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> EMEFEM R E(chronic myeloid leukemia - CML)
> fREEEEERIEREHESEMEEBME(Ph+ ALL)

> FAFMRSIEENREERER

B (GIST)

Z

US FDA Al Bl RS AT/ Al B AE R RERIE
Mg AR
CML RCT, phase 3 Imatinib vs IFN-alfa + Ara-C Chronic
phase: 400
Imatinib 400 mg qd | 18 months mg QD,
(n=553) vs IFN-alfa | MCyR" : 87.1% v 34.7 % may up to
plus cytarabine 5 CCyR % 73.8% vs 8.5% 600 mg QD
mU/m2/day (n=553) | ¢yyRs. 95.3% VS 55.5%
Accelerated
N Engl J Med ..
2003(?348:994-1004. Imatinib g;oylip o Elr;stec?i;is:
N Engl J Med 2006; MCyR | 92% | 85% 600 mg QD,
355(23):2408-2417. CCyR |87% | 69% ?;g ;p /tg
CHR | 98% | 96% (300 nf?g
0OS 89% BID)
Gr3/4 neutropenia,
thrombocytopenia, anemia,
elevated liver enzymes were
more prevalent on Imatinib
Ph+ ALL phase 2 CR: 90% Imatinib
(newly 4.1yr DFS: 30% either 400
diagnosed, in newly diagnosed 4.1yr OS: 30% mg/day or
combination Ph* ALL MMR | CMR || 600 mg/day
with chemo+ imatinib after 86% | 21%
chemotherapy) | 400 mg/d (n=30) induction
until stem cell after 81% | 65%
transplantation, consolidation

FEMERSE  EERE -

BB SR R B - AeBinfermation 2022

R



followed by
imatinib
maintenance

Blood. 2005 May
1;105(9):3449-57.

Ph+ ALL Single-arm, phase 2 || CHR 8 (19%) Imatinib
(relapsed/ NEL 5 (12%) 600 mg qd
refractory) relapsed/refractory || RTC/PHR 11 (26%)
Imatinib 600 mg qd || MCyR 15 (35%)
(n=43) CCyR o (21%)
PCyR 6 (14%)
median duration of
hematologic and major
cytogenetic response was
3.4 months and 2.3 months
GIST open-label, Partial response: 53.7% 400 mg QD;
(unresectable randomized Stable disease: 27.9% may up to
and/or Early resistance rate: 13.6% 800 mg/day
metastatic unresectable or 1-yr survival rate: 88% (400 mg
malignant) metastatic GIST BID)

[Kit (CD117)-
positive] (n=147)

[periorbital] edema (74.1%),
nausea (52.4%), diarrhea
(44.9%), myalgia (39.5%),
fatigue (34.7 %), dermatitis
or rash (30.6 %), headache
(25.9%), abdominal pain

N Engl J Med 2002;
347:472-480

single-arm, phase 2 (25.9%)

prima . 5-year RFS was 90% (95% Cl,
ry GIST [expressing 80%-95%), and overall

KIT] (n=91)

survival was 95%

JAMA Oncol 2018;
4(12):e184060-.
1. MCyR : major cytogenetic response, <35% of the cells in the bone marrow have the

Philadelphia chromosome
2. CCyR: complete cytogenetic response, 0% of the cells in the bone marrow have the
Philadelphia chromosome
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3. CHR: complete hematologic response, leukocyte count <10x10° /L, a platelet count of
<450%x10° /L, <5% myelocytes plus metamyelocytes, no blasts or promyelocytes, no
extramedullary involvement, and no signs of the accelerated phase or blast crisis of CML
NEL, No Evidence of Leukemia

RTC/PHR, Return of Chronic Phase/ Partial Hematologic Response

PCyR, Partial Cytogenetic Response

MMR, major molecular responses: 3-log reduction or a BCR-ABL1 (IS) = 0.1%

CMR, complete molecular responses : the PCR test does not find the BCR-ABL gene

DFS, disease-free survival
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0. RFS, recurrence-free survival

