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Midostaurin

25mg [ capsule
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eSS R i %
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EMH 2017 £F 4 B FDA 5% £

7

l:;é;? Al B EREt /B AR A A ERAER RERE
Newly RATIFY, phase lll | Median f/u: 59 B Midostaurin 50
diagnosed RCT. months. mg PO QD BID
AML with 717 pts. mQOS: 74.7 vs 25.9 from Day 8 to 21
FLT3 (1:1 midostaurin months. * of each induction
mutation. vs placebo, both | 4-years OS: 51.4% & consolidation

arm with standard | vs 41.3%. * C/T cycle.

induction & EFS:8.2vs 3.0 B Placebo with

consolidation C/T) | months. * standard

Ref: N EnglJ Med | 4-years EFS: 28.2% induction &

2017;377:454-64. | vs 20.6%.* consolidation C/T.
Advanced CPKC412D2201, Overall response Midostaurin 100 mg
systemic single-group, rate: 60%. PO BID for 4-week
mastocytosis® | open label phase | mOS: 28.7 months. | continuous cycles.

Il trial. mPFS:14.1 months. | Dose reductions to 50

116 pts mg twice daily of no

Ref: N Engl J Med more than 21 days

2016;374:2530-41. were allowed if toxic

effects occurred.

e AML: acute myeloid leukemia; C/T: chemotherapy; EFS: event-free
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survival; f/u: following-up period; mOS: median overall survival; OS:
overall survival; PFS: progression-free survival; RCT: randomized
controlled trial; TRAEs: treatment-related adverse events. “*" symbolizes
statistically significant.

e a:including aggressive systemic mastocytosis (ASM), systemic
mastocytosis with associated hematological neoplasm (SM-AHN), or
mast cell leukemia (MCL).

> EMER

B Midostaurin 5 —{E# FDA %ol & FHR#2E AML B FLT3 #0501 -
RERAR AML B FLT3 (IRERIR - ERFIESEEI6EH
midostaurin AR - MBEZEBAMERFER -

B 32 midostaurin EAR#Z O] EEAHRS AML maintenance therapy - 1BE&
PREIAT S 827~ midostaurin thEEARUR M E A TIEEM - £ AML, FLT3
ITD mutant W ARFEERZE - MEZRBERINENERSNER
= - FAIEBEAIZIE FLT3 #1HI% a9 5t 88 1F 2RI maintenance therapy %t
REBRRAZEBEM -

B f%Hi(advanced) SM EABE ST KIT D816V K=& - AIEGEEERA
PR - M midostaurin #H# ¥ SM m AEE L HAEEAMIE R EREEE
e

> EYFESE - Midostaurin B EE staurosporine RZEB IR - FZEDRR

1980 =B HE Streptomyces staurosporeus Fi R EEHR - BEIEE B

%l kinase RAEMPEIEAMIBERI KA - BEZE 1990 ER D FEMERE

B BEHN AMLEBNERZRE FLT3 AR FNIER - FHHBSHRAEBIA

HE - 2000 £ EFEIR midostaurin EENWERBREZERNTT AML BBEXY

R BERFGAIREREBE K ERENEREEERENEZEY - ZHERE

NHEmR - 281 R/R AML WE S M iR Ra BR B R st W) A A WBE 1 H] - BUR

BABAMABSHER - #HAEREZ AML ZEH®RAH R/RAML&BE

Bt - EIE 2008 FRAAY RATIFY trial EREARBMERIKE - S6HRAB

REBANMZERA - WISHERRMAE -
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ERKE
TR0 % - BRI EEAME LAY FLT3 - PEIEARPRIB RN SRAVEE - M A ERE
==

Mt EHES EE ER
> B PR ER (30%-90%ME A S AR O s IR )
> IFIMREREE (EBRGHERZEESEFTE) : & (93%) ~ M/)Mi
H(95%) ~ BMIKIE T (97%)

