msec IZ[FIET 5 F TIRIE L, [RIIEH
X1 BB L TR BB T E B,

2 B E LI- HE TR GHPICHRE LIZGAIZ
I, i 5,

EE R AR A B
9 AT RSO A3 R
b onTHE

kg5,

=N JL—R3XiL4

[ 5 THRE L, BIHERIE 1 BPaE L T

HHETE %,

WHUE (77 4T %
SO EE IR EUE
ZFR<)

J1L— R 1~4

FETL2ECHREL, BIRREAT 2L RO
BhEx#BET 5, BERIBBEREATa A K%
PR L7223 5 40mgl A 2 [BIZEE L CREG-HBIT
x5,

FBRZIC 7 ALL R L2 WA, 1B
FEROHRE CHEBTE S, WE®KIC 7 AL
B3 LR2WEAICIE, BIBREAT a4 R %
T2,

ERELISORIEH] ZL—FR3Xi%4

[ THRE L, BIHERIT 1| BPEhE L T
GHTE %,

7£) 7 L — FIX NCI-CTCAE ver. 4.03 [Z%#E U 5,

1.8.3.3 ERTERN

17001 FABRCTIE, B 1 F/S— MTBWT,
Wi 24T, B~V F =7 D MTD O RP2D #E L7-, 17001
M R— R &2 U= ads— FOBMBHED

20mg 1 H 1[a~240mg 1 H 2 [ (BID) £TOHE
AREROE 1HH/3— N RO

& DPREIIILLT D@D Th -7z,
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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(4.3) 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.

FHEGIBREMEIL, 160 mg BID T 141 CE¥EHUE) . 240 mg BID T 2 1] (/M b e J OV
ERREEERE) (CRBL LT, ZOREREESE 2. RP2D % 160 mg BID & & L7z,

17001 FRBROFER, 55 1.8.2.3 HIZFD L 91T, RET & BIs ORI Db b T RERE &
ORIBIE D RET A #8151 BitE D NSCLC 12kt LT, Bl F=7"1[8] 160 mg BID DA %hitk
KOREWNRENTZZ b, AFOREROCHE () % HEF., RAKZEL~ L F=
TELTIE160mg% 1 H2EROKEGT 5, 7ok, BEORBICIVEERET S, | £75
TEMEHREEZT,

¥, MOPTENENEL A & OOF IS D ERRBAEDG DAL TWRWT & RO FEREIER 2
RO LG AITIIRIE, WESOMIGHLETHLZ b, BETLER (%) LT 71
~72HRE LT,
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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)

ARNDOEATHT LT T 7 4 T % o —550 B /2B EE OB
D& 5 BE

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 ITHEREREEN H BN D Z LN H DT, A OFERLE
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
CLTITH 2 &, Fi2, HEDS U TEREMELZITY 2 &,

83 mMIMENRH B b Z ENHDHDT, AFNDBERERLERTIC
MENETICERINTWNWAZ ERHERT AL, AKIERE
FIZESRICEZRET D Z L,

LIBRETTO-001 RERICEB W T H DOFELN
WOOLNT-T-0, BEKOBEDLEMIZD
WTRERAE LT,

9. FEDYREAT HEEFICHETHER

9.1 AOHE « BEEEOH 5B

9.1.1 QT IRRIE R DB+ L% OBHERED & 5 B

QT MRS RE T2 RBENNH D, FLRM/B RN QT IEE
SEMRE X TE OMAREENROERNZ 72 D E A9 5 BFITIX
HEICEE T L,

9.1.2 @I EHE D B

BILENELT2BZNRH 5,

LIBRETTO-001 FRERICEB W THRD -4z
EENLERFESICE L THRE LT,

9.3 IFHHERE BB E

9.3.1 EEDOITHREREE D H 5 & (Child-Pugh 434 C)
WREAZBET DL L biC, BEOREL L EEICHEIEL,
RERORBUCHMEETH 2 & RAIOMAHREDN L5
L. BIEHRN I BTN H D,

K& I IR ORFHERERE E 4 A D hBRE &
®G L Lo RFIOFEpEheRBRIc BT, &
JE O RERE 2 3 D R Tk, B
BT 2HBRE LR LC, BER
(AUC) NEAFIZHEN LI=7=0, EE O
EOHDHBEICHTOEEREEE LTRHEL
77

94 ASHREE T D H

9.4.1 AEURFTREZR ZoMEITIE, ARG R O 54T 1% — EH
MO 2T 2175 L O fRETHZ L,

9.4.2 73— NP —NTIRT 5 RTREMED & D BRI, ARAIEE

AFNOWEIGE XAFIEIR LTV 2 W REE D & 5 i
A~OEERMERREBRIL /22, 7> hE AW
TR - R IR AR S RERIC IS W TR RAE
CROFERRDENTZZ L Ty MER
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1.8 HAE (%)

A EOER (R)

BEARL

th R O G-A& T 1% — EIRN I3 O et 217 5 & D #8425
el

RICBWTEEFEEREEThHT2Z 8, T
v bEAWEZRECHETIRBRERI =T
& % T R R G BRI o e AR
AR ~DFEENED LN TND I &b, 4F
BRATREZR LM U S — N T —DNER T 2 Al
PO B B BE~OEERE & U THE LT,

9.5 it

TR THEHR L TN ATREME D & A 2ot I 3a I oG 25k
DIERRMEE ERID B SN DGR oREETEZ L, T
v NEHWCR - JRIERAREERRICB VT, BRRERE R
(AUC) & RIFREOBREE CIRIIFEE RTINSO 5T
WD,

AKFN DI ATIENRE LTV B ATREMED & % 2
PE~DEERMERRBRIL 2N, T &AW
oI - BRI AT BT BRI B W TR IESE
TR OFERBD L2720, i SUTER
LTWA RSO B D tE~DOFEERE & L
TRE LTz,

9.6 1% hat

BFALLAWZ ERZEE LW, IWHBITICET 2T — 2130
28, AFNZBCRP ODRE TH 5720, ILHBITO RN H
éo

AR OHHF~OBIT, BHLINTZHE~D
BN O ILE A~ DR B RGT LRI
ASAY/NEE 2 W - NS i A R A O PAE NN W ilad
L CRRE LTz,

9.7 /NR%E
N Z R L U BRARRBRIT I L T 7y,

INREE RS L U BRIRRBE RIS N T
WRWZ EMHRE LT,

10. #HEAVEH

AFNE, FIZ CYP3A4 1T L - THREF &AL, CYP2C8 L TA3A D
FLEMERZ Y, F72. AFIOBMEEIXpH O LFICL VKT
35,

102 PFHEER (FHICEETH 2 &)

A4 5 BRPRAEIR - i 71k P - fERIR T
CYP2C8 DHE & 7o % HHl NS OEFNORIER | AFIA CYP2CS
L7 Y =K MR SN D BN ZHETHZ L
vA sy E HHDOT, HEDORE ko, s
EUTNH A N EEICEZE L, AE D HFHI oD 1,
AORBUHDEET | ENERT DA
HZ L, BEMED B D,
CYP3A DIH & 7o % 3l INEOEFORIEM | AFIN CYP3A &
NP7 N MR SN D BN fREd 5 Z &z
NUT YT A HDHOT, BEDINE L, Znso
EINE A AEEICBEL, BIE | RO iRE
MOFBUHDEET | B EFT 56
HZ L, HrdH 5,
CYP3A FREF AHN O FIE 38R & T E DOIHFIN
A FTary—i nNaBENRHDHD CYP3A %[
VA7 I A= T, INHOHEHFED HZElzky,
B S DR ATREZRBR W BET | AHI o i P g
52 &, RLEHATOF AR g AR
AT 2E,ETiE, A# | EBSH D,