> HMESEZEREEE

B EBRANVRTEEREFSIE(PDCGFRIEFEZARBE 2 SHEEARE
{EZE(MDS)/ B BB 18 £ 4 %=/ (MPD) -

B REZRAUIERARIEEIE(SM) - BRE FIPILI-PDGFR EREEH AR
c-Kit EE D816V K& -

B [EFRAMEMBKIEINEER(HES)BsyIE M IEFR AL R Mm(CEL) BB M/
WTEERREFXEE(PDGFR)IEREA -

B EBEEEAFMUR  EBRUMNEBRMBEEN/IWITEEREFREE
(PDGFR)E R E B 7 R R M 57 & 41 48 P 78 (DFSP)

ERRE

Imatinib(EF %= - Glivec) @ —1& & B & i iz B AU 88 9 HI &l &l (tyrosine kinase

inhibitor, TKI) - $##EHHMIKEEIZE T EWFEHE BCR-ABL ER - FHIEEHF
BEHERAR - IS AEERMIKIEE -

Rt EREBELEEIEA

1. B0t PR ERR BNERLA IEITZETER - B30%-90%897% A & 85 £
nt) -

2. BBIEIREE  KERBISEERMAL - B10(3-53% ; 3/4#4k<19%) ~ B
MR MR MN12-16% ; 3/4483-48%) ~ EIM(25-80% ; 3/4#k1-42%) ~ M/
BORLN(35%) ~ BIMEKEZN(5-47% ; 3/4482%) ~ BIMEKE T S 58245 (1 -

10%) - ARZZHRR - HEMIMEL R MR EE -
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AREEKREREIEA

1. DIIEZA : KIE(14-86%) ~ K05E(7-11%) - KBRS E2KE -

2. fRARZAT : BERE(36%) ~ HETI(15-21%) ~ BEE(12-16%) ~ KAK(10-14%) - &K
BER(1-10%) °

3. KB : KP(19-47%) - KRERERE(B-26%) ~ &T(9-17%) ~ EE(7-15%) - 1
BRBEE  FEHEEAE -

4. BIERA : IB0\(42-73% ; 3/4 4R 16%) ~ IEE(3-57%) ~ IER(25-59%) - &
Mt(23-58%) ~ WA BER(<36%) ~ HIEAR(11-27%) ~ E#(9-16%) ~ kR
(<25%) -

5. KEKRRDWZA : BSEIGZNN(5-32%) - EMEF(6-13%) ~ SMHE(<10%) ~ &
M#5(<6%) - & Mmek -

6. Bl : BIEEREASB-11%) - MBERIB0.1-1%)

7. KTREZAE : HIBEIRBUTS(3/4 /R 2-7%) - HIIERI - FEE0I%IE -

8. MEMRMEBERZRSL : 8BE(12-16%) ~ KHE(10-14%) ~ KEEE(1-10%)
HEH(16-62%) ~ BAETRE(11-40%) ~ AINBEBRHE(21-49%) ~ HEA%E(9-32%) -
BRTE(36%) ~ #1(15-21%) - EER 0 R B R AE

9. IRA: IRIEEEKEER9I%) - A&ER(1-10%) - B EM(1-10%)

10. IR 247 : ZWR(11-27%) ~ 2R (10-31%) ~ WIREZE(12-21%) ~ IHEEK
(10-15%) ~ Fizk(4-13%) - BEX(4-11%) -

11, Bt : W#E(19-25%) ~ 38)E(17-41%) -

<ok

A EREEYETIRRARE - FTWENEIER - 815 : ZYARSHEITFR - RAEBRIRAER -
HEE NMTANEMEYNTEEEIER - ZYEIFRNERZEEBEEMERGIETNE RSHE
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 2RI MUR A E(EEAEE -
FRERESMNBRERENR - SHIRBARERANEAIE  2REMOR) - PRER) - &
BG4 ) B@(4 MEIET (5 ) - ERE 3R LEWEIEARE  BBENAEEBETHSHE
WIFEE ; BRE 4 RIBET - KZBE2EERNABEEE -
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T = REE
> BINEEAZE : [MBEETERRZE(CrCl )L Cockgroft gault AZVETE]
m CrCl 40-59 mlL/min : BH&EAHRESR 600 £57=
B CrCl 20-39 mL/min : EZEBEBZEE 50% - BHERAEE% 400 =257
B CrCl <20 mL/min : EAFEIE - PERACEREH 100 2%
> WIeEAZE
B EKDhE ERERE -
B 5/E: Reduce dose by 25%.
> KEEIFRAZE
B Hematologic toxicity
ArRRE RISHEBRIA)
Chronic phase CML — #E4 % £:400 mg/X
ANC <1x10°/L | EBREE | BEER  EE ANC21.5x10%/L ~ PLT 275
PLT <50 x 10%/L x 10°/L SR REIEER -
recurrent | E1FER - WEENE 300mg/KFHEH -
Accelerated phase or blast crisis CML/ Ph+ ALL — #E45%£:600 mg/X
ANC<0.5x 10°/L | Unrelated to leukemia | 400 mg/%x
PLT < 10x 10°/L | Cytopenia>2 wks 300 mg/X
Cytopenia>4 wks, still | EfFEH - EE ANC21x
unrelated to leukemia | 10%/L ~ PLT = 20 x 10%/L T ¥ki&
300mg/XBER -

