
^^!BOYTE
cUC euAu r,f ouec
nA pnE plryrr
Ldn dtiu : Jp. .,l a5",,,,1 .flzlr,,!,f,,

h*lre

(

C

OUAil G ANt{

DUdC PHAM

OHo rv
TNHH .

*

. I,P
/g

4j
*

.$
I ?65

* E R, n{UOCaANTl{eoool,t Hop6vix10vi€nn6nbaophim

+4r
#d.ll
:f!
:;{:1ria{tsi, D
19 EleE ii'* @ JEIL PHARMAcEUTTcAL co., LTD.

n rnuOc aAr rneo son
Thinh Phln: M6i vi€n n€n bao phim dtoa:
lmatinib Mcsy|at................. 119,9) mg
(lm-atinib........r.........................r-00 mg)
Chl dlnh, Ch&tg Chl Olnh, L10u lugng t
C6ch dtng, Tl$n Treng & Tac DUng Kh6ng
tong mu6n, C{c Th6ng Tln Xh6c:
Xin xem to€ thuoc b6n fong hop
86o Quin: B:io quin dudi 30t & noi kM 16o,
trdnh 6nh sdng

san IUlt boi: Jeil Phamaceutical Co., LTD
7, Ch€o.E0ang9acfiang.ro, Baegam{yed, Cheoi}llr,

Vb. No./ SOK
EaUr No./S6 h SX
UFG. DATE/NSX
EXP. DATEHD
DNNK

Yd!rn<i, fliin Ou&

oCxATAITAwREEx
DAcxV HUO{G DAN stlDUNG
TRT,IOC KHI DUNG

R" enescnterpN DRUG Box of 5 blisters x 10 filrncoaed taue{s

Eeo
!l oE
PEE
-l!,
EEi
ll. e€
oE.EE E.E@ JEIL PHARtrrAcEuncAL co., LTD.

& PRESCruPflON ORUG
Conpoeltor: Eadr film-coaH tabbt contain6:
lmalinib Mesy|ate................119.50 mg
(lmatinib....--..--........................1 00 mg)
lndacdlon, Contralndlcadon, tlcago tAtfnhblttCon, Prccautlons,
Sl& ofrect and othff lnfomdon:
Please r6fur to th6 pad€g€ inso.t paper.
Storage: Store belox 3dC in dry place, Ploted frorn light.

KEEP OUT REACH OF CHIU'RE]{
READ CAREFULLY TTIE PACI(AGE II{SERT BEFORE USE

Korea
Ienulrctund by: Jeil Pharmaceutk=l LTD

UJ

ko
ax
IJJ

oz
Eo
(E
@

{

{

ROFIPTIL Tablet
(lmatinib

119.50 mg
100 mg)

lmatinib Mesylat

ROFIPTIL Tablet
lmatinib[Vlesylate ......119.50m9

100 mg)(lmatinib



OUAtlG AN

ROFIPTIL TABLET
(Imatinib (durri d?ng Imatinib mesylat) 100 mg)

THANH pHAN:
M6i viCn n6n bao phim chria

IMATINIB MESYLAT I19.50 mg
tuong duong IMATINIB ....100 mg

Td duqc: Silicified Microcrystalline Cellulose, Copovidon, Crospovidon, Magnesi Stearat,
Opadry Brown 03866936.

Duqc Lv
Dugc lgc hgc:
Imatinib ld ch6t ric chi5 enzym protein-tyrosin kinase phAn tti nh6, c6 th6 fc ch6 manh enzym
tyrosin kinase Bcr-Abl (TK), cf,ng nhu nhi6u receptor TK: Kit, receptor cta y6u tO ti5 bao gOc
(SCF) dugc mi h6a bcri c-Kit proto-oncogene, receptor DDRI vd DDR2, receptor CSF-lR,
receptor PDGFR-alpha vd PDGFR-beta. Imatinib cfing c6 th6 fc ch6 c6c sp kiQn trong t6 bdo
qua trung gian ho4t h6a cira c6c receptor kinase niy.
Imatinib ric ch6 m4nh Bcr-Abl tyrosin kinase o mfc dQ in vitro, t6 bao vd in vivo. Ho4t ch6t
ric chti chgn lgc sp t6ng sinh vd gdy chi5t tti bao 6 c6c dong t6 bdo duong tinh Bcr-Abl cfing
nhu c6c t6 bao b4ch cAu ft benh nhen bi bQnh nguyCn bio lympho ducrng tinh nhiSm sic th6
Philadelphia.
In vivo irnatinib cflng c6 tric dpng kh6ng kh6i u d m6 liinh dQng v4t dung ti5 bdo u duong tinh
Bcr-Abl.
Imatinib cfing ld chdt irc,ch6 cric receptor tyrosin kinase OOi vcri ytiu t6 tdng trucrng ti6u cAu

(PDGF), PDGF-R, y6u t6 tC bdo g6c (SCF), c-Kit, vi ric ch6 c6c sg kiQn t6 bio qua trung gian
SCF vd PDGF.
In vitro, imatinib ric chti sg tdng sinh vd gdy chtit tti bao kh6i u duong ti6u h6a (GIST).
Imatinib fc chi5 sp tdng sinh t6 bdo do hopt dQng cria PDGFR vd Abl kinase.
Dugc ilQng hgc:
Du<r. c <lQng hgc cta imatinib duo. c danh gi6 o khoang li6u dtrng ti 25 - 1000 mg. C6c th6ng
sO dugc dQng hqc cira huytit tuong duo. c phdn tich viro ngdy I vd ngdy 7 ho4c ngiry 28, 6 thdi
di6m ndy n6ng dQ huy6t tuong dd d4t tr4ng th6i 6n dinh.
H6o thu
Sinh khi dpng tuyQt tl6i trung binh cua imatinib ld 98%. DiQn tich duoi ducrng cong n6ng dQ

(AUC) c6 kh6c Uiet tcrn gifra c6c bqnh nh6n sau khi u6ng mQt li6u. Khi dtng thudc voi bta 6n

nhi6u ch6t b6o, t6c rl0 h6p thu imatinib gidm nhg (C.a* giAm I lo/o vit t,* k6o ddi 1,5 gid),
gi6m nhg AUC (7,4o ) so voi dtng thu6c hic rl6i.