DOWEEBETHL L
b, BEOREZE
HICEEL, BER®
HBUCHPERTHZ
=

CYP3A %57 AFNOFIEREIT T | A D DIEHILE
VR A= BERENNHBHDT, 28 CYP3A %758
Tx= kA IS DA E OPFH THZ LIk
Ry &% X ATREAR (R Y BELF | D ARF O

CYP3AFFEEH DR | WENMETT2
KA~OREZEES AR B D,
HT &,

A I A REY Y U(St AHN OB LD DT

John's Wort, &>k « V3 LDBEENNRHDHDT,

— R U— MNEARG BRLARAWE S EET

HT &,

7 kR FHER AHNOFIERNEIT T | b DA
FRAT T = LDBENANDHDHDT, L 25HENpHD E
TUIT T =) b DAL DHFH ok, KA
TY AT TV IXHREZe (R Y BT 2 2 DY DAE T

L, RUEETOHET L. AHF o
DHAITIE. RBICE | RESMKTTS
G452 &, AIREMEDS B D,

Ho 52 75 (A5 B AFN DA ZPEAHGS T
F=FUv LBENNRHDHDT,
TrEFT b DAL DHFH
VAFV U [T A REZR R D BT 5 &

ZIE ORAUABG & OPFIC XD . AA]
OIS ERULE TS 5 BE N0 5
T DRE LT,
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1.8 HAE (%)

A EoER ()

BEARL

L, RUEB/TOHET
LHEITIE, ARAE R
MR ZT o5 &7
=F VU EARAIEE 10
IRF R AT OF 2 IR #24C
B G- Lic & & OARAD
I R EE ~ D S TR
ERTH o),

il A ESRE I N G
REETI V2 I LBRENDRHDLDT,

b DAL DHFH
X R (R 0 BT 2 2
L, RLEETOHET
BIHAITIE, AH &R
FARFR 2975972 & (i
T & AFIE G- 2 WEfE
AT 2 KRt 12 B -
L7z & & OARF O
R~ DB IR ER
Thoto),

N | A /PN
KEEET VI =0 L5

1. BITEH
%@‘Wmﬁ%%bhé’&ﬁ%é@?\@%%+%Kﬁ
WV, BENRD BN SAIIT R 2 T B 7 Bt e L
EEITH T &,

nlikk@@ﬁ

11.1.1 fFHERERESE  (39.4%)

MJQQTWhﬁj%(MA%)

11.1.3 WHUE (10.6%)

B, FEEEFEORERZ L) ERMEOBBUENH bbb Z &
N5,

1.1.4 EIfE (29.4%)

11.2 ZO D EIER

BIVER 28 20%L4 5~ 20%A i 5%
AR 1 ARz Bl WA, GERL | MErk
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—f% - K| TRIE, T FEEN
OG5
& s, il
R - HeABE AR
i S, TRENMED &
|72
i 5%
1 T N YN
s
g AR A A 1A 5 7 L7 F= | U ERAME,
H bl o/ SN}

AFNOBIWER & U CTERRABR OfEF 0 5 AA
B EOMICEEEND D LB S -FR
% CCDS OF#ixZBIZRE LI, Ik, F
L1 DOBEEE T LIBRETTO-001 SRERDH 11 FH/ S—

Fozfm—F1 K2

WCHAAN ST

NSCLC fBE OB ESETR/HH L,

14. WA EorE

14.1 3EHIAZ RO E

PTP @HEDHKAL PTP v — bWV L CTIRAT S X 545
M45H L, PTP o — FORBEARKITLY @wﬁﬁ%#ﬁﬁ%
JE~FIA L, FIZIZZELEB Z L CHREERA SO EE AP
EEFRTDHENRH D,
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E LT,

DRAFH IOV TIEEML § 2 72 D%

15. Z OO EE
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A EOER (R)

BEARL
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FERERRBRIZB T, BORE~ORENR
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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 (DCI)
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-
a]pyrimidina-3(3,2)-pyridina-2(1,2)-
pyrrolidinacyclooctaphan-8-one

(2°R,6R)-3°-fluoro-6-metil-1(5,3)-pirazolo[1,5-
a]pirimidina-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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gamma4 heavy chain (1-444) [VH (Homo sapiens IGHV3-23*03 (88.7%)
-(IGHD) -IGHJ4*01 (100%)) [8.8.10] (1-117) -Homo sapiens IGHG4*01
(CH1 (118-215), hinge S10>P (225) (216-227), CH2 M15.1>Y (249),
S16>T (251), T18>E (253) (228-337), CH3 (338-442), CHS (443-444))
(118-444)], (131-219")-disulfide with kappa light chain (1'-219") [V-KAPPA
(Mus musculus IGKV1-117*01 (90.0%) -IGKJ4*01(83.3%)/Homo sapiens
IGKV2-4*01 (85.4%) -IGKJ1*01 (100%)) [11.3.9] (1'-112") -Homo
sapiens IGKC*01 (100%), Km3 A45.1 (158), V101 (196) (113'-219")];
dimer (223-223":226-226")-bisdisulfide

sémorinémab immunoglobuline G4-kappa, anti-[Homo sapiens MAPT (protéine tau
associée aux microtubules, tau)], anticorps monoclonal;
chaine lourde gamma4 (1-444) [VH (Homo sapiens IGHV3-23*03
(88.7%) -(IGHD) - IGHJ4*01 (100%)) [8.8.10] (1-117) -Homo sapiens
IGHG4*01 (CH1 (118-215), charniere S10>P (225) (216-227), CH2
M15.1>Y (249), S16>T (251), T18>E (253) (228-337), CH3 (338-442),
CHS (443-444)) (118-444)], (131-219')-disulfure avec la chaine légére
kappa (1'-219') [V-KAPPA (Mus musculus IGKV1-117*01 (90.0%) -
IGKJ4*01(83.3%)/Homo sapiens IGKV2-40*01 (85.4%) -IGKJ1*01
(100%)) [11.3.9] (1'-112") -Homo sapiens IGKC*01 (100%), Km3 A45.1
(158), V101 (196) (113'-219")]; dimére (223-223":226-226")-bisdisulfure

semorinemab inmunoglobulina G4-kappa, anti-[Homo sapiens MAPT (proteina tau
asociada a los microtubulos, tau)], anticuerpo monoclonal;
cadena pesada gamma4 (1-444) [VH (Homo sapiens IGHV3-23*03
(88.7%) -(IGHD) - IGHJ4*01 (100%)) [8.8.10] (1-117) -Homo sapiens
IGHG4*01 (CH1 (118-215), bisagra S10>P (225) (216-227), CH2
M15.1>Y (249), S16>T (251), T18>E (253) (228-337), CH3 (338-442),
CHS (443-444)) (118-444)], (131-219')-disulfuro con la cadena ligera
kappa (1'-219') [V-KAPPA (Mus musculus IGKV1-117*01 (90.0%) -
IGKJ4*01(83.3%)/Homo sapiens IGKV2-40*01 (85.4%) -IGKJ1*01
(100%)) [11.3.9] (1'-112") -Homo sapiens IGKC*01 (100%), Km3 A45.1
(158), V101 (196) (113'-219")]; dimero (223-223":226-226")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGLIFR SYGMSWVRQA PGKGLEWVAT 50
INSGGTYTYY PDSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCANSY 100
SGAMDYWGQG TLVTVSSAST KGPSVFPLAP CSRSTSESTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTKTYTC 200
NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF PPKPKDTLY1 250
TREPEVTCVV VDVSQEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTYRVV 300
SVLTVLHQDW LNGKEYKCKV SNKGLPSSIE KTISKAKGQP REPQVYTLPP 350
SQEEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPVLDSDGS 400
FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL SLGK 444