B Hepatotoxicity

AST Bilirubin EEE=E

>5 x ULN 8¢ | >3 x ULN #FisEAH - EZ Bilirubin < 1.5 x ULN/AST
< 2.5 x ULN - oJ U DU 2 EE SR EE
M
VI = pe g s
400mg/X 300 mg/X
600 mg /% 400 mg/x
800 mg/x 600 mg/%
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1.

S/ EEEREARRERMANEE

BREAG (EhHamekE> - B - M/IMORD)  BERAEELBE

BEA - ERramaont : 2-3 8 ; M/MMEN 248 -) BERRSHE
( > 750mg/day ) - AEEMBMBINERCEMIMRERERS - FHREECTR
BHE - ERFHA imatinib - 1 o]Z @4 G-CSF -
2. EIMIKETE -~ M/RER -

B ERERDNEMIKETE - DIRRS I

= -
AEEE 1 ER SEEAR
AEESE 2 BH

f EMBEER
AEES 2 ER®%

KB PR 7B oK B2
B /MR - FBEER

|IREBLMER : RERS - BEEL M : S
&)~ MRS

\H.I
s
1S

3. WM& : BE AST/ALT X bilirubin A&

- OIREBE RN © TE/AER] « AR
SEHAEERIFFINEE ( AST/ALT, bilirubin, ALP ) - RIBHAEIE | BIE
imatinib B £ - Fi558 (—

BEH ) ez FE

R4 (<05%) ° HIDBERE :
AEAaEEERER ; &

ERPEERNEAZNBA - AIREFEEER -
4. RERAME(REE(Tumor lysis syndrome, TLS) : HHR{EE e e iR B & 145]
EASRAMERESE  SHSKE - SN - SMEEREMES - EiMosEs
RBRENFRE  NSEBRERIE - OEAZ  BE  E2%T -
5. LIERE : BERLOHAERER - LRIB - BEAZREE  BUSHER
AE -
6.

FEBAGNRE  VERFBEZREFERBEEBRENEARNKE - HHIRE
& EP - RERE - MEREX - FEREE - SERASER @ FAEElT
Bl BEAE - RENKENRE : Z8 - BFRIBALA— - BIEAH - AK%
(erythroderma) - M 5214 K7 B3k (exfoliative dermatitis) ~ KZ/E2 (eruption ) °
BRILERIE (pigmentation reaction) - J68UEL (photosensitization) » H 14

JK78¥ (hemorrhagic blisters ) ~ &2 FigAER ME 3K - W14 K ERENE

B 1-2 BRZE - 8RBV EZEECEER - KEUARREIZE MR
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B FEREBTEAESER - BERAEEFE  H=E - SWNERBEEEEE
AR ZEM R ZE IS -

7. BRRIGER - KME  ATEHARHIRSE  ARERERIEN - BUBISHEBEASR -
BLRIE - SME - MEERZBAZFIEE - Kig . BEERKZEFE &
SRERESN T - B olEEMERK - 8K - FivKREMESE ARG -
BRBRAKE - RENBREMINIKE - WIRERE - APIZKE - BKER]
ROR - KiEOJsEEEI S B ( FrlEBE> 600 mg /day ) - R RRPE
FAMZHEREA - CJREEHNH M/ EREFRE 48 8 BRI B AR - 384
AT BB BB 884 - ol fE FFI PR 2K 4 B AE AR S PE 1R Imatinib

