RETEVMO

= B ERE (YR 2020 & FDA A8 /)

Selpercatinib

40, 80 mg/cap

e N B | JTREEZER ;E%/

y

> kKBHRABRET EEFIS (gene fusion)/ 152 RET EEEE -

Y

FARABRET MEGHRERSIE/ AR -
> BRET RERFIRIREERRE

MpHASK RS 4 RET RE B HARIRBEIRE (MTC) -
> HARET e EREREMHRSFRERE -

AEMAN 12 B LFRZERENRERAN

US FDA
(ié]:nﬁ;i@ AlBRERET/ERRA Al BRAE R g;
i8)
Metastatic RET | Phase 1/2 trial Previously Treated 160
fusion-positive | Advanced RET fusion- (n=105): mg
non-small cell | positive NSCLC who had ORR (%) : 64% BID
lung cancer previously received Duration of Response
(Adult) platinum-based (mons) : 17.5
chemotherapy (105 pts) % with 26 months : 81
and those who were Treatment-Nai~ve (n=39):
previously untreated (39 ORR (%) : 85%
pts) Duration of Response
N EnglJ Med . 2020 Aug (mons) : Not estimable
27;383(9):813-824 % with 26 months : 58
Advanced or Phase 1/2 trial Previously Treated (n=55): | 160
metastatic RET- ORR (%) : 69% mg
mutant Advanced or metastatic Duration of Response BID
medullary RET-mutant MTC who had | (mons) : Not estimable
thyroid cancer | been previously treated % with 26 months : 76
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(12mA )

with cabozantinib or
vandetanib (or both) (55
pts) and patients with
advanced or metastatic
RET-mutant MTC who were
nai“ve to cabozantinib and
vandetanib (88 pts)

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

Cabozantinib/ Vandetanib
Nai“ve (n=88):

ORR (%) : 73%

Duration of Response
(mons) : 22.0

% with 26 months : 61

thyroid cancer
(12mI )

cancer who were
radioactive lodine (RAIl)-
refractory (if RAl was an
appropriate treatment
option) and were systemic
therapy nai“ve (8 pts) and
patients with RET fusion-
positive thyroid cancer who
were RAl-refractory and
had received sorafenib,
lenvatinib, or both (19 pts)

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

(mons) : 18.4
% with =6 months : 87

Systemic Therapy Nai“ve
(n=8):

ORR (%) : 100%
Duration of Response
(mons) : Not estimable
% with 26 months : 75

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

* 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
Survival
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EFES

1REEY) - SEEEM anti-RET AEEHIHIEI(Solomon 2020) - #1#I wild-type
RET, multiple mutated RET isoforms, VEGFR1 and VEGFR3, FGFR1,2,3 - 5E£45#]
HEA RET ERRE/RE (W CCDC6-RET, KIF5B-RET, RET V804M, and RET
M918T) RV AR & 1 -

it R EHEA EEIER

> EREEHMER (ER30%MEAZEEIEL) -

> HIFEMEKEREE  BMEE D (43% ; 3/44% : 2%) ~ /MR 33% ; 3/4
R 3%) -

AERFEREAEREIER

1. DHEIEZRS : SMEG5%) - KEGB3%) - HDEBQTERAR(17%) - B8
RIME -

. REBRE KB Q2T%) -

3. ANMENHERL  MEASE4%) - MEAEEREE4E2%) - MI5FEFE
(41%) ~ BERIEEHS(31%) ~ MEEPEIR(27%) - MEEFE1R(24%) ~ [MIRFAS
(24%) ~ B MHE(22%) ~ FARBRINEEE T (9%) - BREAERE -

4. BEBBEBERL - O52(39%) - BBR(37%) ~ BH(25%) - IERE(23%) ~ BE/L:
(23%) ~ &t (15%) -

5. IEZMA : Hill(15% ; 3/44% : 2%) °
Wl 245 : ASTHE(51%) ~ ALTHS(45%) - BB T+ 5 (36%) ~ MEALER
HE(23%) - FEEE - #RASIKIE -

7. Bz  BIIBERE LF(37%) - BEHBINRERE -

8. WIRZ : XWR(18%) ~ IR ZE(16%) °

9. HE : E®B3B5%) - BEE(23%) °

1B EREREMETEASRE  KENEIER - 85  ENASNEIER  RARRRRNER -
N2 E T HBNEMEN TR - ENAFRNEEEREEEERRRHTNE RS IHE
# (Common Terminology Criteria for Adverse Events, CTCAE) + & {5 FRBR T A B LB AL -
FgERESHNREEIR - SUSRABELANOBRNE - PREM (R PRER) - &