Light chain / Chaine légére / Cadena ligera

DDVLTQTPLS LPVTPGQPAS ISCRSSQSIV HSNGNTYLEW YLQKPGQSPQ 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCFQGSLVP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Post-translational modifications
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 144200 258-318  364-422
22"-96" 144"-200" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-93' 139-199'
23"-93" 139"-199"
Inter-H-L (CHI 10-CL 126) 131-219" 131"-219"
Inter-H-H (h 8, h 11) 223-223" 226-226"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

294, 294"

Fucosylated complex bi-antennary CHO-type glycans / glycanes de type CHO bi-antennaires
complexes fucosylés / glicanos de tipo CHO biantenarios complejos fucosilados

C-terminal lysine clipping:
H CHS K2:
444, 444"
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Békas  301-4-B4
JAN (HA4%) A~V hF=T
JAN (3% 44) : Selpercatinib

H,C

HO CHj,

C29H31N703

6-(2-8 R % v -2-AF L7 v R F )4-6-{6-[(6-A hF Y P U3-AN)AFIN]36- T rn
[3LATH o B3-A NI Y D34V T Y [15-alE" ) P r-3-HLR= 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



LY3527723 1.10 7 - BEEZOEEREEEOE L
LAV F =T

Ly brJ 4 EHFEI 40mg
Ly brJ 4 EHFEIL 80mg

1.10 HE - BIEZDIETEETEHDE LD

BEA—54 1)) —#H%A=tt
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LA HF =T

1.10 #FH - BEREOREFEEEROE LD

110 SE - BRFOHETEEEHOFELYD

£ 1.10-1 B - BRFOHEEZEREEHOE LD

fb5244 - B4 | {b544: 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-
alpyridine-3-carbonitrile
(Bl4a: B~V F =7 ROV D HLA])
TS =
T%mit /N[ L— CN
H,C N ,b\LN N
HO' CH r ]\”/\ P
tﬂ /Lf
2hie - B RET @& BAR T IHME D UIBRARE 2R AT « FIE O IR/ I e
Ak - & W, AT AL F =T L LT 1E 160 mg 2 1 B 2 [[§% M 59
%, ¥, BEOWREIZL Y EERET D,
B DR E
TR KR OE | K B F =7
BhRR Sy « e | A

Ly T4 EH 72V 40mg (1 7 2AHF 40mg &AH)
Ly N4 &7 /L 80mg (1 477 2/NLH 80mgEA)
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I=TX > 65b

a: 7y MMETHRR (ERERG) ORE» bHEE L,
b: =74 14 ARG EERBR O YR 55 O RG> DHEE L7,

REHEEREE (%R)

R | R | NOAEL - B
- Pa3E

1A (mg/kg) | (mg/ke) FrrmEpT A
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75/452
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D MERRSRE RS . BRI O 2R e (M)

PUF, FEFwMERZEAL
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TR () . FoOLEER. ik~ rse T r—Y0
AN, WERREM MG OZENE, BEFE ()
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BRMEk~EZ a1, ALT]., ALPT. 2L AT R
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T.~EFrEr] () ~~ k27U T
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U 2 SERAEHE AR
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2 OS5 HRTER
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Y. Ca=H/LI A,

MECCHIE L 72 QT

a.  75mgkg DABETEG Z5M LA,

7=

b. 150 mg/kg O R THEE Z LA L7208,

7-#%. Day211iZ
HE 3 451,
DRFRTEREGZHET L, 4 B OEEBHIR 0% Lz,

c. Day 27

Na=7F hU U LA y-GTP=y-Z V¥ IV FT A7 =T —BiEHE, QTc=10»

Day 8~10 ([ZARFE L7=1% ., Day 11 |Z 45 mg/kg [ZJ8 & L

Day 16 (2 J8E L. Day 18~20 |Z/RIE L
120 mg/kg THG- % HBA L7z,
Day 26 |21 4 5l & =N ENBSEER L=, RBEOKRY OBPIZ O TIEZ

120 mg/kg (Z

IR

: RITERFE B 566/653 1 (86.7%)  BRIRIRALE S 5 B 342/653 #i (52.4%)
BIFEM TR SR PR A S5 TR SR
DOFESH (FEHLEIS) @@ﬁ (FEHEIS)
[ PN 7 234/653 (35.8%) | ALT H4HN 184/653 (28.2%)
ALT ¥4/ 184/653 (28.2%) | AST ¥4/ 177/653 (27.1%)
AST i 177/653 27.1%) | {\EX QT i 97/653 (14.9%)
e I 175/653 (26.8%) | 1127 L7 F =240 81/653 (12.4%)
T 147/653 (22.5%) | 1fi." ALP #4/0 51/653 (7.8%)
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112 FHEH—%

E3W (EPa1—3)
32 TAXRBHEE

cmEICEYT AXE

LI2 IRTER—&

328 RE
AR , IR s | A . [FmET
E FA R #H (oA BAEGRAE) i | (0 Tk H e
3.2.S8.1 General Information - el = D) Eli Lilly and [E 7+ - -
Company
3282 Manufacture - Com=mA) Eli Lillyand | [E4}+ - REA -
Company
3.2.83 Characterisation - e == BB Eli Lilly and 4 - A -
Company
3284 Control of Drug Substance - Coml+mA) Eli Lillyand | 4} - REA -
Company
3285 Reference Standards or Materials - om-m) Eli Lilly and E4h - FEAT -
Company
32.8.6 Container Closure System - ol+mA) Eli Lillyand | [} - REA -
Company
32.8.7 Stability - Com+m) Eli Lillyand | %+ - FEAf -
Company
3.2.P  #UF|
YRR . R o A - spmzep | TG E
BT oAb HH (L5 H R ) i | (0 it sk | L7
3.2.P.1 Description and Composition of the Drug - om+mA) Eli Lilly and E4h - FEAT -
Product Company
32.P2 Pharmaceutical Development - om+-mA) Eli Lilly and =4+ - REA -
Company
32.P3 Manufacture - Com+m) Eli Lillyand | %+ - AR -
Company
32P.4 Control of Excipients - C(m+mA) Eli Lillyand | 4} - REA -
Company
32P5 Control of Drug Product - Com+m) Eli Lilly and E4h - FEAT -
Company
32.P.6 Reference Standards or Materials - N & BB Eli Lilly and [E 4+ - R -
Company
32.P.7 Container Closure System - e = ) Eli Lilly and [E 7+ - R -
Company
32.P8 Stability - Ccl+mA) Eli Lillyand | %k - AT -
Company
3.2A ZDih
Y- — [ e B - i | PR T
ki gAY wH ) shasg - TRk L A
32.A1 Facilities and Equipment - - - - - -
32.A2 Adventitious Agents Safety Evaluation - om+mA) Eli Lillyand | 4} - REA -
Company
32.A3 Novel Excipients - - - - - - -
32.R HWOEREH
[ N AR 0 FEH - P | PR T
e sA P £ (SR sl - R U4 A
32.R Regional Information - - - - - -
FAL (EPa—IL4) : FERRABHRES
42 HERIREE
421 ZFEHEHER
4211 A EERITEHHER TR IS
R e AR HEII i i sy | AT
o s S (s AR ) e | (0 it BEGH | g
42.1.1.1 |LOX0-292-PHARM-003 : Non-GLP Studies |/ NN oll+mH) [ ] [k R FHAT -
Characterizing the Biochemical Activity of [ ]
AR00494192 (ARRY-192, LOX0-292) L
42.1.12 |LOX0-292-PHARM-028 : Non-GLP Study | N R RSN el &= D) I [E4 R A -
Characterizing the Biochemical Activity of | ]
LOX-00010001 (LOXO-292) on RET, RET L]
mutants, and non-RET Kinases
42.1.13 |LOX0-292-PHARM-021 : Non-GLP Studies | GG ol LOXO [k R FHAT -
Characterizing the Enzyme Inhibition of Oncology,
LOX-00010001-001 against RET and five Inc.
RET Mutations
42.1.14 |LOX0-292-PHARM-027 : Non-GLP Studies | o) LOXO [k R FHAT -
Characterizing the Cellular and Enzyme Oncology,
Inhibition of LOX-00010001-001 Against the Inc.
RET (G810S) Mutation
42.1.1.5 |LOX0-292-PHARM-012 : Non-GLP Studies |/ GG ol+mA) [ ] [k R FHAT -
Characterizing the Cellular Activity of [ ]
AR00494192 (LOX0-292) Against KIF5B-
RET wt, KIFSB-RET V804L, KIF5B-RET
V804M, and RET M918T




