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SPRYCEL® 20mg, 50mg/tab
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= B FERE (YR 2006 & FDA A8 /)

> 124 & 8814 B MY (chronic myeloid leukemia - CML)
> HHREESEER I ERGHESMEMNREMHRMAEPh+ ALL)

US FDA EAam L /3 . el

S Al BRERET/ERRA A ERAE R RERIE
CML RCT, phase 3 12-mo CCyR: 77% vs 66% , P = | Dasatinib
(newly 0.007 100 mg
diagnosed, Dasatinib 100 mg CCyR: 83% vs. 72%, P =0.001 | QD

chronic-phase) | QD(n=259) vs imatinib | 12-mo MMR: 46% vs. 28%,
400 mg QD (n=260) P<0.0001

N EnglJ Med

2010; Grade 3 or4

362(24):2260- thrombocytopenia and anemia
2270. more often with dasatinib;

ADR: all-grade fluid retention,
nausea, vomiting, myalgia,
muscle inflammation,
musculoskeletal pain, and rash
were reported less frequently
with dasatinib compared with

imatinib
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CML Patients with imatinib- | major hematologic response: | Dasatinib
(accelerated resistant (n = 161) or- | 64% 140 mg
phase, after intolerant (n = 13) complete hematologic QD
imatinib failure) | Dasatinib 70 mg BID response:45%

MCyR: 39%
J Clin Oncol
2009; Nonhematologic ADR:
27(21):3472- diarrhea (52%), headache
34709. (29%), nausea (28%), pleural

effusion (27%), and fatigue

(26%).

Grade 3 or 4 neutropenia

(76%) and thrombocytopenia

(82%)
Ph+ ALL single-arm trial After the first 2 cycles Dasatinib
(newly MMR: 77.6% 140 mg
diagnosed), in newly diagnosed Ph+ | CMR: 44.9% QD
combination ALL(n=51) CR: 98%
with
chemotherapy 4-year DFS: 52%

4-year OS: 51%
Ann Oncol 2016;
27(6):1081-1088.
Ph+ ALL Ph+ ALL who were Median PFS: 3.3 months Dasatinib
(Resistant or resistant or intolerant | overall hematologic response: | 140 mg
intolerant to to imatinib (n=36), 50% QD

prior therapy)

dasatinib 70 mg BID

major hematologic responses:
42%
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Blood 2007; complete hematologic

110(7):2309-2315. responses: 33%

1. CCyR: complete cytogenetic response, 0% of the cells in the bone marrow have the
Philadelphia chromosome

2. MMR, major molecular responses

3. MCyR:: major cytogenetic response, <35% of the cells in the bone marrow have the
Philadelphia chromosome

4. CMR, complete molecular responses

5. CR, complete responses

6. DFS, disease-free survival

EFRES

— B & B ERER ARSI (tyrosine kinase inhibitor, TKI) - #t¥IE 2 H Mk
ERIBEZERNER BCR-ABL ERIEHBMNE - FHIFEREZE TSRS/ LEHE
Al B - IEAEEBaMmIKIgSE: -

Rtk EHESEEFR

> BITH  EERNL (B 10-30%8m A Z i EleN)

> EIMIkEREE : BIN(3/4 4R 13-74%) ~ IEPHRMIXE D (3/4 4 29-
79%) ~ M/MRAE H(3/4 #k 22-85%) ~ £ 1(8-26% ; 3/4 #& 1-9%) : AR
BCR-ABL 2@ ERAMFZEMESRIRE - ST Z /TR - Pt
M EoRD - A/ oR /D k2 g 58 B B (CML) s B E R
BERNEMEIREEPh + ALDEEER - B4 CML VYIS EIBER -
H 100mg WEIE I EBS MGV ER - SRAIGINEESRE | BEH
£ - BFEF A dasatinib - ENEA MAAMM/NR ~ T RESIERRE S -
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1.

DiEMEREEIEA  MEREKE(>10%) - DEESEE (7% ) - RIE
DR (4% ) - KEE (=4%,25 ) - OETER (<4%; 3/4#% : <1% ) - IL'E
EQTHER (<1% ) - DEAE - Mol - 4 - SIE - OF - DB -

FREFEEIFR : R2(11-21%) - #&(12%) ~ #E - k& - KX BPZ - %

TIE ~ Bz - KBFE - dANAERES SRS MHAEE QRN - U
BEBEMENBRERERFIDaEDE - BER/DNIFE -
RERAD W HFEEIER | BBRFE(19-48%, 3/44R) ~ IHIER - SREIAE -
RREIRN - BEREK - MAMEER U ERFE  BREEERNES
BEIREMBENAELARE - FIRE - REHEE - 8% - WEFRITT
OEERZANAEREWREER -