AAMERSE LR - AEOEE R - T furmation 2022
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BEGRH& ) (4 RI|WIET (5 4K) - 28E 3 RULHRIFERE -
WIFEE ; BRE 4 R - KZ

Bl =R 2

> BIBEAZHERHZE

BEENAREHETE SR
FEERNTABRERE

B eGFR215mL/minute : FAEZRHEH S

B REIBINEEAZE(End-stage renal disease) : (FEEEZREIE CRIEHE
i)

> HFIgER=E

& (total bilirubin >1.5 to 3 times ULN
and any AST) : AREERHEE=

s=dh

B #E (total bilirubin < ULN with AST > ULN or total bilirubin >1 to 1.5
times ULN with any AST)

i/~ """I:I|:|
£ - BoH|Z

ZmaElfFEr -
B 5/¥ (total bilirubin >3 to 10 times ULN and any AST) :
mg BIDFAZ & E %80 mg BID -
> KA

£120/160
BERIZmElER -
SEERITEAT - Selpercatinib®l S A% EE
Dose reduction

Eﬁ gA nYn”

Patients <50 kg|Patients 250 kg
120 mg bid 160 mg bid

F—IEHREEIE 80 mg bid 120 mg bid
F_PEHAELE 40 mg bid 80 mg bid
FE—PEFHAEEE 40 mg bid 40 mg bid
YNRABEMSZ 3 REISFEFE -

12k X 1F A selperatini

IBHAR RIEBRREE
EERE

IH]

%
il

H]

C Ra(MEBA LI, R EANE L, M) 5= 4
SRS G 588 E

=i
TR FoAY -

ERBAEIRIU L, EXFiE - BLFEE2H
F BEESORDEEBITHE

A=<

3 8k 4 4R

B
SRESHIERREE  BR
15 Fselpercatinib B2 2 14 1= R ZE 11

£ H selperatinib EEWEZE#EF 0L 1 4 - HNREENE
KA ME4F -

W ° EDPDIN 54 E‘ [=A
XA IZHA selperatinib -
AEERSE  BERN - AR SRR R -

-

oo ihn ]‘t&h’?}*\%‘é‘-"'f(@?\
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> REBRNE (EBEIRWME)  FHRERBRIT7TE  EREERE B2 -
FAETRE « IIRARE - HBEEM/)\WIE N EREE _EF (transaminitis)

BlfEH

F= 38

PR/ A

B2 (BI=Z% 1 mg/kg methylprednisolone [3} 53
=]) -

RRBEERELUR VW IEL ERE - SHHiA%E
selpercatinib - AEBE O =B N EEIEN 1 EH =

BEHHERE -

MRBEBHSRIE - 15 selpercatinib WA F AN E B E

AR

2 ENERRIT selpercatinibZEEI= - O] IEEFRK
BREEREE 2 Z2HE selpercatinib BE - ABZEHEN

HREBMBHRE - | XXEH selperatinib -

> BME : XKN=p2Z—WNWEEBRXESNE - S 3RSME - ROB 44K
ME - EEaBEPERNSNEEEEBNE MEAEAES - B—LERE
HE e FEEoR DB S 4GEHI S ME -

&l {EH

Rz 38

ERGEaERR(CEE ABEREFINS [MEFRZE PREE selperatinib -

RIBBRERE  SECsEFEERRIHARZNSM
BRE (RIBNME ) ~ P Efiselperatinibia
& RV EIEN /S KAIFE -

34K : A (SBP 21

YN

60 mm FRIAEBES MBEE - BR 3 RSIE - B

Hg or DBP 2100 mm HQ),& | £17 F REMSMERE - EMENFEEESA -
Y aE  HEe—

L EZE | EfFslpercatinib - E5MEBRSRIBESESIR - &
REIE - EFFEE selperatinib J8% -

& BMSME

EIE -

AR fE R A& (eg, SIMBEE | KAIFEE
- R E LK
ARSI ACE1S) -

== oh BEX
EEES

FrEMEHRSE  EBRE - &

[1

A5 R JERVIE SR BT 2 R R EE AT - 2022
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QTREIRNE (BEHESHQTCF
060 msecld t) B AERI XA