LY3527723 112 AT ER—%
LA HF=T

TR .
Pl HA kv ¥

(HRES BRIBAE ) e | (- i sEge |70
o) LOXO [ 4k R FHAT

Oncology,
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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, KIF5SB-RET V804M and
RET M918T

42.1.1.7 |[LOXO-292-PHARM-016 : OncoPanel
Multiplexed Cytotoxicity Assay

4.2.1.1.8 |LOXO0-292-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

|
':
[ ]
42.1.19 |LOX0-292-PHARM-006 : Anti-tumor [ ] 20l ~ 20l
activity of AR00494192 in 3T3 KIF5B RET,
clone 5, tumor-bearing animals
42.1.1.10 [LOX0-292-PHARM-007 : Exploratory (non- | N R NN 20507 ~20lERA
]
[ ]
[ ]
I
L
]

om+=mA) L] [E5+ P At -

20D 20l |l =4+ [EROE it -

4+ [EROE it -

=4+ PR BR -
GLP) study evaluating the effect of AR192 on
growth of NIH 3T3 KIF5SB-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

42.1.1.12 [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
42.1.1.13 [LOXO-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 [LOXO-292-PHARM-013 : In Vivo Test of
Efficacy of LOX0O-292 in the Treatment of
PDX CR2518 Intracranial Xenograft in nude
mice

20N ~ 20l LN FEN A -

20M I ~20M I S BISE T -

20M:AR ~ 20l 4+ [EROE BEG -

omiA) [E5+ P P if -

2001 ~ 20l 4+ [EROE it -

4.2.1.2 BIRAGZEIRAER
R
fa

S BHN apfmgesr | S T

RS :
g

G ARGRAE )
om+mA)

PRy i (7, e HIEEEH 22 g,
5 BEEH | i

4+ FEPH BEi -

42.12.1 |LOXO-292-PHARM-022 : Non-GLP Study
Characterizing the Biochemical and Cellular
Activity of LOX-00010001 (LOX0-292) on
non-RET Kinases

42.122 |LOXO-292-PHARM-026 : Non-GLP Study
Characterizing the Binding of LOX-
00010001 (LOX0-292) to TIEI Kinase

ollR) EEN R FHEA -

42.12.3 [LOX0-292-PHARM-010 : Cell biology el &= 1) [E4 N R -
studies evaluating antitarget inhibition of
phosphor-FGFR1, phosphor-FGFR2 and
phosphor-KDR (VEGFR2)

42124 [LOXO-292-PHARM-025 : Non-GLP
characterization of FGFR1 target-engagement
by LOX0-292 & BGJ398 using a cell-based

NanoBRET assay.

I
|
L]
L]
42125 [LOX0-292-PHARM-009 : Inhibitory Impact |/ IR o+
of 10 Compounds on the Cellular Kinase
Activity of VEGF-R3
42126 |LOX0-292-PHARM-011 : Non-GLP Studics | OMEERT)
'j
[
L]

omsm) 4+ R BA] -

4+ R A -

E45+ FEPH A -
Characterizing the Cellular Effect of
AR00494192 (LOX0-292) on Mitotic Arrest
in SW620 Cells

42.127 [LOXO-292-PHARM-002 : In Vitro
Pharmacology Study of One Compound
42.128 [LOXO-292-PHARM-023 : Non-GLP Study
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
LOX0-292 Metabolites

200 ] ~20l B T EZ T -

ol=m)

I

4+ (RG] A -

om+lH) [E5+ FEPH BEi -
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LOX0-292-SPHARM-001 : In Vitro Effect of
AR00494192-04 on Navl1.5 (peak and late),
Cavl1.2, hERG and KvLQT1/mink Currents
Recorded from Expression Systems
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T
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ol=m)

42132

LOXO0-292-SPHARM-002 : LOX0-292:
Effects on Cardiovascular System in the
Conscious Mini-pig using Radiotelemetry
Following Oral Administration

42133

LOXO0-292-SPHARM-003 : Effect of LOXO-
292 on Cloned hERG Potassium Channels
Expressed in Human Embryonic Kidney Cells

42134

LOX0-292-SPHARM-004 : Respiratory
Safety Pharmacology Evaluation Using Head-
Out Plethysmography of LOX0-292
following Oral Gavage Administration to
Male Rats
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42211

LOX0-292-DMPK-001-A1 : Amendment 1 to
HPLC/MS/MS Assay Validation for the
Determination of LOX0-292 from Rat
K2EDTA Plasma

42212

LOXO0-292-DMPK-048 : Addendum 1 to
HPLC/MS/MS Assay Validation for the
Determination of LOX0-292 from Rat
K2EDTA Plasma Whole Blood Stability

42213

LOXO0-292-DMPK-002 : HPLC/MS/MS
Assay Validation for the Determination of
LOX0-292 from Minipig K2EDTA Plasma

42214

LOX0-292-DMPK-049 : Addendum 1 to
HPLC/MS/MS Assay Validation for the
Determination of LOXO-292 from Minipig
K2EDTA Plasma Whole Blood Stability
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42221

LOX0-292-DMPK-008 : Pharmacokinetics of]
LOXO0-292 Following Single PO or IV Dose
Administration to CD-1 Mice

42222

LOX0-292-DMPK-009 : Pharmacokinetics of]|
LOXO0-292 Following Single PO or IV Dose
Administration to Sprague Dawley Rats

42223

LOX0-292-DMPK-032 : Pharmacokinetics of]
LOXO0-292 following single PO or IV dose
administration of LOXO-292 to Sprague
Dawley rats

42224

42225

LOXO0-292 Free Base and LOX0-292
Phosphate Salt Following Single PO or IV
Dose Administration to Gottingen Mini-Pigs
and a Yorkshire Pig

42226

LOX0-292-DMPK-005 : Pharmacokinetics of]|
LOXO0-292 Following Single PO
Administration to Cynomolgus Monkeys

42227

LOX0-292-DMPK-024 : Pharmacokinetics of]|
LOX0-292 in neat and blended formulations
following single PO dose administration to
dogs