P*rr* *. thir nghiQm in vitro,imatinib li6n ki5t protein huy6t tuong khoang 95%o, ph.,nlon le

vcri albumin vi alpha-acid-glycoprotein, it li6n kdt vdi lipoprotein.
Chuy6n h6a sinh hoc
-tr6i chuy6n h6a chinh trong hQ tuAn hodn ngudi la dAtr xu6t N-demetyl piperazin, c6 hoat

tinh tuong tU hqp chAt ban dAu trong thir nghiQm in vitro. AUC cua chdt chuyOn [6a ndy chi
kho6ng 16% so v6i AUC cira imatinib. Li6n kCt vdi protein huy6t tuong cira d6n xuAt N-
demetyl piperazin tuong tg voi hqp ch5't ban dAu.
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Imatinib cung voi dT 
Tu1, 

N-demetl'l piperazin chi6m 65ohho4ttinh ph6ng xa trong hC tuin
fan^({t]c(0-aseior). Phdn hoat tinh ph6ng xa cdn lai trong hQ tuAn r,oan g3"* .o-*Oi;7 .h6,
chuyen hoa voi luqng nho.
Thai tru

gio, dd
s-r 000
lai, tich

u GI
C6c b6nh nhdn GIST o trang th6i 6n dinh c6 thu6c cao g6p 1,5 lAn so v6i bQnh nhdn
ung thu b4ch cAu triy m4n (CML) khi dung cirng

ba bi6n s6 (albumin, bach cAu vir c6 li6n quan

clo

hAu (400 mg/ngdy). Dga tr€n phAn tich duoc
dQng hqc o c6c bQnh nhin GIST, c6 bilirubin)
d6ng k6 dtin dugc d6ng hgc crJra imatinib. Giim gi6 trf albumin c6 th6 gdy gi6m thanh th6i;
mric b4ch cAu cao cfrng gAy gi6m thanh thAi. Tuy nhi6n, sy li6n quan nhy kh6ng dir rO dt-i rli6u
chinh liAu dung. Trong nh6m benh nhAn niy, su hi6n di6n cfra kh6i u di cdn cy gan c6 thd dAn
d6n gi6m chric ndng gan vd giim chuytln h6a.
Duoc d6ne hoc o c6c nh6m bCnI nhdn
Dga tr6n ph6n tich duo. c dQng hoc o cric bQnh nh6n CML, tu6i ttic c6 6nh huong nhg d6n th6
tich phdn b6 ltang 12% b bqnh nhdn tr6n 65 tu6i). Thay aOi nay kh6ng quan trgng tr6n l6m
sdng. CAn nang inh huong d6n d0 thanh th6i ctia imatinib, bQnh nh6n cdn n4ng 50 kg c6 <lQ

thanh thti trung binh ld 8,5 l/gio, trong khi d6 mQt benh nhdn c6 c6n nqng 100 kg thi iIQ
thanh thii s€ tdng l6n 11,8 l/gio. C6c thay dOi nay kh6ng dt dC thay d6i li6u dung theo cdn
n4ng. Gioi tinh kh6ng c6 6nh hucrng di5n dugc dQng hgc ctra imatinib.
Duoc d6ng hoc d tre em
Cfrng nhu ngucri lcrn, imatinib dugc h6p thu nhanh sau khi u6ng cr c6c bQnh nhi trong c6c
nghiOn cr?u ldm sdng giai do4n I vd giai do4n II. Li6u dung d tr6 em ld 260 vd 340
m{m2lngity cho n6ng ttQ thu6c tucrng tU li6u dtrng 400 mg vd 600 mg 0 ngucri lon. So srffi
AUCIo-z+;vdo ngdy 8 vd ngdy 1 khi dung li6u 340 mglm2lngity cho thdry tich lfry thu6c gdp 1,7

l6n khi dung l4p lai 1 ltulngdy.
Dua trOn c6c phdn tich duo. c dQng hqc d benh nhi c6 bQnh huytlt hqc (CML, Ph+ALL, hodc

c6c bQ.nh ly huy6t. hgc khdc di6u tri bdng imatinib), thanh thAi cta imatinib tlng l6n theo diQn

tich b€ mflt co thC (BSA). Sau khi di6u chinh inh huong cira BSA, c6c yi5u t6 khac nhu tu6i
t6c, cdn n{ng, vd chi sO gN4I khdng c6 6nh hu&ng tl6ng kti <I6n n6ng dQ cua imatinib.
Suy gi6m chric ndng co quan

Imatinib vd c6c chdt chuyOn h6a it ddo thdi qua th4n. C6c benh nhdn suy chric ndng thQn mric
d0 nhe vir trung binh c6 n6ng dQ huy0t tuong cao hcrn ngucri c6 chric ndng th4n binh thudng.
Mric tdng ndy ld khoang 1,5 d6n 2ldn, tucrng duong tdng 1,5 nn aCp huy6t tuong, imatinib
li6n ktit chAt voi ch6t ndy- Thanh thii imatinib tu do tuong d6ng giira ngudi suy thdn vi nguoi
binh thuong, do sg bai tiCt qua thfn chi ld dudng <Ido th6i phu cfra imatinib.
M4c dt k6rqui phdn tich dugc dQng hgc cho th6y c6 sU kh6c biQt dring kC giira c6c bQnh nhan,

khi so srinh v6i ngudi binh thuong, n6ng dQ imatinib trung binh khdng tdng cr c5c bQnh nhdn

suy chric ndng gan o nhi6u mric <10.