BE -

. BBREAE  BK - sYRESLUREA
9. BIUEEAZE : BRI - 7.:.{%,3)%%3&,3)%1::57\%‘17]’5%%%&7 - ERRSEEE
i NBHBEAZR  BKE - SME - DRIBZHEA - FZER -

ZYZHERA

> Substrate of CYP3A4 (major); Note: Assignment of Major/Minor
substrate status based on clinically relevant drug interaction potential;
Inhibits CYP2C8 (weak), CYP2D6 (moderate)

» Aprepitant: CYP3A4 Inhibitors (Moderate) may increase the serum
concentration of Aprepitant. Risk X: Avoid combination

> EMER  BERAEIABNARE  BERaEE3EH  BsEBREMER

> FHREBENBREZYIEFE  FERBESEER - ISR/ ERE
BAEZE - FEREYREFHEREMESEZFAMNS -

> BEMT  BeiRA - S50 Imatinib WMFEE -

iR R ESAIIE B

> ZMIKETE

> AERIREBEITXREMRE (HBsAg ) ~ JBEFFRZOIEE (anti-
HBc) ~ JBUFFRRMEINEE (anti-HBs ) - BEMIBEETE HBV BUERHHE
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Imatinib inhibits Bcr-Abl tyrosine
kinase, the constitutive abnormal
gene product of the Philadelphia
chromosome in chronic myeloid

leukemia (CML). Inhibition of this
enzyme blocks proliferation and

induces apoptosis in Bcr-Abl

£ FERE  REETERBFOUREEERENRSEYTERS -
NFIheE CRERIAl - ZBBRER, PEERIEEAZEFTESHEN)
BINEE CARERIAl - 2B EHAEIR)
M ERERE NS - B - i - HE)
EMSEYEME F£6 12 18 AAEH—R . BEHMKEEIED
(Bone marrow cytogenetics)
AR N A EERE NIRRT IRAR RS -
BoIRAeE - KEE/RRRFE -
ERARBRINBE : (REFARBR B ZE (thyroid stimulating hormone EJZ TSH)
B 2ERFRRERE  BFENH - 2884 BR—R . EHEBERE

2 BAR—=%
B EEAPRIREAE BB B4 BRE 4 BA—RX - 2%S 2-3
& AR —=
R EEAR -

ETOBEAR - LEEALOEEREZREA - WEFERLOMBERIEE
EHIBHZEREA -
BB B -

positive cell lines as well as in fresh leukemic cells in Philadelphia

chromosome positive CML. Also inhibits tyrosine kinase for platelet-derived

growth factor (PDGF), stem cell factor (SCF), c-Kit, and cellular events
mediated by PDGF and SCF.

Ref.1. N Engl J Med 2003,348:994-1004.
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1. JAER - BTN  BERBASHEEAS
> BERANE - **ﬁﬂziﬁﬁﬂnnﬁ%"ﬂ
> BRI BN - Ok B - MEEREZERSE
> ﬁtﬁ?ﬁ%%ﬁ%i%ﬁﬁﬂ&ﬂé%ﬁéﬁ - B ABR BIR 22 HA 5] FE R Rkt
2GR R IR, - N ERALZE - BIRE—2H(~14 B)&E=R
B OB M EERLAZE  BR/NOER -
> BYERILZERATDIRE - BEFEFE 1 @REA olETRH
2 -
> MITEESE AKX EES
2. ERIRAEEMCT) - MF - XB - olBEE1E M imatinib ZY Mo =
}‘E“ o
3. OIEERERMIKE - ERRBARKRME - EMEEER  |BEHREAL
HIZPEEBARENREA - AR E - FE - X - MERERESE MR
FAEAR - FEIIBITALES -
4. TgEEAM/IVROR/SEN  SSERRMAZEIES - 55 = el
BY=E - - IAEFLME 5 EHIR/NEN - FUASEMBEAS -
5. BHIERERD  KREBER - MREEM - BUBSMEEREA

IR R - DEAE - KEE - BRERFEN - FUEISHMERA
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SRAERURDNDVEZE - Z2EX - REMNEY
8. BITEAZEMR 3/4 ARBIRNZEIFATELORZ AR ZER ISR
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