AEFEREREIERA QIFLT3REN2UERMEBEMBERARE)
1. DOMELSEEFER : LEBRESE - QTc BRIER(Q20% ; 3/44 : 6%) - &
[MEA(8%) ~ L\BINEFEIK(4%) -
2. REFHEEIER  ZTE (14%) - KE#ZE (7%) -
. BHESEBIER ;- B (46% ; 3/4 4R 3%)  BER (4%) -
4. KBRADXFHEEER : SIMEQO% ; 3/4#4 : 7%) « REAS (8%)
=105 (3%) - i2E L (7%) -
5. [BEEBFSEEIER : IR0 (83% ; 3/4 4 : 6% - REZFAHBRK) - ENL
(61% ; 3/4 4% : 1%) ~ FEPER (66% ; 3/4 4% : 11%) ~ FE(15%) - IEE -
6. MAFHEEER : BPHEMIKENSH3EE 83% ; 3/4 4 : 83%) « =3
HRE (32%) « R MIEERE aPTT E& (13%) * 22 (5%) -
7. BRIAXZEEIER . SEIERE 28% ; 3/4 4 : 3%) - FHETERE
(14%) - O IRAEZRER -
8. WIRZAEER : MHEPEER (11%)  REM (28%) ~ FHEEFEK (6%) °
. BEEARGEIER . BIEAE (12% ; 3/4 # . 5%)
10. DIEBEBAEEITFA | KR (12%)
A BREEETRKHARE - FIWENEIER - 81  EYASHEIFR - RAERRIBIOER -
HEE MBENEMZENWTRERIER - ZYEFRNEREREEREMRRGEINE RSHE

#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 8 AR MR A EEAEE -
FRERESMNRERENK - SHEIRBARELRANEADE  DAREMOR)  PRER) - &
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BGRH& ) Ba(4 RI|IET (54) - 2RE3RULNEIERE  FEENARERETHSHE
WIFEE ; BRE 4 RIBEY  AZTBEERNTABREE -

il =R
> BINEERE . HEREEHAEREE -
B ROEBINEAE(CLCr: >=30 mL/min) : WAZEEFEE TR
E - mERREmNE

B BREENEAEZTECLCr: <29 ml/min) ~ RZERE : HEERZZEZH
BES(EARWMRR) - RERER -
> MIgEAZE  HEREZSEZHARBEE -

®  Total bilirubin % ULN 8 1.0~30 & : TA@BEFEEINRE - 7
BRBEIE -
B Total bilirubin % ULN £ 3.0 20 I : 528505235 S8 B (14 R 3R

FiE) - JRREBERFER -
*ULN: upper limit of normal -
> WKIBEIEAFAZE

B BH¥ FLT3 REM AMLIRA - MEREIERRZES - ARRER
RO R AR B R -

&t¥ Advanced SM HJ5E A (ASM, SM-AHM & MCL) : 2B RE & FE/H
mEEEETRAE - (RTR)

EE/ EIERFREARRERRENEE
HHEIFRHERE

BAI{HEEEH ¥ Advanced SM BRREN T S /%
Z1ZH Advanced SM /s AREERA -

A\

RERESI - LUNRAIZ 2

- s
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> MRERESH :

Advanced SM 5% A £ A midostaurin 100 mg PO BID - BIMIKE TR ER
%5 61% (Grade 3/4 % 19%) ; M/IMRIETF % 50% (Grade 3/4 % 27%) ; BT
A% 60% (Grade 3/4 % 19%) -

gl E A BERIR raptd
ANC /MR 1 x10°%/L B3E {2 midostaurin &2 ANC [E118% 1 x 10°/L X