CHi DINH
Imatinib ttrqc chi illnh cho ifiAu b!
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' ngudi lon vd bQnh nhi moi chAn do6n mic b6nh ung thu b4ch cAu tiry man (CML) duong
tfnh (Ph+) nhi6m s6c thti Philadelphia. (bcr-abl), ddi v& c6c bQnh nhdn md chi rlinh gh6p ttiy
kh6ng phAi ld chon lua di6u tri hang dAu.

' ngudi l6n vd benh nhi benh Ph+ CML giai doan man tfnh sau khi da di6u tri th6t bai voi
interferon-alpha, hoac giai doqnti6n tritin hodc giai do4n nguycn bdo c6p tinh.
'.ngugi l6n vi benh nhi m6i chAn do6n c6 bQnh ung thu bach cA, ,gryen bdo lympho nhiSm
sdc th6 Philadelphia duong tinh (Ph+ ALL) dtng h6a tri.
. dcrn tri li6u cho nguoi lon c6 benh Ph+ ALL tai ph6t hay kh6 chfta.

'ngucri l6n c6 bQnh loan sir/tang sin triy xuong (MDS/MPD) k6t hqp voi sg sip *6p gien d6i
v<ri receptor PDGFR.

'ngudi l<vn c6 hQi chtmg t6ng b4ch cAu ua eosin (HES) titin tri6n valho{c bQnh bach cAu ua
eosin man tinh (CEL) c6 sg sip x6p lai FIPILI-PDGFRo.
Trlc dgng cria imatinib dOi vOi viQc gh6p tuy xuong chua dugc x6c dinh.
tryqnn ifuqc 9ht illnh ch9

' di6u tri nguoi lon c6 kh6i u ducrng ti6u h6a (GIST) kh6ng gi6i ph6u dugc vir/hoic di cdn
duong tinh voi Kit (CD 117).
. didu tri h6 tro cho nguoi lon c6 nguy co tii phdt sau khi cat t<trOi u GIST duong tinh voi Kit
(CDl l7). BQnh nhdn c6 nguy co t6i phrlt th6p kh6ng n6n dung ili6u tri h5 tro.
. <Ii0u trf nguoi l6n bi sac6m xo da (DFSP) t6i ph6t vd hoflc di.cdn kh6ng th6 ph6u tlruat.
Vcri ngutri l6n vd benh.nhi, t6c dgng c[ra imatinib dga tr6n t6c dQ drlp img gien td bdo, tinh
tr4ng huy6t hgc t6ng th6 vd thdi gian bQnh kh6ng ti6n tri€n d6i voi b6nh CML, dpa tr6n t6c iIQ
tl6p ulg gien tti bdo, tinh trang huy6t hgc t6ng th6 d6i vdi bQnh _Ph+ ALL, MDS/MPD, dpa
tr6n t6c d0 d6p tmg huytit hqc d6i voi benh HES/CEL, dga tr6n t6c d0 drip ung kh6ch quan o
nguoi lon c6 benh GIST vd DFSP khdng giAi ph6u dugc vd/hoflc di cdn vir dga tr6n thoi gian
benh kh6ng tii phat d bgq GIST. C6 rdt it kinh nghiQm sri dgng imatinib o bqnh nhdn
MDS/MPD k6t hqp voi sg sap x6p l4i gien PDGFR. Ngo4i tru benh CML giai doan man moi
dugc ch6n do6n, kh6ng c6 ciic tht nghiQm l6m sirng nho chimg minh lgi ich lAm sdng holc
tdng thoi gian sdng aOi voi c6c bQnh ndy.

LIEU DUNG VA CACH OUXC:
N6n bit dAu di6u tri vcri thAy thudc c6 kinh nghiQm diAu tri c6c bQnh huy6t hgc ilc tinh vd
sac6m 6c tinh.
UOng li6u thu6c du-o. c kC don viro bira dn ho{c u6ng voi I ly nu6c l6n de giam bcrt nguy co
kich img duong ti6u h6a. Li6u dtng 400 mg ho4c 600 mg n6n u6ng 1 l6n/ngdy, li6u dtng 800

mg/ngdy n6n u6ng lim2lAn, m6i lAn 400 mg, u6ng vdo bu6i siing vir chii:u.
Li6u dtne cho ngudi lon bOnheML
Li6u ding khuyOn c6o cria imatinib la 400 mg/ngdy d6i v6i nguoi l6n benh gML giai doan

man. Bqnh CML giai do4n m4n duqc dinh nghia ld khi d4t tdt ctt circ ti6u chu6n: nguy6n bdo
< l|yo trong mdu- vd ttry xuong, b4ch cAu ua base o m6u ngo4i vi < 20o/o, tii5u cAu > I 00 x
10e/1.

LiAu dirng khuytin nghf cira imatinib h 600 mg/ngdy aOi voi ngucri lon o giai do4n titin tritin.
Giai doan ti6n tri,ln duqc dlnh nghia ld c6 sg hign dign cira 1 trong c6c. truong hqp sau:

nguyOn bdo ) 15% nhmg < 307o trong miiu vi tiry xuong, nguydn bdo vd ti6n tiry bdo > 30%
trong m6u vd triy xuong (cung cAp < 30% nguyOn bio), b4ch ciu ua base trong m6u ngo4i vi
>?0%,ti6u cAu < 100 x 10e/l kh6ng li6n quan dtin diAu tri.
Li€u dirng khuytin nghi cira.imatinib la 600 mg/ngdy 06i v0i nguoi lcrn d giai do4n nguy6n

bdo cdp tinh. Nguy6n bdo cdp tinh dugc dinh nghia ld nguy6n bho > 30% trong miiu vd tity
xuong ho{c c6 bQnh ngodi tiry kh6ng phii ld gan l6ch to..