intervali& 1 Z >500 msec X QTcF intervaig
AED - AREEME - EMEE - EMmEs -

BlfER

B2 38

34%: QT. >501 msec = #EK
H#EAN60 msec

HEBEO1
selpercatinibB4s -

1= A selpercatinib EEZW&EZE
- RERE—(EREHLE

4#K: Torsades de pointes(iB &
£ mEA (polymorphic

ventricular tachycardia;)

m‘

KANFEE

HEtEERENEERA)
FRERERL1E

- BRERE - RE

KBE—FMABAST » ALT EFH(E1HE3/44R) -

- RS - FLEa

e Fa%

&l {EH

fe= 38

3/44K

AIAST ALTIIEITE:M R/ EMER -
,:.F TWH5ESEERAST ~ ALT -

—PEHI £ |

- EARISE 284 I REIEA Z B E

Eﬁ EJAST ALTZ/DIE

E_
J:IIL
E

M e

> HtARXIE

&l {EH

B238

3, 4R

LA EEERER O 14K - A&

ZAN
:él‘lilglé °

A——
=¥
(B

& E¥iselpercatinib

>

Az BRKEA -

&R A BRAEIERE (Tumor lysis syndrome) (58 medullary thyroid
carcinomaBERHT) : AREFrEERERERER -

SEEE - BIEE

FrEMEHRSE  EBRE - &

A5 R JERVIE SR BT 2 R R EE AT -

c
“;EB{?\ tuu ’Tw 1(@?\
EE:
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EYZHIER

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

(moderate) CYP3A4 (weak)

> FHEEBENBEEYIOFR - FE2RELS5EER - MINERIF/K
EES 1JGF/£ mERZYHOFREEBELIENEZHMAER -

iR PR B RIIE B

> FHEREEEESs MR RET gene fusion status (non-small cell lung cancer
or thyroid cancer) Eispecific RET gene mutation (medullary thyroid
cancer) °

> FMFINEE(AST/ALT - EtE(E - si—ERASME—RX - HEBH —REKEKRE
skigfl) ~ QT interval &R A G @/ CYP3A |nh|b|tors or medications
known to prolong QTc interval - 7ZREEZE@A) - EEEE - TSH (B 15

aEEE SRR - RBEMREF(EREER) RERAER - R

B (BHE - —8B%  BEE8H -REREKRFREH) - B8 J‘FﬁU‘a@E%EHﬁ
(B8 - L1 - BORSHEEREARERR] - REBEY -

> BRI RA  SaERIRER B REENIR (HBsAg ) ~ OB Rz 0nge
(anti-HBc) - SBIfTRFEE A (anti-HBs ) - Bt aEEAHBVER
FESE - EiRfl®  FBEETRERELIEEEERENIREEY AR -

FRMEHRSE . B - HROET TR LRI BT - f,jg'gm ormation 2022
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Selpercatinib is a highly selective anti-RET (REarranged during Transfection)
kinase inhibitor (Solomon 2020). Selpercatinib inhibits wild-type RET,
multiple mutated RET isoforms, vascular endothelial growth factor receptors
1 and 3 (VEGFR1 and VEGFR3), and fibroblast growth factor receptor (FGFR)
1, 2, and 3. Certain point mutations in RET or chromosomal rearrangements
involving in-frame fusions of RET can result in constitutively activated
chimeric RET fusion proteins, which may act as oncogenic drivers, promoting
tumor cell line proliferation. Selpercatinib has 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).
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/ RET fusion protein
'
MET TKis |

Type I: Type It:
Crizotinib Cabozant
Capmatinib

A MET mRNA
Ans MET mRNA
A MET mRNA

C-MET gene
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22/ )\0T N

1. —XMR - EEKERE (RAIBREED ) ; FEBRERE - &

SEBER T RAREEISAI6E/ UL - BRIRGHIR -
2. WAERMHMEY  FEARSEEAENBEER - (BEE
=

3. BETMEER  SAMNBRSEREA— - NMRMEXS - IJBEH
ERREY T S R -

4. HFELM - FE  BRESELEFLEZEEASE -

5. ERRBRIRE BLREFREAREEBRRED (BRE) 19

6. WETSESFELEENRBEES B - THHARRERS
= EEGBNERAE R RE RS R -

7. EMERISM3/ABNETZEEREERZ S A GESAE -

8. WAREUIER : FEDLE  BRE - BMER - SOESHRE -
I B -

AAMERSE LR - AEOEE R - gf_.'-:’gfhifwm@-.j—{(m 2022
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