MCLJ&A ; 8% ANC /iR 0.5
x 10°/L B ANC FOAERIH
HER 0.5~1.5 x10°/L

£ 2% 50mgPOBID WEIEEMAT - ERA
BEAMY= - S EI£38%[E 100 mg PO BID -

& ANC HERREEERE 21 R £ - HERERZE
midostaurin 0% - BIZK A FFELLEE -

M/ iR g /R 50 x 10%/L
HIFMCLIBA ; st/ &
S/ 25x10%/L - BRA
BERIREMES 25~75 X
10%/L

# 12 midostaurin EEIM/\REEEIEZ 50 x 10%/L
MLt 2% 50mg POBID WEIEEMAT - &R
ABESM S - BigH =% 100 mg PO BID -
MR EERERREERFE 21 R L - ikt
& midostaurin &5 - RIZKAFALLZE -

M4 (Hb)/)\ik 8 g/dL B
JEMCLIEA ; SkBRIBBAK
BB - BRGAERN
MATZERES 8~10 g/dL

1 midostaurin EZIMAT&=E%E% 8 g/dL LI E -
Z#LL 50 mg PO BID WEIEE#4 T - HR ABEL
M - Bi&EE7%(E 100 mg POBID -

= M/REERERREERGE 21 R E - HiEkE
& midostaurin &% - RISk A ALLEE -

*ANC: absolute neutrophil count; Hb: hemoglobin; MCL: mast cell

lymphoma.
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> BEEEIFR
Advanced SM 5% A f£F midostaurin 100 mg PO BID - HIB/LBEEXRSE
82% (Grade 3/4 : 6%) ; Nalt 324 =A% 68% (Grade 3/4 & 6%) °

Bl fERERIR BRI

EogENAMEL | B E{E midostaurin Z X(HAREBIE) - Z#LL 50 mg
Ent - FEFHRES POBID WEIEEM4A T - BRABENMT - BiEE £
A LEM R - #2[0] 100 mg PO BID -

> HiSFM&AARESMY
Advanced SM 5& A f&£F midostaurin 100 mg PO BID - F& 7 & 75 B K B0
B AIRITERSN - Bt = AR ERIEBEE R KR S5%BITFARAEZE9%) - &
BETM9%) - Fhsk(8%) « FIMAE(9%) ~ KIE(8%) ~ [TIRA 2k (7%) -~ FESE
(6%) ~ KBINEEAZE(5%) -

Bl fERERIR EiE

S @SR W EE midostaurin EEEIERERAE K - 2B
JEMyEHRIS 1 50 mg PO BID MBI B EH 4T - EHAREHMHS - &
475 1 8% 5 100 mg PO BID -

> WIEsEH . EEYERD A THMRRERXBHTAEIY midostaurin - &
BHRENUNEBERERLT - EZEES midostaurin J8ENX M - EEXZE
ojfE - TREWTHZED(FEE 4 @R -

EZYRX G ER

> Midostaurin EZ4H CYP3A4 (3 - B2 CYP3A4 - @& 2 CYP3A4 58
R /MEEEIN A - MBI CYP3AS (R /MNHEIEIN A - Bl A
SR - INERREZEZRNEL - FEREVHEEIFRHEEECERFSES

FEMERSE  EERME - B RS RIS EE R B - 2022

dosinTermatien

R



A& -
> B3 BCRPC g OATP1Bl MBI A (Y0 : rosuvastatin) Z1Z MR EEE -
BEIUARFERAENSNESR - WNEIBEEEENEL - FEREYHEEAF
REEBEDESBEZFMEN -
> =S QTc BRIERMNZEY oI g2 MER - AR B MERSEEES
REX -

i PR E5RIIE B
> REGEAFZEERENZMIETERAMIKI IR - M/NRETE - MATER -
> FLT3 =& ( EAML D) ; CBCEE (EZSMEARMIIEZERAT : A

4B=EVE CENRW 8 BER—F—R - ZEBEBH—RIREEAKAA
s.:) o

> ERMSHRER (EEMMRNmK) -

> ERIRAEE

> maERBZANELEBMUERELEE BHAFRBRTEERLORERN
QTc BRI RAVEE -

> EARBERBZAI(EREEBRE NN D)ERE T kil 2

> AEAIREEXERAENR (HBsAg ) ~ JEFFRZ0EE (anti-
HBc) - SBIFFFEEEE (anti-HBs ) - ET Ma@EA HBV BRI TR
£ ERAE SEETRRTLGUBREEEHTENRBEYEN -