Thdi gian diAu tri: Torg c6c thir nghiQm 16m.sdng, di6u tri bdng imatinib dugc ti6p.tgc cho

d6n khi bEnh ti6n tri6n. HiQu qu6 khi ngrmg di6u tri sau khi d4t dugc d6p img gien t6 bio dAy

dtr chua dugc x6c minh.
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Li6u dung tlng tir 400 mg ddn 600 mg ho4c 800 mg o c6c bQnh nhAn giai doan man tinh, hodc
c6 th6 c6n nhdc dung ttr 600 mg l6n tdi ila 800 mg (dirlg 400 mg x Z tdnlngey) o c6c bQnh
nhAn giai doan ti6n tri6n hodc.giai do4n nguyen b;; cdkhi thuZc kh6ng Jota" dsng phu
nghiOm trong vd tinh trang thii5u nq,ng ti6u cAu vd thi6u tach cAu trung tirih (kh6ng aoQnf,
b4ch cAQ trong ciic trudng hqp sau:.-bOnh titin tri6n.@6t cri thdi di6m"ndo);'tf,at U'aira aap
tmg huytit hgc sau it nhdt 3 th6ng <Ii6u tri; th6t bai.v6'Aap img gien t6 bao iar 12 th6ng diAu
tri; hodc m6t d6p ung dd d4t dugc tru6c d6 ve nuyet hqc valhitc gien t6 bdo. BOnh nh6n n6n
du.oc theo d6i c6n than khi tdng li6u dung vi tj, le i6c dpng php tan[ l0n khi dung ii6u .uo.
Li?u dtng v6i b6nh CML cy tr6 em
Li€u dirng cho tr6 em dua tr6n di6n tich b6 mdt co th6 (mg/m2). Khuytin nghi dung liOu 340
mglm2lngitv cho trd bQnh CML giai do4n m4n tinh vi giai Aoan tien tri6n (t6ng li6u dung
hgng vugt qu6 800.mg)..Khi di6u trf co thd dung I lAr/ngay, hodc chia lam 2lilrlngey vdo
budi sring vd bu6i t6i. Li6u dung khuyOn nghi dua trOn mQt luqng nho bQnh nhi. Khdng c6
kinh nghiOm dung thu6c cho trd i'uol Z tuoi-a 

' - ' --

C6 th6 c6n nh6c tang li6u dung tir 340 mglm2lngity l6n 570 mglm2lngity (t6ng liOu dung
hgng quri 800 mg) cho tr6 em khi thu6c kh6ng c6 t6c dqng phg nghiCm trong vd tinh tr4ng
thi6u ti6u cAu vi thitiu n4ng b4ch cAu trung tinh (kh6ng do bQnh b4ch cAu) trong ciic truong
hqp sau: bQnh ti6n tri6n @6t cri thoi di6m ndo); th6t bpi vC aap img huy6t hoc iau it nnat j
th6ng di6u tri; th6t bai ve dap img gien t6 bao sau 12 th6ng di6u tri; hodc m6t drlp ung dd dat
dugc tru6c d6 vA huyi5t hoc vd/hodc gien ti5 bao. BQnh nhdn n6n ducyc theo ddi c6n th4n khi
tdng hdiu dung vi ty lC tAc dgng phq tdng l6n khi dung lidu cao.
Li6u dirne cho neuoi l6n c6 bduh Ph+ ALL
Li6u dtng khuyEn nghi cua imatinib la 600 mg/ngdy ddi v6i nguf l6n c6 benh Ph+ ALL. Cac
chuyOn gia huytlt hgc ki6m sorlt bQnh niry n6n theo d6i trong su6t c6c giai do4n cira qu6 trinh
tli6u trf.
Ph6c tl6 di6u trf: TrOn co so s6 liQu sin c6, imatinib c6 hiQu qui vh an todn khi dirng 600
mglngdy phOi frqp voi h6a tri o giai do4n kh0i dAu, giai do4n t4p trung vir giai ito4n duy tri <r

nguoi tdn moi <I.ucr. c.chAn do6n c6 benh Ph+ ALL. Thdi gian di6u tri bAng imatinib c6 th6 thay
d6i theo ph6c d6 diOu tri dd chgn lga, th6ng thuong thcri gian dtrng imatinib ddi hcrn cho ktit
qui t6t hon.
V6i ngudi l6n c6 benh Ph+ALL kh6 chira hodc tii phit, dcm tri liQu bSng imatinib 600
mg/ngdy an toin vd hiQu qui cho d6n kni benh ti6n tri6n.
Li6u dtng cho tr6 em c6 bOnh Ph+ ALL
Li6u dung cho tr6 em dya trOn diQn tich b6 m5t co th6 (mg/m2). Khuy0n ngh! dirng li6u 340

mglm2lngity cho tr6 em c6 benh Ph+ ALL (khdng vugt qu6 tdng liAu 600 mg/ngiy).
Li?u dtng cho bgnh MDS/MPD
Li6u dirng khuy6n nghi cta imatinib le 400 mg/ngdy vcri nguoi lon c6 bCnh MDS/MPD.
Thoi gian di6u tri: Trong thft nghiQm ldm sdng, di6u tri bing imatinib ducv. c tir5p tyc cho di5n

khi benh di6n titin. Vdo thdi di6m ph6n tich, thcri gian diAu tri trung binh la 47 thing (24 ngity
- 60 th6ng).
Li6u dune cho bOnh HES/CEL
Li6u dung khuy6n nghi.cua imatinib lA 100 mg/ngAy d6i v6i bQnh nhdn HES/CEL.
C6 th6 can nnic tan[ li6u dung tir 100 mg len +OO mg khi kh6ng c6 t6c dpng phs cira thu6c vi
n6u danh giri thAy d6p ung kh6ng tttr v6i viQc diAu tri.
N€n ti6p tpc dirng thu6c d6n khi ndo thudc cdn c6 lgi cho bQnh nh6n.