L]
]
]
LOX0-292-DMPK-011 : Pharmacokinetics of | N ENEM
LOXO0-292 Following Single IV or PO
Administration to Beagle Dogs
LOX0-292-DMPK-004 : Pharmacokinetics of | NGi_cGcGcG_
I:
L1
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LOX0-292-DMPK-029 : Quantitative Whole-| NN | 2ol-R 2007 [ E45+ N P -
Body Autoradiography in Male Long Evans [ ]
Rats After a Single Oral Administration of
[14C]JLOX0-292
42232 [LOXO-292-DMPK-012 : Assessment of [ 20511 20l [l EEN FERN FHI -
Reversible Protein Binding of ARRY-192 in L |
Mouse, Rat, Minipig, Dog and Human Plasma
by Equilibrium Dialysis
42233 |LOX0-292-DMPK-013 : In Vitro Partitioning N MMM PN IF RS EE Gl ] ELN *EP S -
of ARRY-192 into Mouse, Rat, Dog and | ]
Human Blood and Plasma
4224 (R
e yanr. b i 5 A T
TR , BRI R . b2t o
E gA R HE (oA LRI i | (O Tk H
42241 [LOX0-292-DMPK-015 : In Vitro Stability of | GGG_GDS 4 N 3 -
ARRY-192 in Human Whole Blood
42242 |LOX0-292-DMPK-016 : In Vitro Metabolic | R =5+ [EROE it -
Stability of ARRY-192 in Liver Microsomes | |
and Hepatocytes across Species
42243 |LOX0-292-DMPK-021 : In Vitro Metabolism | N NN [E5+ P BR -
of ARRY-192 in Hepatocytes and Liver
Microsomes of Multiple Species
42244 |LOXO0-292-DMPK-022 : Metabolites of [ ] E45+ [EROE it -
ARRY-192 in Plasma from Mouse, Rat, Dog
and Minipig
42245 |LOX0-292-DMPK-030 : Exposure Margin | [ NEEEE S N B -
Determination for LOX0-292 and Identified | I N
Metabolites in Matrix-Normalized Rat,
Minipig, and Human Plasma Samples and
Cross-Subject Exposure Comparison in
Plasma from Individual Human Subjects
4225 ]
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43.1 Multiple endocrine neoplasia type 2B Acton DS. et al. - - - |oncogene. 2000 Jun |3 ik
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 Addison WHF. et al. - - - J Morphol. PESE N
Teeth of the Albino Rat. 1915:26(1): 43-96.
433 Exomic Sequencing of Medullary Thyroid Agrawal N. et al. - - - J Clin Endocrinol PESE N
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 Ballerini P. et al. - - - Leukemia. PESE N
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enhance monocytic differentiation
435 Pharmacological Characterization of CP- Beebe JS et al. - - - Cancer Res. PESE N
547,632, a Novel Vascular Endothelial 2003;63:7301-9.
Growth Factor Receptor-2 Tyrosine Kinase
Inhibitor for Cancer Therapy
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patients
43.7 Functional characterization of a novel Bossi D. et al. - - - Mol Oncol. PR
FGFR10P-RET rearrangement in 2014;8:221-31.
hematopoietic malignancies
438 The Ret Receptor Tyrosine Kinase Pathway |Boulay A. et al. - - - Cancer Res. PEPE N
Functionally Interacts with the ERa Pathway 2008;68(10):3743-
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439 Kinase Regulation of Human MHC Class I Brea EJ. et al. - - - Cancer Immunol PESE N
Molecule Expression on Cancer Cells Res. 2016:4:936-47.

43.10 Cartilage Dysplasia and Tissue Mineralization|Brown AP. et al. - - - Toxicol Pathol. PESE N
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 3CHik

Papillary Thyroid Carcinoma Atlas Research 90.
Network

43.12 Single missense mutation in the tyrosine Carlson KM. et al. - - ~ |Proc Natl Acad Sci |27 3Cik
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. PPN
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43.14 Developmental Toxicity Associated with Clemens GR. et al. - - - Birth Defects PESE N
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. PPN
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. PESE N
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System

43.17 Mutations in the RET proto-oncogene are Donis-Keller H. et al. - - - |Hum Mol Genet. BTN
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43.19 Point mutation within the tyrosine kinase Eng C. etal. - - — |Hum Mol Genet. PPN
domain of the RET proto-oncogene in 1994;3:237-241.
multiple endocrine neoplasia type 28 and
related sporadic tumours

4.3.20 25 Years of Small Molecular Weight Kinase |Fabbro D. - - - Mol Pharmacol. PESE N
Inhibitors: Potentials and Limitations 2015;87:766-75.

4321 Incisor Degeneration in Rats Induced by Fletcher AM. et al. - - - Toxicol Pathol. PPN
Vascular Endothelial Growth 2010;38:267-79.
Factor/Fibroblast Growth Factor Receptor
Tyrosine Kinase Inhibition

4322 A new oncogene in human thyroid papillary ~|Fusco A. et al. - - - |Nature. BTN
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4323 Expression of the RET Receptor Tyrosine Gattei V. et al. - - - |Blood. PPN
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. PESE N
remodeling, ossification and angiogenesis 1999;5(6):623-8.
during endochondral bone formation

43.25 RET fusions observed in lung and colorectal |Gozgit IM. et al. - - - Oncotarget. PESE N
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64.

4326 Review of the Effects of Anti-Angiogenic Hall AP. et al. - - - Toxicol Pathol. PPN
Compounds on the Epiphyseal Growth Plate 2006;34:131-47.

4327 Rate of Normal Longitudinal Bone Growth in [Hansson LI. et al. - - - Calcif Tissue Res. |27 3CHk
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Phosphorus Metabolism
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5.3.14.1 |LOXO-292- DMPK-027 : HPLC/MS/MS
Assay Validation for the Determination of
LOXO0-292 from Human Plasma (Alturas
Analytics Validation Study: AV17-
L0OX0292-01)

53.142 |LOXO0-292- DMPK-033 : Addendum 2 to
HPLC/MS/MS Assay Validation for the
Determination of LOX0-292 in Human
K2EDTA Plasma Multi-Analyte Selectivity
(Alturas Analytics Validation Study: AV17-
L0X0292-01 Addendum 2)

53.14.3 |LOXO0-292- DMPK-043 : HPLC/MS/MS
Assay Validation for the Determination of
LOXO0-292 from Human Plasma (Alturas
Analytics Validation Study: AV17-
L0X0292-01 Addendum 4)
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Addendum 1 to HPLC/MS/MS Assay
Validation for the Determination of LOXO-
292 in Human Plasma and Urine (Alturas
Analytics Validation Study: AV17-
L0X0292-01 Addendum 1, Amendment 1)
5.3.14.5 |LOXO-292- DMPK-046 : HPLC/MS/MS
Assay Validation for the Determination of
LOX0-292 from Human Plasma Multi-
Analyte Selectivity (Alturas Analytics
Validation Study: AV17-L0X0292-01
Addendum 3)

5.3.1.4.6 |LOXO-292- DMPK-047 : Protein Binding
Verification LOX0-292 in Human K2EDTA
Plasma (Alturas Report Number: AD18-
L0OX0292-01)

5.3.147 |LOXO0-292- DMPK-051 : HPLC/MS/MS
Assay Validation for the Determination of
LOXO0-292 from Human Plasma (Alturas
Analytics Validation Study: AV17-
L0X0292-01 Addendum 5)
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53.2.1.1 |LOXO-292-DMPK-012 : Assessment of [E 4+ [ERRE A
(4.2.2.3.2) |Reversible Protein Binding of ARRY-192 in
Mouse, Rat, Minipig, Dog and Human Plasma

by Equilibrium Dialysis

Binding of Selpercatinib (LOX0-292;
LY3527723) in Human Plasma and Solutions
of Human Alpha-1-Acid Glycoprotein, and
Human Serum

5.3.2.1.3 |LOXO0-292-DMPK-013 : In Vitro Partitioning
(4.2.2.3.3) |of ARRY-192 into Mouse, Rat, Dog and
Human Blood and Plasma

Company

L]

532.1.2 [LOX0-292-DMPK-060 : In Vitro Protein | N RRREEEEEN oM=mR) Eli Lillyand | [E4+ FEPH A ML
L
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53.22.1 |LOXO0-292-DMPK-010 : Assessment of [ BN EERYN EEN | [k [ARAE BE HEL
ARRY-192 as an Inhibitor of Cytochromes _
P450 in Human Liver Microsomes -
(STUDYNUMBER: DM16-024)
53222 [LOX0-292-DMPK-016 : In Vitro Metabolic | SN 20H+11 ~ 20+~ (Il [E5+ [AAE it L
(4.2.2.4.2) |Stability of ARRY-192 in Liver Microsomes |Ill | ]
and Hepatocytes across Species ||
53223 |LOX0-292-DMPK-017 : Cytochrome P450 | RN | 20l5N1 ~20l=17 [l E4t TP xS HEL
Reaction Phenotyping for ARRY-192 | ]
(STUDY NUMBER: DM16-029) ]
53224 |LOX0-292-DMPK-018 : In Vitro Assessment | R HERRRRDEE | 2olN 2017 [N E4h *EN BE ML
of the CYP Induction Potential of ARRY-192 | ]
in Primary Cultures of Human Hepatocytes [ |
(STUDY NUMBER: DM16-028)
53225 |LOX0-292-DMPK-019 : Assessment of [ B EERN E G ] [k [ARAE BE HEL
ARRY-192 as a Substrate of Breast Cancer _
Resistance Protein (BCRP) Using BCRP- [ |

