RETEVMO

REERE

= B3 FEE (295 2020 £ FDA A3 )

40, 80 mg/cap

Selpercatinib

LS IN-Uidls) e it

> kBB ABRET EE RS (gene fusion)/ 52 RET ERE % -

Y

ARABRET ME G HRERSIE/ \ARiheE -

7

> ARET REMFRIRIEERESEMAN 12 U EREZSAENZERAN
MRHASL EEFZ 14+ RET RE B BARIRIERRE (MTC) -
> HERET REaERGBERNFRIRE -

US FDA
il 3ng
(P92 ME LS
i)

%itﬁﬁnx n‘l’/iﬁmﬁA

AERAER

Metastatic RET
fusion-positive
non-small cell
lung cancer
(Adult)

Phase 1/2 trial
Advanced RET fusion-
positive NSCLC who had
previously received
platinum-based
chemotherapy (105 pts)
and those who were
previously untreated (39
pts)

N EnglJ Med . 2020 Aug
27;383(9):813-824

Previously Treated
(n=105):

ORR (%) : 64%
Duration of Response
(mons) : 17.5

% with 26 months : 81

Treatment-Nai“ve (n=39):

ORR (%) : 85%
Duration of Response
(mons) : Not estimable
% with 26 months : 58

Advanced or
metastatic RET-
mutant

Phase 1/2 trial

Advanced or metastatic

Previously Treated (n=55):

ORR (%) : 69%
Duration of Response
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medullary RET-mutant MTC who had | (mons) : Not estimable

thyroid cancer | been previously treated % with 26 months : 76

(12 LA £) with cabozantinib or
vandetanib (or both) (55 Cabozantinib/ Vandetanib
pts) and patients with Nai~ve (n=88):

advanced or metastatic ORR (%) : 73%
RET-mutant MTC who were | Duration of Response
naive to cabozantinib and | (mons) : 22.0
vandetanib (88 pts) % with 26 months : 61

N EnglJ Med . 2020 Aug
27,383(9):825-835.

Advanced or Phase 1/2 trial Previously Treated (n=19): | 160
metastatic RET ORR (%) : 79% mg
fusion-positive | RET fusion-positive thyroid | Duration of Response BID
thyroid cancer | cancer who were (mons) : 18.4

(1251l L) radioactive lodine (RAI)- % with 26 months : 87

refractory (if RAl was an
appropriate treatment Systemic Therapy Nai“ve
option) and were systemic | (n=8):

therapy nai“ve (8 pts) and | ORR (%) : 100%

patients with RET fusion- Duration of Response
positive thyroid cancer who | (mons) : Not estimable
were RAl-refractory and % with 26 months : 75
had received sorafenib,
lenvatinib, or both (19 pts)

N EnglJ Med . 2020 Aug
27;383(9):825-835.

* mPFS: medium progression free survival; ORR: Objective response rate;
DOR: duration of response, CR :complete response, MDR : The median
duration of response, DC : Disease control OS :overall survival, mOS : median
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Survival

EFRES

1ZEEZEY) - SEEEY anti-RET AUESHIHIE| (Solomon 2020) - #P &l wild-type
RET, multiple mutated RET isoforms, VEGFR1 and VEGFR3, FGFR1,2,3 - 55431
HE7A RET EEMEG/RE (W CCDC6-RET, KIF5B-RET, RET V804M, and RET
M918T) 8% AR ReE 4 -

it R EEEAEEIER

> BREEMMER (ER30%MWEAZEENRL) -

> EIMREREE  AIMEED43% ; 3/44% : 2%) ~ /M08 (33% ; 3/4
R 3%) -

TESENEREIER

1. OHME &4 : SIME(G5%) « KE33%) « LEEQTEMRIIR(17%) - &
RINEE -

. EBZR#M . BBQRT%) -

3. ARWMEBRHEZS : MEASA44%) - MEEEEMEE@E2%) - MIEERERIE
(41%) ~ FREREAS31%) - ME5EIEQ27%) J]]li‘?lZ B(24%) - MBA S
(24%) ~ {EIM1E(22%) - EFARIRTNBEIE T (9%) - EHIERE -