Li?u dirng cho btnh GIST
Li6u dtng khuydn nghi cria imatinib le 400 mg/ngdy d6i vdi nguoi lcrn kh6ng gi6i ph6u dugc

valhoflc benh GIST 6c tinh di cin.
it c6 sd ligu vC hiQu qui cira viQc tdng liAu dtng ttr 400 mg l6n 600 mg ho{c 800 mg o c6c

bQnh nhdn titin tri6n bCnh khi dirng liAu th6p.
Thcri gian diAu tri: Trong c6c thu nghiQry l6m sang O benh nhdn GIST, di6u tri ba1rg imatinib
duo. c iii5p tgc cho d6n khi bEnh tii5n tritin. Vdo thoi di€m phAn tich, thoi gian di6u tri trung
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binh ld 7 thdng (7 ngiry <t6n 13 thting). HiQu qui khi ngtmg di6u tri sau khi d4t duo. c il6p tmg
chua dugc xiic minh.
Li6u khuv6n nghf cira imatinib la 400 mg/ngdy dung h6 tro didu tri o bQnh nhdn sau khi dd cdt

gian <tidiu tri trong thu nghiOmkh6i u GIST. Thoi gian tti6u trit6i uu chua duoc thi6t lAp. Thoi
hm sd,ng cho chi dfnh ndy ld 36 th6ng.

D

Tqc &fig phu khdc (khdng phdi huy€t hec)
N6u c6 t6c dpng.phu nghiCm trong khi dung imatinib, n6n ngung di6u tri cho rl6n khi gi6m t6c
dU.rg phU. C6 the dtng l4i tuy theo mric dQ ndng cira tiic dung phu.
N6u bilirubin tdng tr6n 3 l6n gioi han binh thucrng tr6n vh men gan tdng tr6n 5 l6n gicri han
binh thuong tr6n, n6n ngtmg dung imatinib cho d6n khi bilirubin h4 xu6ng duoi 1,51An gi6i
h4n binh thudng tr6n vd men gan h4 xudng duot2,5lAn gi6i han binh thuong tr6n. C6 tne iitip
tpc di6u tr! bing imatinib, dirng li6u gi6m xu6ng. NguOi l6n c6 thd gi6m it, +OO *g ,r6ng
con 300 mg, hodc tt 600 mg xu6ng cdn 400 mg, hodc tt 800 -g *r6ng con 600 mg, vir tr6
em gi6m tir 340 xu6ng con 260 mglmzlngity.
Tdc dung phu huyAt h7c
Khuy6n crio gidm li6u ho4c ngLmg di6u tri do thi6u tir5u cAu ho{c b4ch cAu trung tinh n{ng
theo bing sau ddy.
Di6u chinh lidu do thi6u ti6u cflu vir

800 mg/ngdy v6i nguoi l6n benh DFSP

cau tinh: !
N

II
ic

\l

I

HES/CEL (li6u khcri
ddul00 mg)

B4ch cAu trung tinh <
1,0 x 10e/l

- ..t x
valnoac tleu cau
< 50 x 1OeA

l. Ngmg dtng imatinib cho dtin khi b4ch cAu
trung tinh > 1,5 x l0e/l va ti6u cAu > 75 x
10e/1.

2. Dtng imatinib tro l4i li6u ban dAu $6u
tru6c khi c6 t6c dsng phg).

B4ch cAu trung tinh <
1,0 x 10e/l

vdy'ho{c ti'5u cAu
< 50 x 10e/l

l. Ngtmg dtng imatinib cho d6n khi bpch ciu
trung tinh > 1,5 x 10e/l ve ti6u cAu > 75 x
lOen.

2. Dtng imatinib tro l4i liOu ban dAu (I6u
trudc khi c6 t6c dqng phu).
3. Truong hqp t6i ph6t b4ch cAu trung tinh <
1,0 x lOe/l vd./hodc tiiSu cAu < 50 x 10e/1, lap
l4i bu6c 1, gi6m li6u dtrng imatinib con 300
mg.

Giai do4n man cta
CML, MDS/MPD vd
GIST (li6u khoi dAu

400 mg) HES/CEL
(li6u 400 mg)

1. Ngmg dirng imatinib cho d6n khi bpch cdu
trung tinh ) 1,5 x 10e/l va ti,5u cAu > 75 x
toell.
2. Dtrng imatinib tro l4i li6u ban dAu (li6u
tru6c khi c6 tiic dpng phu).
3. Truong hqp t6i ph6t b4ch cdu trung tinh <
1,0 x 10e/l valho{c tiiSu ciu < 50 x l0e/1, lap
lai bu6c 1, gi6m li6u dtrng imatinib con 260
mglm2.

Benh nhi giai doan
m4n CML
(li6u dtng 340
mg/m2)

B4ch cAu trung tinh <
1,0 x 10e/1

valhoflc ti,5u cAu
< 50 x 10e/l

uBach cAu trung tinh <
0,5 x 10e/l

vir/ho{c ti6u cAu < 10

x l0e/l

1. Ki6m tra tinh trang thi6u huy6t cAu c6 li6n
quan d6n benh bach ciu kh6ng (chgc ttry ho{c
sinh thi6t).
2. N6u thitiu huy6t cAuthdng li6n quan d6n

benh bach c6u, giim li6u imatinib cdn 400
mg.