Transfected MDCKII Cell Monolayers
(STUDY NUMBER: DM16-026)
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53226 |LOX0-292-DMPK-020 : Assessment of [ BEC & %N EE B | ES FERH BE ML
ARRY-192 as a Substrate and an Inhibitor of _
P-glycoprotein (P-gp) Using MDR1- | |
Transfected LLC-PK1 Cell Monolayers
(STUDY NUMBER: DM16-027)
53227 |LOXO-292- DMPK-034 : Assessment of 20l ] EEN FERH BE L
LOXO0-292 as a substrate of human OAT1, _
OAT3, OCT1, OCT2, OATP1B1, OATP1B3, | ]
MATE1 and MATE2-K mediated transport
(Optivia Protocol # OPT-2018-097)
53228 |LOXO-292- DMPK-035 : Assessmentof | N 20l ~20lR (I EES TN 5% TEL
LOX0-292 as an inhibitor of human OATI, ]
OAT3, OCT1, OCT2, OATP1B1, OATP1B3, L]
MATEI1, MATE2-K, BCRP and BSEP
mediated transport (Optivia Protocol # OPT-
2018-096)
53229 |LOXO0-292- DMPK-052 : Prediction of the Colk-l) EliLillyand | [E%+ [AAET BE ML
Effect of CYP3A4 Inhibitors and Inducers on Company
the Single and Multiple Dose Exposure of
Selpercatinib (LOX0-292; LY3527723) in
Healthy Volunteers (Report Number: LOXO-
292-DMPK-052)
5322.10 |LOXO-292- DMPK-055 : Assessment of 20l ] EEN LR BE ML
LOX0-292 as an inhibitor of human P-gp- _
mediated transport (Optivia Protocol # OPT- -
2019-175)
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5.3.34 SEAMERZHRE L -PKRBRRESE
IREA P vy S s | TR s o | T
& (A 7R AT 1) FHHF | o g
53341 |IRBREFE R FLOXO-RET-18014: fEHEMK 20Vl 20l KE LS LN X3 5
NSRRI~V F =7 DI [ [
[0 5 5K D BREIC RIET A h T =)
V=V XFY 77 e U RIER GO
BERHIT H28— b, EER, BEER
LN R
53342  [I0BRRIEHR S FLOXO-RET-18017: fHEk 20Tl F 201 K P FEP 2% | AV
INL e S I VN Gk [ [l
FED B REIC RIET B~ h F =T
SAEEG OB AT 5 EHR, FE
1 5 B BR

11



LY3527723 L12 A& R —5
YL HF =T
IR o BTN s | PR aefiigert | A E
w7 e o (SRR ) siesm | 0 s SRR | o
53343  |IRBRMES S FLOXO-RET-18026: fdHEAL - 201l 20l+1A P =5+ PR BE Y
NP R RIT LT ) = R i [ Bl
18 D BN REIZ TR L~V F =
TR G OB AT 5 IEE K.
% G AR
53344  |IRBRERFE WA TFLOXO-RET-19075: fEREMK - 2007 0E 20l 0 P =5+ FEPN R BE HY
NEBREA RN F =7 % HiE e A
L7z & & O EREIC KIE T H2Z AR
PR T 1 s Ry TILEERO B A
T B E R, 3. FE & SIER R
5335 KREalL— 3 VPKHERBESE
[y O — AR i
53.3.5.1 [LOXO0-292- DMPK-031 : Population L ] Com+R) [ TEES [GROE 5% Y
Pharmacokinetic and Pharmacodynamic | ]
Analysis for LOX0-292
53352  [LOX0-292- DMPK-050 : Population PK, | SRR Com=m) I | P i Y
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 RREE Com+mA) Eli Lillyand | 4+ N 3 HY
Effect of Solid Form Content on the Company
Absorption and Pharmacokinetic Parameters
of Selpercatinib (LOX0-292; LY3527723)
533.54 |LOXO-PMX-LOX0292-2106 : Population |/ N REEN Com+mA) L 1EES N 3 HY
Pharmacokinetic and Tumor Response | ] | ]
Analysis of Selpercatinib to Support a Dosing
Recommendation in Japanese Subjects
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5.3.4.1 BEWHEREICH T SPDHRER R UPK/PDRERIREE
o b E# et il 2| T et e | 2000
& (o EAGRAEH ) ES 2 4 EYOE S IE
534101 [JABURTEH A ELOXO-RET-18032: f&HEMg - 20l 205N K ELN P 3 D
NP % 3t G QT e MR I KU T r |8
NHTF =T OB LM R, 1
e L, ZHER, 77 BR R OB,
Ay e AA— N — R
5.34.2 BEICHITSHPDRABRKRUPK/PDRERHRES
o e ¥ ity | G, s T s
iy (i EARAEH) e 4 i BELFL A I
ALY
5.3.5 AMHERUVREMHHRBRBESE
53.51 BEYIEMECETIHENBREBRREE
I Iy . eI e | (e e | PR
53 (s BB ) F i E54) S IE
UL
5.3.5.2 JEXEREABRIREE
3 g - AR kT
AR , BRI R s ] o
e v 2 g " = AT E[PN 73 — A D
5 Th o (AR sissp | ol HEL | o
53521  |IRBER IS S HELOXO-RET-17001: - 2017425 AlH 2020483 1 [HA, KE | ERSE FEN A HY
Rearranged during Transfection (RET) fgh 30H it
AR T BE O IE/ N i . LRI EG
BelE . KORETI&MENS TUHE L 7= Z o fth o>
I A G T HEAT [T A A kPR L Lzt
UL F =7 O FVIHERER
5.3.5.3 HEHOHABRMIEE G THRITL-BEE
, I - AR o | T
AR , BRI aRER s | o
e Vd v 3 & = [Py ESlSN 73 — XD
5 Th o (AR sissm | ol e
UL
5354 ZDMORBRBES
3 g - AR T
AR ; BRI HIN e | 5
4 v : 4 /g HA, it | T—2 0O
5 Th o (AR sissp | ol e
UL
5.3.6 THRZEOERBRICET HBES
, I - AR o | T
WEER ; BB s et | 1
5 v : N L/ B[N ik W | 750
5 Th o (AR sissm | ol HEL | o
e