4. BHEBEIERS  OF2(39%) - BE(B7%) @M\(ZS%) - B8R (23%) ~ BE/D
(23%) ~ &Mt (15%) -

5. MAEZ#HA : HM(15% ; 3/44%k : 2%) -

Mgz : ASTHE(51%) * ALTHE(45%) - it H = (36%) ~ BALR
AE(23%) - F%% - EEEIE -

7. BWZ%  BIEEEH LEART%) - BEMBINEEEE -

8. MIRZ# : ZE(18%) « NEIREEE(16%) -

9. HE : EHEBS%) - i85 (23%) -

SHE . BT THASRE - FRNENEER - 8F | EMASHEIER  RAERRRER

EE NMANEMZEYMTEERIER - ZYaIFANEREHERREMRRHIFINE REUR
(CommonTermlnologyCrlterlaforAdverse Events, CTCAE) - BERREIREAEREEBEE -
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MREREE DK - BEDBRHRE XGRS B2

ER A& ) B4 RMIIET (5 R) - 28E 3 RULEIFRE
FEE  BRE 4 BB KSBEERNABRER -
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NREY(R) PRER) B
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S E
HFEENAREHETHSHRE

B eGFR=15 mL/minute : &~
m RERE

TERRENS

INeEA = (End-stage renal disease)
&)

> KIgEA=E

 hEREZ

S

(R T
B EE (total bilirubin < ULN with AST > ULN or total bilirubin >1 to 1.5
times ULN with any AST) ~ /& (total bilirubin >1.5 to 3 times ULN
and any AST) : AREZREHS - BRAZEREIFH -
B /¥ (total bilirubin >3 to 10 times ULN and any AST) : #£120/160
mg BIDFAEEIZ 280 mg BID - B2 HIZmEITER -
> EISEERITEAT - Selpercatinib® =A% iE =
Dose reduction|Patients <50 kg|Patients 250 kg
FEE 120 mg bid 160 mg bid
F—PEFEREEIE 80 mg bid 120 mg bid
= _PEFEREIE 40 mg bid 80 mg bid
FE—PEFEESEE 40 mg bid 40 mg bid
MRABEM = 3 REEFEPE - BIZKAFH selperatini
E5/IEFHREAR REAMNERE
> HM:EBEERE - Mam@EALREARNEE LM, &) F=H4
Bl{EFA EiE
BLORSHEE | smeFinn  ERABETAML ; EXFiiE - BEE
- -BZ2EO0RDESHBTHRE -5
£ FselpercatinibBy % 2= M 5 R &2 17

- BIEFEEE2B L
OREEERER - BR
e AL BT o
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384 #& 1= H selperatinib EZEWEEZEZEE 0 1 & - HREEING
KEMHEHMSES - XAFH selperatinib -

> REBRNE (BA3MME)  FHRERER1LTE  EAREHFEREE K2 -
e - ILARRE - HBEE I/ RE NS E S A _EF(transaminitis)

EIfER R
PRB A MR EEEBYIRIE - 15 selpercatinib WA AR B HE
B2 (EIZ7% 1 mg/kg methylprednisolone [3% &30
=£]) -

REBYAERELURVVTEESRE - Sk
selpercatinib - AT ol fif2 45w N EEBMN 1 EH SR
2 - EIEDRS selpercatinibiZZEEIE - oI MEEFRN
BRERE X ESIBZE selpercatinib BIE - ABZHREN
BHEE RS -

HRERMBEHNRE - | XKXAFH selperatinib -

> BIE: AN=HZ—WBERESNE - 01 3 BE0E - RO5 485
ME - BEARPLRNENESSEANSNEBLRRLE - B—L8E
B P HHA ) B B B [ -

Bl {EH BRI
TR aEAR(CIER AZHEARIZEH NS [T E P EE selperatinib -

REERSEREE - SMECEREERBSHEERST
BaE (RIEBRME ) ~ PErselperatinibia

B BB E /KA IFEE -

34K : A (SBP 2160 mm FRIASB(ESMEEE - HX 3 RSME - &S
Hg or DBP 2100 mm Hg);& | £17 r&EMsESE - BMERNFEES A -
Zmya e a8 | BiFslpercatinib - ESMBERESEGIR - &
e & BRE= - EFF% selperatinib JA%E -
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44R B REd (eg, BIMERS

& BUSME - FFEX
ARBSHELIRE) - FTEER
EE -

m‘
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KA 5 2

> QTERAIR (BEHRSAQTC

060 msecld t) R aERI K EES -

F intervali&NZE >500 msec X QTcF intervaid
AaEEmE - KM - Emss -

Bl{EH

F= 38

3#4%: QT. >501 msec & #RA
H#N060 msec

1= A selpercatinib EE®REZEEME 0 4 1
- REEBRIE—(ERE T SselpercatinibFta -

4%K: Torsades de pointes(fi&&
A AEAR (polymorphic
ventricular tachycardia;)