Giai doan titin tri6n
CML vd giai do4n
nguy6n bdo c6p vd
Ph+ ALL (li6u khoi
ilAu 600 mg)

dung
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3. N6u tinh trang thitiu huyrlt cdu k6o ddi 2. x ,.1
tudn. gidm li6u con 300 mg.
4. NOu tinh tr4ng thi6u huyet cAu k6o dii 4
tuAn vd v6n kh6ng c6 li6n quan d6n b6nh bach
cAu, ngrmg dung imatinib cho d6n khi bach
cAu trung tinh > 1 x 10ell vd ti6u cAu > 20 x
l0e/1, dicu tri lai o li6u 300 mg.

Benh nhi giai doan
ti6n tri6n cria CML vd
giai do4n nguyOn bdo
cdp (liOu khoi d6u 340
mglm2)

uB4ch cAu trung tinh <
0,5 x 10e/l

vdy'holc ti6u cAu < l0
x 10e/l

1. Ki6m tra tinh trang thi6u huy6t cAu c6 li6n
quan d6n bQnh b4ch cAu kh6ng (chgc ttry ho4c
sinh tfri69.
2. Nzu thiti\huy6t cAukh6ng li6n quan d6n
bQnh bach c6u, gitm li6u imatinib con 260,)
mg/m-.
3. Nr5u tinh trang thi6u huy6t cAu k6o dii 2
tuAn. girim liAu con 200 mglm2.
4. Ntiu tinh tr4ng thitiu huy6t cAu k6o ddi 4
tudn vd v6n kh6ng c6 li6n quan ddn bQnh bach
c6u, ngrmg dtng imatinib cho tl6n khi b4ch
cdu trung tinh > I x 10e/l vd tiiSu ciu 2 20 x
10e/1, diCu trilai ry [Au 200 mglm2.

DFSP
(o [Au 800 mg)

B4ch cAu trung tinh <
1,0 x l0e/l
vdy'hoflc tii5u cAu
< 50 x l0e/l

1. Ngmg dtng imatinib cho d6n khi bach cAu

trung tinh > 1,5 x 10e/l ve ti6u cAu > 75 x
t}eL.
2. Dtng imatinib tro l4i HAu 600 mg.
3. Trucrng hqp t6i phrit b4ch cdu trung tinh <
1,0 x 10e/l va./hodc ti6u cAu < 50 x 10e/1, lap
l4i bu6c 1, gi6m 1i6u dtrng imatinib con 400
mg.

uxdy rait nhAt ld sau 1 thang di0u tri
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C6c nh6m b6nh nh6n ddc bi6t:

Phin

Sie dung cho benh nhi: Y:hdng c6 kinh nghiQm sir dung cho trd em c6 bQnh CML du6i 2 tu6i
vn benh Ph+ALL du6i 1 tu6i. C6 r6t it tintr nghiQm sir dgng cho tr6 benh MDS/MPD, DFSP,
GIST vi HES/CEL.
Tinh an todn vir hiQu quA cira imatinib o tr6 c6 bQnh MDS/MPD, DFSP, GIST vd HES/CEL
duoi 18 tu6i chua dugc thi6t lQp trong ciic tht nghiQm l6m sdng.

Suy gan: Imatinib duoc chuy6n h6a chir y6u d gan. BQnh nh6n suy gan mric dQ nhg, trung
binh, nlng n6n dirng li6u 400 mg/ngdy. C6 th6 giim li6u n6u kh6ng dung n4p.

/

ROi lo4n chric ndng
gan

Cdc x6t nghiQm chric ndng gan

NhE Bilirubin todn phAn: : 1,5 lAn gioi h4n binh thucrng tr6n (ULN)
AST: > ULN (c6 thC binh thudng hodc <ULN n6u bilirubin toan ph6n
>uLN)

Trung binh Bilirubin todn phAn: >1,5-3,0 tan UfN
AST: bAt cri mirc ndo

Nang Bilirubin todn phAn: >3-10 lAn ULN
AST: bAt cri mric niro
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Suy thQn: BQnh nh6n r6i lo4n chric ndng th4n ho4c thAm t6ch m6u n6n dung li6u khcyi dAu 400
mg/ngdy. Tuy nhi6n, n6u c6 cdnh brio th4n trgng o c6c b6nh nhdn ndy, ci the giim li6u n6u
kh6ng dung nap. NCu dung n4p duoc, c6 th6 tang ti6u khi kh6ng dt hie; qu6 rli6u tri.
Ngudi cao tu6i: Dugc ilQng hqc cria imatinib chua duqc nghien cuu ri6ng O ,1""i cao tu6i.
Trong c6c thir nghiQm l6m sdng o nguoi l6n g6m tr€n2}o/o b6nh nhdn.O trOi tir 65 tro l6n:

S6rq th6y c6 su khric biQt vC duoc-d6ng trgc ticn quan d6n tu6i t6c. rf,org .tkh;y6;;;;
li6u dung cho nguoi cao tu6i.

cHoNG Cni Omu:
MAn cim voi hoai ch6t ho4c Udt cri tii duoc ndo.