12



LY3527723 L12 A& R—5
AL HTF =T
537 BET—H—ERRVEHIEE
53.7.1 fEHI—BER
[y 2 - N R s, | AR LT
it ek e BIRIHEIIN s | A U
- HA RV EH e [y ([EA, il g [T A D
w5 (R HARRIE) FHEST 0 B |
W47 L
5372 HERZRTER—HE
[ 2 - N R e, | AR LT
it ek e BIRIHEIIN s | A U
- HA MV EH e [y ([EA, il g [T A D
w5 (R HARRIE) FHEST 0 BEEH A
53721 |[HEFERFEIEG-TE - - [EA4 TR BE iy
LOXO-RET-170013X5%
5373 EEGHEEEREBREH—ER
P - 5 A 5 HERE T
TR , SRS S ) R - i F] 2
Rt ZA4 bv E 5 = e g (EH, FERGE T—=2D
H (S HRFBAE ) FERE T E54) _4% | s
53.73.1 |EERAFFZRRIVEN TR - - - EHSh P B HY
LOXO-RET-17001 35t
5374 BAREEEEEL—ER
[y 2 - N R s, | AR LT
it ek e BIRIHEIIN s | A U
- HA MV e e [y ([EA, il g [T A D
w5 (R HARRIE) FHEST 0 BEEH Ay
53741 |BRARE AR EES— Rk - - S PR BR Y
LOXO-RET-170013X 5%
5375 BEREELHE
[y 2 - N R s, | AR LT
it ek e BIRIHEIIN s | A U
- HA MV e e [y ([EA, il g [T A D
w5 (R HARRIE) FHEST 0 B | b
W47 L
54 ZEXH
[ 2 - 4 R [ s
IR S AR TN 1 AR = e |
- 74 v HH ety Ay (EIM, fBikas BEXH | F—4 0
3 (s B7RFBAEA) FENE P 54 A
54.1 RET Rearrangement as a Predictor of Baglivo S, Ludovini - - - Oncol Ther. 2020; |25 3CHk -
Unresponsiveness to Immunotherapy in V, Moretti R, et al. 8(2):333-339.
Non-Small Cell Lung Cancer: Report of
Two Cases with Review of the Literature.
542 RET fusion genes are associated with Ballerini P, Struski - - - Leukemia. PEPE N -
chronic myelomonocytic leukemia and S, Cresson C, et al. 2012;26(11):2384-
enhance monocytic differentiation. 9.
543 Symptom improvement in lung cancer Bezjak A, Tu D, - - - J Clin Oncol. PESE N -
patients treated with erlotinib: quality of life{Seymour L, et al. 2006;24(24):3831-
analysis of the National Cancer Institute of 7.
Canada Clinical Trials Group Study BR.21.
5.4.4 Nivolumab versus Docetaxel in Advanced |Borghaei H, Paz- - - - N Engl J Med. PESE N -
Nonsquamous Non-Small-Cell Lung Ares L, Horn L, et 2015;
Cancer. al. 373(17):1627-39.
5.4.5 Functional characterization of a novel Bossi D, - - - Mol Oncol. EESGN -
FGFR1OP-RET rearrangement in Carlomagno F, 2014;8(2):221-31.
hematopoietic malignancies. Pallavicini I, et al.
5.4.6 Targeting ReT-rearranged non-small-cell ~ (Bronte, G., P. Ulivi, - - - Lung Cancer PESE N -
lung cancer: future prospects. A. Verlicchi, P, et (Aukl). 2019; 10:
al. 27-36.
54.7 Updated Efficacy and Safety Data and Camidge DR, - - - J Thorac Oncol. PEPE N -
Impact of the EML4-ALK Fusion Variant |Dziadziuszko R, 2019;14(7):1233-
on the Efficacy of Alectinib in Untreated Peters S, et al. 1243.
ALK-Positive Advanced Non-Small Cell
Lung Cancer in the Global Phase II1 ALEX
Study.
548 Integrated genomic characterization of Cancer Genome - - - |[Cell. ZEE| -
papillary thyroid carcinoma. Atlas Research 2014;159(3):676-
Network. 90.
549 Early cellular abnormalities induced by Cho JY, Sagartz JE, - - - Oncogene. PEPE N -
RET/PTCI oncogene in thyroid-targeted  [Capen CC, et al. 1999;18(24):3659-
transgenic mice. 65.
5.4.10 FDA drug approval summary: gefitinib Cohen MH, - - =~ [Oncologist. ZEE| -
(ZD1839) (Iressa) tablets. Williams GA, 2003;8(4):303-6.
54.11 Thyroid C-Cell Biology and Oncogenic Cote GJ, Grubbs - - ~  |Recent Results ZEE| -
Transformation. EG, Hofmann MC. Cancer Res.
2015;204:1-39.
54.12 Molecular pathways: ROS1 fusion proteins |Davies KD, - - - |Clin Cancer Res.  |Z& k| -
in cancer. Doebele RC. 2013;19(15):4040-
5.
54.13 Lung Cancer Symptom Scale outcomes in  [de Marinis F, - - - J Thorac Oncol. PEPE N -
relation to standard efficacy measures: an  [Pereira JR, Fossella 2008;3(1):30-6.
analysis of the phase III study of F,etal.
pemetrexed versus docetaxel in advanced
nonsmall cell lung cancer.
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54.14 Clinical outcomes with pemetrexed-based [Drilon A, - - - Ann Oncol. PESE N -
systemic therapies in RET-rearranged lung |Bergagnini I, 2016;27(7):1286-
cancers. Delasos L, et al. 91.
5.4.15 Targeting RET-driven cancers: lessons Drilon A, Hu ZI, - - - [Nat Rev Clin ZEE|] -
from evolving preclinical and clinical Lai GGY, et al. Oncol.
5.4.16 Efficacy of Selpercatinib in RET Fusion-  |Drilon A, Oxnard - - - [N EnglJ Med. ZEE|] -
Positive Non-Small-Cell Lung Cancer. GR, Tan DSW, et 2020;383(9):813-
al. 824.
54.17 The ret protooncogene is expressed in Fabien N, Paulin C, - - - Int J Oncol. 23 30k -
normal human parafollicular thyroid-cells. [Santoro M, et al. 1994;4(3):623-6.
54.18 Systematic review of brain metastases in  |Fenske DC, Price - - - Clin Lung Cancer. |23 ik -
patients with non—small-cell lung cancer in [GL, Hess LM, et al. 2017;18(6): 607-
the United States, European Union, and 614.
Japan.
54.19 Clinical and translational implications of ~ [Ferrara R, Auger N, - - - J Thorac Oncol. 55 30k -
RET rearrangements in non—small cell lung [Auclin E, et al. 2018; 13(1): 27-45.
cancer.
5.4.20 Pembrolizumab plus Chemotherapy in Gandhi L, Rodri - - - N Engl J Med. PESE N -
Metastatic Non-Small-Cell Lung Cancer.  [guez-Abreu D, 2018;378(22):2078-
Gadgeel S. et al. 2092.
5421 Ramucirumab plus docetaxel versus Garon EB, Ciuleanu - - - Lancet. 2014 Aug |53 ik -
placebo plus docetaxel for second-line TE, Arrieta O, et al. 23;384(9944):665-
treatment of stage IV non-small-cell lung 73.
cancer after disease progression on
platinum-based therapy (REVEL): a
multicentre, double-blind, randomised
phase 3 trial.
5422 A patient with lung adenocarcinoma and Gautschi O, Zander - - - J Thorac Oncol. 55 30k -
RET fusion treated with vandetanib. T, Keller FA, et al. 2013;8(5):e43-4.
5.4.23 Targeting RET in Patients With RET- Gautschi O, Milia J, - - = |J Clin Oncol. ZEE|] -
Rearranged Lung Cancers: Results From  [Filleron T, et al. 2017;35(13):1403-
the Global, Multicenter RET Registry. 1410.
5.4.24 Alectinib versus crizotinib in patients with |Hida T, Nokihara H, - - - Lancet. EESGN -
ALK-positive non-small-cell lung cancer (J-{Kondo M, et al. 2017;390(10089):2
ALEX): an open-label, randomised phase 3 9-39.
trial.
5.4.25 Preclinical Modeling of KIFSB-RET Fusion|Huang Q, - - - Mol Cancer Ther. |2 3CHk -
Lung Adenocarcinoma. Schneeberger VE, 2016 ;15(10):2521-
Luetteke N, et al. 2529.
5.4.26 RET Aberrations in Diverse Cancers: Next- [Kato S, Subbiah V, - - - Clin Cancer Res. |23 3k -
Generation Sequencing of 4,871 Patients.  [Marchlik E, et al. 2017;23(8):1988-
97.
5.4.27 KIFSB-RET fusions in lung Kohno T, Ichikawa - - - Nat Med. PETUN -
adenocarcinoma. H. Totoki Y. et al. 2012:18(3):375-7.
5.4.28 RET fusion gene: translation to Kohno T, Tsuta K, - - - Cancer Sci. EESN -
personalized lung cancer therapy. Tsuchihara K, et al. 2013;104(11):1396-
400.
5.4.29 Efficacy of gefitinib, an inhibitor of the Kris MG, Natale - - - JAMA. PESE N -
epidermal growth factor receptor tyrosine [RB, Herbst RS, et 2003;290(16):2149-
kinase, in symptomatic patients with non- |al. 58.
small cell lung cancer: a randomized trial.
5.4.30 Vandetanib in pretreated patients with Lee SH, Lee JK, - - - Ann Oncol. PEPE N -
advanced non-small cell lung cancer- Ahn MJ, et al. 2017;28(2):292-
harboring RET rearrangement: a phase 11 297.
clinical trial.
5431 Identification and characterization of RET |Le Rolle AF, - - -~ |Oncotarget. ZEE| -
fusions in advanced colorectal cancer. Klempner SJ, 2015;6(30):28929-
Garrett CR, et al. 37.
5.4.32 Expression and alternative splicing of Lindahl M, - - - |Mol Cell Neurosci. |Z#&3ik| -
mouse Gfra4 suggest roles in endocrine cell [Timmusk T, Rossi 2000;15(6):522-33.
development. J, etal.
5433 Ablation of persephin receptor glial cell Lindfors PH, - - - Endocrinology. S5 30k -
line-derived neurotrophic factor family Lindahl M, Rossi J, 2006;147(5):2237-
receptor alpha4 impairs thyroid calcitonin et al. 44.
production in young mice.
5.4.34 Identification of new ALK and RET gene |Lipson D, Capelletti - - - [Nat Med. ZEE|] -
fusions from colorectal and lung cancer M, Yelensky R, et 2012;18(3):382-4.
biopsies. al.
5.4.35 Identification of CCDC6-RET fusion in the [Matsubara D, Kanai - - - J Thorac Oncol. BTN -
human lung adenocarcinoma cell line, LC- Y, Ishikawa S, et al. 2012;7(12):1872-
2/ad. 1876.
5.4.36 Immune checkpoint inhibitors for patients (Mazieres J, Drilon - - - Ann Oncol. PEPE N -