Nrhe : MUBREALERTTS (3/44k 1 <6% ) - MBALTHS (3/4# : <5% ) - M
BASTHE (3/44R 1 <4% ) - BBK (1% ) - FZOIRIE -

RU : BEBiRe RN - BUMYE

BETEEIER  EERE(7-16%) -~ 188 (17-31%) - Sia#EEE(5-18%) ~ IE/L\(8-
24%) ~ &ML (5-16%) @™ (10% ) ~ BIEBLIL (2% E9%; 3/4# : 1% E7
%) - BEIR - BRNE - &BX ( 2P RAREDEERR ) - IKEER
BIEAR ~ NE#EER ~ B3~ falER ~ ORER -

BENAZEEIIFR : BEE(<13%) - BiRE(14-15%) ~ AR (<22%) ~ I
BARR(19%) - MINEZE (5% ) - BRERER (REESHIEEMS ) - B -
PR S ER : F(8-26%) ~ 88/ (11-33%) ~ BRAL ( 3/44% : <3
%) RE B8 BRE - BE XE IWEDH #8RE  BHESSRE -
IR 2 4Bl 1ER : FhiE7K(5-28%) ~ IRAEEE(3-24%) ~ MENIKS B ( <5%; 3/4
R<1% ) - ZER FhsE ~ ENEIRERNR -

10. BR® - ROER - O NE - RIRGSIE - /RAIER

11.

B . MSRHLETIEI ( 3/44% : <8% )

12. Efh : B(9-14%) ~ 3)%z(6-18%) -
S SEERYETERARE - KBNS - 0F  ENASWAFR  REERRRNER -
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HEE NMIANEMEYNOEERIER - EYEFRANEEEEZBERENERFHTNERSHRE
(Common Terminology Criteria for Adverse Events, CTCAE) - S AREMEAERCEaEE - FTdERE
FUHNBEEEDR - SO RBREZRFNFRIDE - DBEM(R) - PR A) - BEGHR ) - Ban(44k)
T (54R) - BREIRLU LNEIEARR - BEEN ARRBRETHSERENIFE ; ERE4RIER - XS
FEARNTABERE -

i3
> BINEEAZE - ESRD(IMA&ZEMN) | MARFEEZ -
> WIngeAz:  EEGEH - AFEPENERESEAZAS Y LURBDENSE
oy PR S SRl -
> IKIBEITERFEZE :
Mm&HEE&I1ER :
ANC (/mm?3) | PLT(/mm?) rad
Chronic phase CML (100 mg daily starting dose)
< 500 or | <50,000 |E=ER &7 XKAKEZ ANC21,000/mm?
PLT>50,000/mm? . &k {E/REIE
<500 or | <25000 |EEEER - E ANC21,000/mm? -

(BRE PLT220,000/mm? - 22k 80 mg QD - #&/&EH
4) B34 MIKIRIER - B4 50 mg QD -

Accelerated or blast phase CML and Ph+ ALL
(140 mg once daily starting dose)

NNZEREASL = MR CML 1 Ph+ ALL ( 140 mg - BX—R - EEREIE )
<500 or | <10,000 MRMARR/ D ERMEERE - LFaEER
ANC 21,000/mm3 F1M/Mk 220,000/mm3 ; 24
BLURpHERTHSKERE -

BREE YNER MAARRR /D AEE % - 1F 1A E ZE ANC
>1,000/mm3 FM/) ik 220,000/mm3 ; ##&LU
BRX—R100mg (5 _R=F) HBRXR—RE0
mg ( E=RZEMF ) KEQE -
HREAQMREAER AR (BESHEZER
R RMER ) - EEMEEIEME 180 mg -
K—R -
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BEERERE 1 ANER TEREARERERE
(4N - prednisone 20 £ 40 mg/ X - & 3 24 X ) ~ FRE - WpxE
ZERIGT AN/ 200 IR E E T ; ERRERE

dasatinib -
i &) Ak =

BREEEMNOERR  BREERK BREMKENZSKE - o687

BEEX

HEORIE - S MBEMAGEERR AR MR 4 oIS = -

8 (10% ) %5 RIZ7E blast crisis #§ - ®H—
 BREZE  ZRMEERNREREIAEN
£ -
R ERANRE - RN ERER/ SIS EAE - BREMN
EEZE ]
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:I:I
EFRIMAERE ; ZRBVEEHPEERE - HR 3

oEEHNEEN EH
ELEHERNBREF  BEREMNMEIKSE ( PAH ) BAEIRS - cJsEEE M

FHES A - EMBER dasatinib B EWIRFENR S SEARRREA -
R ERE - SR - kg - BMsmERE - MRERERE -
F&{=F dasatinib - MR PAH A& X AFH -
ERRAGSELNM F3W4AEE
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EZYRX G 1ER

> GRETENBZEEVIOFR  FTERBDESER - WINERA/SEES
REE - FEREYROFABNEMINSESHMANE -

» Acetaminophen: oJgEIENNAT &4 - Dasatinib oIgEE G0 Acetaminophen
ZIMPRE -

> HIBEE . &2 Dasatinib BEZE/DATE 2 /\FF -

> SEBEFE RIS (proton pump inhibitors) : Z1EGFH - €K Dasatinib 2
MeRE - ol AHIEE | (W B2 Dasatinib BfRE/DAIE 2 /N <)