CANH BAO VA THAN TRONG
Dung imatinib ddng thoi vOi.c6c thu6c kh5c, c6 kh6 nang c6 tucmg tric thu6c. NCn thfln trgng
khi dirng imatinib vdi ciic ch6t ric ch6 protease, thudc khring n6* ntO- azol, mQt rO rnu"roiidl
c6c ccr ctr6t Cyp:A4 c6 khoing di6u trf hgp (nhu cyclosporin, pimozid, tacrolimus, sirolimus,
ergotamin, diergotamin, fentanyl, alfentanil, terfenadin, bortezomib, docetaxel, quinidin) hodc

,iwarfarin vd c6c d6n xu6t coumarin kh6c.
Sir dpng imatinib tl6ng thoi vcvi ciic thu6c cim fmg CYP3A4 (nhu dexamethason, phenytoin,
carbamazepin, rifampicin, phenobarbital holc Hypericum pedoratum, cflng du-o. c ggi la St.
John's wort; c6 tho ta- gia- dang k,5 nong aq cria imatiniu, tang ,tri;,tiltu?i aia" t.i. Vi
th6, n6n tranh dirng cirng voi c6c ch6t gdy cim ung CYP3A4 m4nh.
Nhuoc girip
C6c_ truong hqp nhugc gi6p da dugc b6o cilo d c6c b6nh nhdn ph6u thu4t tuy6n girip dung
thu6c thay thti levothyroxin khi diAu tri bing imatinib. NCn ki6m io6t mfc hormon kich thich
tuy6n gi6p (TSH) o cric bQnh nhdn ndy.
D6c tinh ean
Chuy6n h6a cira imatinib chir yi5u li o gan, chi 13% bdi ti6t qua th4n. C6c bQnh nhin r6i loan
chric ndng gan (nhe, trung binh, ning), n6n theo d6i cAn th4n enzym gan vd c6ng thric m6u.
CAn luy y, bQnh nh6n GIST c6 th6 di cdn gan ddn d6n suy gan.

D6.c6 c6c truong hqp t6n thucrng gan, gdm suy gan.vd ho4i tir gan khi dirng imatinib. Khi
phOi hqp imatinib vdi h6a tri li6u cao, d6 ph6t hiQn th6y c6c phAn img gan nghiOm trong. NOn
theo d6i chric ndng gan cAn thdn trong c6c trudng hqp ndy.
Git dich
Dd c6 biio c6o vd c6c truong hqp bi giir dlch nghiCm trong (trdn dich mdng phdi, phu, phu
ptrOi, Uang, phir bO mAO o k:hoang 2,5%bQnhnh6n CML moi chAn do6n, sri dung imatinib. Vi
th6,.khuy6n ciio cdc benh nh6n n6n ki6m tra cdn nlng thudng xuy€n. T[ng cdn nhanh ngodi 1f

mu6n n0n duoc xem x6t c6n th4n vd n6u cdn 6p dung c6c biQn ph6p di6u trf vir s[n s6c h6 trg.
Trong cilc thir nghiQm l6m siurg, tj' lQ c6c.t6c dgng phu niy ting l6n <r ngudi cao tu6i vi
nhirng nguoi c6 ti6n sil r6i loan tim. Vi th6 cAn th4n trong voi c6c bQnh nhdn r6i lo4n tim.
B6nh nhAn tim
NOn kiOm so6t c6c y6u t6 nguy co d6n d6n suy tim hay suy than d c6c bQnh nhdn tim. B6t k!
bQnh nhdn ndo c6 cric d6u hiQu hay triQu chimg suy tim suy thQn cAn dugc drinh gi6 vd di6u trf.
Cric bQnh nh6n c6 hQi chrmg ting b4ch ciu ua eos.in (HES) c6 xdm nhi6m t6 hao HES trong
ccr tim, dd c6 vdi truong hqp bi s6c tim/r6i lo4n th6t tr6i k5t hqp voi gidm h4t t6 bao HES khi
khoi d6u di€u tri bing imatinib. Tinh trang niry c6 th6 hOi phuc khi dtng thu6c steroid tohn
thdn, c6c biQn ph6p h6 trq tuAn hoirn vd t4m ngrmg dirng imatinib. Vi thinh thodng c6 b6o c6o

vd t6c dung phq tr6n tim khi dung imatinib, n€n d6nh gi6 lqi ich/nguy co ctra di6u tri bdng
imatinib cho b6nh nhdn HES/CEL tru6c khi bdt il6u tli6u tri. BQnh lo4n sin/tdng sin tity

,!A,
xuong c6 s5p x6p l4i gien PDGFR c6 th6 ldm tlng cao b4ch ciu ua eosin. Vi thC chuy6n gia
tim nOn thgc hiQn ki6m tra si€u 6m tim vi x6c dinh lugng troponin huy6t thanh AC aanfr gia
cric bQnh nhdn HES/CEL, vd benh nh0n MDS/MPD c6 mric b4ch cAu ua eosin cao trudc khi
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dung imatinib. Ndu I trong 2,kltqui b6t thulng, chuyOn gia tim theo d6i vi dung steroid du
pho18 0-2 mglkg) trong 1 dln2 tuAn ctng hic v6i imatiniU khi bat dAu di6u tri.
Xudt hu],6t ti6u h6a
Trong nghiOn cfu o c6c bQnh nhdn GIST kh6ng gi6i ph6u duoc valhodc di c6n, dd c6 brio crio
vc tinh trang xu6t huytit ducrng ti6u h6a va xu6i [uyc't trong kh6i ;. ddirc" g;;6 lto; ;;
c6, c6c benh nhen GIST ndy kh6ng co citc ytiu.t5 nguy co ru6t trry6t (nhu kich thu6c kh6i u,
vi tri khOi u, roi lo4n d6ng mriu). Do.bin ch6t cta Ugnfr GIST, ia, ip dung ciic bi6n ph6p
chu6n Oe UCm so6t tinh tr4ng xu6t huytit 6 tat cttcric bQnh nh6n.
H6i chimq ti6u khOi u
Do c6 thO xAy ra hQi chftng tiOu kh6i y (TLs), khuytin c6o nOn di6u tri gi6m acid uric trong
m6u vir gi6m nu6c tru6c khi b6t dAu di0u tri bing imatinib.
C6c x6t nshiOm
Dinh ky ki6m tra c6ng thirc m6u todn pnan nri di6u tr! bing imatinib. DiAu tri b6nh nhdn
CML bing imatinib cfing gdy thi6u ti6u cAu vd b4ch cAu tiung tlnh. Tuy nhi6n, tinh tr4ng thiriu