with advanced lung cancer and oncogenic
driver alterations: results from the
IMMUNOTARGET registry.

A, Lusque A, et al.

2019;30(8):1321-
1328.
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5.4.37 Improvement in Overall Survival in a Mok TS, Cheng Y, - - = |J Clin Oncol. BELM| -
Randomized Study That Compared Zhou X, et al. 2018;36(22):2244-
Dacomitinib With Gefitinib in Patients 2250.
With Advanced Non-Small-Cell Lung
Cancer and EGFR-Activating Mutations.
5.4.38 RET revisited: expanding the oncogenic ~ |Mulligan LM. - - - |NatRevCancer. [BEXHK| -
portfolio. 2014;14(3):173-86.
5439 Final progression-free survival results from |Nakagawa K, Hida - - - Lung Cancer. 55 30k -
the J-ALEX study of alectinib versus T, Nokihara H, et al. 2020;139:195-199.
crizotinib in ALK-positive non-small-cell
lung cancer.
5.4.40 RET gene rearrangements (RET/PTC1 and |Nakazawa T, Kondo - - - [Cancer. ZEE|] -
RET/PTC3) in papillary thyroid carcinomas [T, Kobayashi Y. 2005;104(5):943-
from an iodine-rich country (Japan). 51.
5.4.41 Genetic profiling and the response to RET  |Nosaki K, - - = |J Clin Oncol. ZEE| -
inhibitors in RET fusion positive non-small {Matsumoto S, Yoh 2020;38(Suppl
cell lung cancer (NSCLC) identified by K, etal. 15):9557-9557.
international genomic screening project
(LC-SCRUM-Asia).
5.4.42 Immunophenotype and Response to Offin M, Guo R, - - - JCO Precis Oncol. | %53k -
Immunotherapy of RET-Rearranged Lung |Wu SL, et al. 2019:3:P0O.18.0038
Cancers. 6.
5.4.43 Randomized phase III study of cisplatin Ohe Y, Ohashi Y, - - - Ann Oncol. PESE N -
plus irinotecan versus carboplatin plus Kubota K, et al. 2007;18(2):317-23.
paclitaxel, cisplatin plus gemcitabine, and
cisplatin plus vinorelbine for advanced non-
small-cell lung cancer: Four-Arm
Cooperative Study in Japan.
5.4.44 New targetable oncogenes in non-small-cell |Oxnard GR, Binder - - - J Clin Oncol. PESE N -
lung cancer. A, Janne PA. 2013;31(8):1097-
104.
5.4.45 RET rearrangements are actionable Paratala BS, Chung - - - Nat Commun. PESE N -
alterations in breast cancer. JH, Williams CB, et 2018;9(1):4821.
al.
5.4.46 Alectinib versus Crizotinib in Untreated Peters S, Camidge - - - N Engl J Med. PEPE N -
ALK-Positive Non-Small-Cell Lung DR, Shaw AT, et al. 2017;377(9):829-
Cancer. 838.
5.4.47 Dabrafenib plus trametinib in patients with |Planchard D, Smit - - ~  [Lancet Oncol. ZEE| -
previously untreated BRAFV600E-mutant |EF, Groen HIM, et 2017;18(10):1307-
metastatic non-small-cell lung cancer: an  |al. 1316.
open-label, phase 2 trial.
5.4.48 Metastatic non-small cell lung cancer: Planchard D, Popat - - - Ann Oncol. PESE N -
ESMO Clinical Practice Guidelines for S, Kerr K, et al. 2018;29(Suppl
diagnosis, treatment and follow-up. 4):iv192-iv237.
5.4.49 The RET/PTC3 oncogene: metastatic solid- [Powell DJ Jr, - - - Cancer Res. PETUN -
type papillary carcinomas in murine Russell J, Nibu K, 1998;58(23):5523-
thyroids. et al. 8.
5.4.50 Overall Survival with Osimertinib in Ramalingam SS, - - - [N EnglJ Med. ZEE|] -
Untreated, EGFR-Mutated Advanced Vansteenkiste J, 2020;382(1):41-50.
NSCLC. Planchard D, et al.
5451 Differential expression of RET isoforms in [Ramone T, Romei - - - Endocrine. 232 30k -
normal thyroid tissues, papillary and C, Ciampi R, et al. 2019;65(3):623-
medullary thyroid carcinomas. 629.
5.4.52 Phase III trial of cisplatin plus gemcitabine [Reck M, von Pawel - - - J Clin Oncol. PEPE N -
with either placebo or bevacizumab as first- [J, Zatloukal P, et al. 2009;27(8):1227-
line therapy for nonsquamous non-small- 34.
cell lung cancer: AVAIL
5.4.53 Shifting paradigms in non-small cell lung  |Riess J. - - - |AmJ Manag Care. |Z&E K| -
cancer: an evolving therapeutic landscape. 2013;19(19
Suppl):s390-397.
5.4.54 A comprehensive overview of the role of ~ [Romei C, Ciampi R, - - - Nat Rev PEUN -
the RET proto-oncogene in thyroid Elisei R. Endocrinol.
carcinoma. 2016;12(4):192-
202.
5.4.55 Role of RET protein-tyrosine kinase Roskoski R Jr, - - - Pharmacol Res. PESE N -
inhibitors in the treatment RET-driven Sadeghi-Nejad A. 2018;128:1-17.
thyroid and lung cancers.
5.4.56 A mouse model of KIFSB-RET fusion- Saito M, Ishigame - - - |Carcinogenesis. ZEE| -
dependent lung tumorigenesis. T, Tsuta K, et al. 2014;35(11):2452-
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