» COVID-19 %& : oJgEPE1E COVID-19 BE MR
B mRNAGHE: BEERE(ESMAE.3EaRREE/) 3 @2 RE NS

H AN EEEIRE D 4 ER)]) - MERBFEEEMIEE S &R BHREE

AEE R AR TE -
B RFESERER f5 - HEERRBRSHRER - EE%5 _EEE mRNA
=\

> 58 CYP3A4 &I - =240 Dasatinib ZIMHEE - BREEFEH -

B PR 2 RIIE B
> ZMIKEtE Complete Blood Count &EIH]HY“*E Differential Count:

chronic phase CML /.:.FEU 12E82RB%A—R - ZEE(E -7EJ—3)’Z
accelerated or a%Rl 2 [ERSEEA— /’Q ZEBEAER—
blast phase CML or ALL
>  [M/NMRETE platelet count: BRJAEHA]
> WInsEfEBICAE AR E ERE HE)
> [MPEREREENL - B h5E)
> BEEOKEAA - WOEE - ME - J5%R - REES 136 ERAZERN—

:/"Qo
AEBIE R B EERE TN X M ER T kil £
> ERVRRSE - KHE/BRRFE - LIMER
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> FRBRINEE : (RFARBREIZ (thyroid stimulating hormone 5§ TSH)
B EEAFRIREZREE  8EH - 28E 4 Bil—XR - ZEIEEEASE 2

B
" EERTRBZAE CAEAE A4 BRS 4R 2ES23E
AAl—%

> JBEREEJBXRFENIR (HBsAg ) ~ B KZOHEE (anti-HBc ) -
BT REFRE AR ( antl—HBs) - BIEMEEEA HBV BERRSE - Eifl
% FBEETRBFLUEEEEETENHEEYTEN -
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Dasatinib is a BCR-ABL tyrosine kinase inhibitor that targets most imatinib-
resistant BCR-ABL mutations (except the T315l and F317V mutants) by
distinctly binding to active and inactive ABL-kinase. Kinase inhibition halts
proliferation of leukemia cells. It also inhibits SRC family (including SRC, LKC,
YES, FYN); c-KIT, EPHA2 and platelet derived growth factor receptor
(PDGFRp).

&Y

Dasatinib. Dasatinib (BMS- [G‘? o s | f
35482 51 Bristol_Mye rs ,J ‘f __.‘,,l_.,‘.‘,“,-';-,-(-‘,-,-,-,.,,,-,-,-,,l.,. f lr"k.f.fv'{v'."".:’.i’.’..'f"..‘"".""""'”"’-‘-’f.-g 1
Squibb) is a highly potent, gL "o, WA

orally active inhibitor of SRC e « \
and Src-family kinases va J

. ) (w2 .fu}h, ; @BV (BCL2 family ) ~— ;“::\‘v ;
including FGR, FYN, HCK, ] @Picasos) l
"p);)‘i*‘ul( (q(télfc_"‘ DOK _"JAYEAT — Prolifention
LCK, LYN and YESG55. (& D ( crreL ) Y7, Difrereation | __
&S LTS g

oy . (SHC 2
However, it is also a potent ¥ D P

. . o » (1\P?|u||m1: = RK rd Nucleus
BCR-ABL kinase inhibitor, @ . O /

.. .. Increased motilit, ’jArk/‘;Tflf\ Proliferation

and has additional activity Decresed sdhesin ead '

Nature Reviews | Cancer

against the KIT, PDGFR and

ephrin receptor tyrosine kinases48. The lack of selectivity over the Src-family
kinases is probably related to the fact that dasatinib, in contrast to both
imatinib and nilotinib, inhibits BCR-ABL by binding to the active
conformation of the ABL kinase domain, which is similar for ABL and the Src
kinases56. However, Src kinase inhibition might be advantageous in
imatinib-resistant disease, where dasatinib has been shown to directly inhibit
21 out of 22 mutant forms of BCR-ABL resistant to imatinib

Ref. N EnglJ Med 2003:348:994-1004. ;
Nature Reviews Cancer volume 7, pages345-356 (2007)
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B REBRAEEMCT) WM - XB - oJsEEiE MEEYIPEE -
B SZE(FHE E NEREZYMPEE  EFRHRETBEAEFRED 2
ING -
B EEABERZEA . i dasatinib J0A 30 mL A& B EI #9405
NAAFERT  BFEES NE - tEREISEKERFE=V  BRINRKRK
g -
5. lan'T/EJEH%Z& 3/4 BRI ZEAITFRREEZ AR ERAE -
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FEMERSE  EERME - B RS RIS EE R B - 3‘..":".3[\ orma Hep 2022

JEHS 5#@%1’5