KA FEE

> HEM(EBEEREMSURAL) B —FWABAST - ALT L (8153/44K) :
FHRERERLIE - BRERE  (kKRBEZRZFELE  #BREE - F18
BlfER =38
3/A#R m IEaE  SEEMAST - ALTIIEI?’E_ 1R/ B ER - #
=L TEMETE ) A - WHESBEEAAST - ALT - 5
EOMBARES LA T —EHEIE
u ﬁ«—u:&'%?:ﬂ%@ﬁ"‘ FAEIEZEZEE U RENER ZRIRVE

g WHKESHE

BLRIAST ~ ALTZ /DU

> HtARKIE

Bl{ER
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3, 44K
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> BEEEARRIEEEE (Tumor lysis syndrome) (TEJ&Emedullary thyroid
carcinomaBERT) : AREFrEEREERER - SERBRAER - BIEE
A& RKFEA -

EYZHIEHA

> Substrate of BCRP/ABCG2, CYP3A4 (major); Inhibits CYP2C8
(moderate), CYP3A4 (weak)

> O FEEENBEEYI LA - FEAEBEN/EER - NSRRI/
EEENERE FEREYHAFHEEELENEZHMAER -

P SEFENEL =)

> AHEREEEES s MERFRET gene fusion status (non-small cell lung cancer
or thyroid cancer) gispecific RET gene mutation (medullary thyroid
cancer) °

> MINEE(AST/ALT - EWtE - si—EABME—X - EFEBH —RIKERAKFE
kiRl ~ QT interval (BR A A/ CYP3A inhibitors or medications
known to prolong QTc interval - ZREEZA) - EEEE - TSH (B#E -
AEEEE ) - RBEREF(EFEER) ARRAER - B2 - [
B (EfE - —8B%  EE8R—RIKEKRET K@) - BB NAIZERAER
(B8 - L - SRS HEERREARERR] - REBREY -

> BEUF XA JaERI R JBRTRFRE TR (HBsAg ) ~ SEINF KZEe
(anti-HBc ) - ZBIFFKEREMAES (anti-HBs ) - B@MEiBEBHBVER
RmESE - e BEETREREUEEZEERTEN RSB ER -

REMEHRSE  EBFHM - Bl RS RIS EER B -

0

P28 infermatien 2022

R



L]

Selpercatinib 2—f&5E#E 4R anti-RET ( REarranged during

Transfection ) B8 R B BEGHIHIE - Selpercatlnlb o] {NHIEF AR RET ~ g%
A RET £#882 - IERNRERREF=HE 1 8 3 ( VEGFRT B2 VEGFR3 ) - DUK AL

HaEAEEREFSEE ( FGFR) 123 Eﬁb RET BUBLSRE S0 RAENEHE
( in-frame fusions ) R EE - OBEEEREAMEEN#RE RET IS &3

BLEEHIFRRERSET - ﬁLEﬁﬂWﬁPE Selpercatinib BESAE
ARG HRE

( B2& CCDC6-RET - KIF5B-RET ~ RET V804M ~ RET M918T )
S RET EABAMEE(CRVAIRS - RIRNEREMT -

| Antl-HGF mab:

i i
RET % %2:% :\E:': 3; T
= r‘; ﬁ)\-] j:(iL
-ml® g lg & @
o

32 2]
RET fusion protein '\\ ‘\

T MuliTKE Selective-THI: | thcdu -TKI:
oo MET mRNA | inil

2 = PN MET mANA |
APTARR o MET mANA |
Tepatinits

|
e-MET gene |
armplification
NFDPDGTG oMET gane et
MPHGTIRPNGT MET gene ¥ parnargars 3 FRET 5o e [} ¥ WTRK 1203
Nucles  panononet oMETome  NODDBOVIT  MIVQTDIDLN
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1. —KMR - BERERA (REIRESD ) ; FEBARERE - R
FEEERE M RARZEREOE/NKL L - BRIASHR -
2. WAEHEMEY) FEMBEESEEEY LBREIER - (LHZ

=F
3. BETMERR  SANESLRER— - NRNEAS - TS

SRRE R R 5 -
. BAHM - BE - SRRSEVARLOSGEEAS -
5. EENERRE  FRRAFRERRERARRET (58 K

== K~k
==

6. WZEOBEIFELBRENMIRREES - 51 - LB ARKRERRE
EFERVEANRBRE R 2ia e e lEE -

7. BIfERZE £&3/4£&ED%‘T<E§E|JT’E%%% 2 AR ER ISR -

8. BRAREAIRR : HBINEE - ERE - HMER - BES HFRIE -
MR -
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