g

> FLT3 (fms-like tyrosine kinase 3)#% stem cells 8% progenitor cells J:L—t*%*
FIRWZEE - MEAEE BIZHA tyrosine kinase A5 - ol 5B S EIE - £
FLT3 ligand 1B#1#& - SR EEURA R EIEISE - 8155 PI3K ~ RAS-ERK BUK
STATS BB1E - B MEZAMEIEFEEZRINR - M FLT3 ERIRK AML,
ALL E=40e = - S EARERA FLT3 WEREZE - BHERFEMIE(EH

BEE -
AEMEESE - HER - BENEESERALERRE - IRinfermation 2022

TR



> FLT3 inhibitor &8 FLT3 lEAGEREES - HIFIEBRE(EWHEIEHEE
& - MARET FLT3 REMELE S Type | B Type Il - Midostaurin @B
type | 048R - ¥7% ITD (internal tandem duplication) & TKD (tyrosine
kinase domain) Mg & 7 RELHBHINHINR -

> Midostaurin % multi-kinase inhibitor - B} FLT3 4h - th & 1ERTE c-kit,
platelet-derived growth factor receptors (PDGFRs)&12# - E A c-kit 9
ERE/AE systemic mastocytosis (SM)MEEHEE - I SM WAREHE
D816V K=& - 1Ea c-kit EHEME(E - M Midostaurin BE¥NHI c-kit
tyrosine kinase RIBARE (L - T ARINHIE R S EIE (8245 STAT3 BUK
STATS) -

Type |
extracellular space inh?lt?itors @ Type ll -
: : inhibitors @ ) .
midostaurin - " antileukemic
ilteritinib oy ntli tivit
grlenolanib quizartinib -L activity
a t @
FLT3 receptor " & [©] ./( . o
® ? )/ CAY 4 /G CD8+Tcells
[ FLT3 ligand A ( )
b /éolus-rzavc
ITD
@ ®
IL15-Ra

o

onstitutively

[ active -
Jsorafemb

inactive

AML blast (PBK) ( RAS ) ( STATS

ATF4
AKT ERK STATS

(aree)
/\
0 -
proliferation 1 / /

suvival <l SO

gilteritinib
A

differentiation
block R
transcription
AZNYZ N/ N7,

Fig. 1 Mechanism of action of type I and type II FLT3 inhibitors and downstream effects.
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r&E

AMERSE  EERRE - ARSI R LB - ?

ZERH/ITIE
LbEmEZEBERA - #271TRBEILEOU LN ERBE - 815
Tl BE =B 0 midostaurin [MIFEE - MR AR EEIRFER -
EORAR B R PRGN -
hERE RNVEIERAREOEN - BEASTEMOIEITZER -
LERE/ OB NE I RO EAR B8 4 -
=AH B IRMEAERE A RE AR N IZIR - RS - RIEIREE - ERE
M ER R REAR T E - BB BB A AV BEEN - T SoKEEREN -
MAFERAEMEY)  FEMMGEEERE ZBRAFH -
LEO ST ELERENAKRTRE  ZnERilfBEE K2R -
EREBENEE  FRREZE  EmnSURUMESEREETE
Z4EBLLE -
EATEMIAMNEKXR - 2ORFE4 BERLIEA oI RBREEL -
BIfFAREAR 3/4 REIFRTZEITFRRE R GRAREY T S ERIKE
Bl s e
BRPRESRI : ZIMMEKEE - FhINEE « O EE(EEAEIBAMEEEN
i)