!uy6t 9gu c6. khuynh huong liOn quan dtin giai do4n bQnh, thudng xhy ra 6 circ benh nhan
CML ti6n tri6n ho.{c nguy6n bdo cAp hcyn ld c6c bQnh nh6n CML giai do4n man tinh. C6 thQ
dtmg ho4c ginm hAu di6u tricria imatinib.
N6n thuong xuydn ki€m tra chric nlng gan (transaminase, bilirubin, phosphatase ki6m) 6 circ
b€nh nhdn dung imatinib.
C6c bpnh nhAn suy th4n ducrng nhu c6 n6ng dQ imatinib huy6t tuong cao hon c6c bQnh nh6n
c6 chirc nang th4n binh thuoong, c6 16 ld do t6ng n6ng dQ huytit tucrng cria alpha-acid
glycoprotein (AGP), m6t protein li6n ki5t imatinib. NCn dung li6u khcyi il6u th6p ntr6t aOi vOi
c6c bQnh nhdn suy th4n. Cric benh nhan suy th4n cAn dugc di6u tri cAn thfn. C6 thC giim li6u
dr)ng n6u khdng dung n4p.
BCnh nhi
Dd c6 b6o cilo vC tinh trang chdm phrit tri6n b circ tr6 em vd thii5u ni6n dirng imatinib. T6c
dqrg l6u ddi cira viQc di6u trik6o di.i bdng imatinib.d6i v6i sg ph6t tri6n cria tr6 em chua duo. c
bi6t 16. Vi the n6n ki6m soiit sg ph6t tri6n cira tr6 di6u tri bdng imatinib. 
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(h --TAcnqNGKHONGMoNGMUON: 'V
Trlc dgng phg trong crlc nghiOn crfru lim sing I

Nhi6m khuAn vi kf sinh tring
I

Khdng thudng gqp

HiAm Nhi6m n6m

xtriii u linh tinh,6c tinh vir kh6ng bi6t ro (bao gdm u nang vir polyp)

HQi chtmg ti6u kh6i u

miu vir hQ b4ch huySt

Nhi6m Herpes, vi6m mfii heng, vi6m phdi r. vi6m xoang. vi6m
bdo, nhi6m khuAn duong h6 h6p tr6n, cfm, nhi6m khuan ti6t
ni6u, viOm da ddy ruQt, nhiSm khuAn huy6t

t€'

\

Rtinhudng gfip Thitiu b4ch cAu trung tinh, thi6u ti0u cAu, thi6u m6u

Thuong gfip: Thitiu toan th6 huytlt cAu, s6t do thi6u b4ch cAu trung tinh

KhOng thudng gQp: TIng ti6u cAu, thi6u bach cAu

cdu ua eosin, bQnh h4ch b4ch
lympho, suy triy xuong, tlng b4ch
huy0t

HiAm

Rtii to4n chuy6n h6a vi dinh duong

m6u huytit gi6i

Thaonq Sqp Ch6n dn
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Khdng thudng gQp Gi6m kali huy6t, tdng dn ngon, giim
ngon, gi6m nu6c, grit, ting acid uric
ducmg huy6t, gi6m natri huy6t

Tdng kali huyi5t, gidm magnesi huy6t

M6t ngu

pholphat huy6t, giAm 5n
huy6t, t[ng calci huy6t, tdng

HiAm gQp

i

Riii toqn tim thAn

Thudng gQp:

Kh6ng thuong g\p. TrAm c6m, gi6m khA ndng tinh duc, lo du

Hi€m Sqp Tr4ng th6i mcy hd
!
i

R5i to4n hQ thAn kinh

Riir thuong g\p

Thwng gqp

,Nhric dAu2

Ch6ng m4t, dl cim, r6i loan vi gi6c

Nhric nria dAu, mdt ngir, ng6t, b6nh thAn kinh ngoai vi, giim tri
nh6, dau ddy th6n kinh h6ng, h6i chrmg chAn khdng nghi ngoi,
run, xu6t huy0t nao.

Kh6ng thudng gQp

HiAm Tlng 6p su6t ngi so, co gi6t, vi6m thAn kinh thi gi6c

R6i loan mit
:
;{

Thuong gqp Pht mi mlt,.tdngti6t nu6c m6t, xu6t huyiSt k6t m4c, vi6m k6t
m4c, kh6 m6t, nhin md

Kich img mit, dau mit, pht h6c mit, xu6t huytit cirng m4c, xu6t
huy€t v6ng mac, vi6m mi mdt

Dgc thriy tinh th6, 916 c6m, phu gai th!

U

i1
,1
.)

Kh6ng thuong g\p

HiAm

Ch6ng m{t, ir tai, kh6ng nghe duoc .{

R6i loan tim mach

Kh6ng thfing gfip HOI trqp, nhip tim nhanh, suy tim sung huy6t 3, pht ph6i

HiAm g\p Lo4n nh!p, rung nhi, ngLmg tim. nh6i m6u co tim, dau thit nguc,
tran dich mang ngoditim

R6i toSn m4ch miua

.a

-
Do bung mdt, xu6t huy6tThuong gQp

Kh6ng thudng gfip: Ttog
huy6t

Riii topn hd hAp, nggc vi trung th6t

huyiSt 5p, tU m6u, tq m6u dudi mdng.fug, l4nh ngo4i vi, h4
rlp, hQi chimg Raynaud.

Thwong gQp K,h6 tho, chiy m6u cam, ho

Kh1ng thrdng gfip Trin dlch mang ph6is, dau hAu heng, vi6m hgng

Hi€m Sqp Dau vi6m mdng ph6i, xo ph6i, cao huytit 6p dQng m4ch ph6i,

Rtii to4n dudmg ti6u h6a

xu6t huy6t phoi

niii lopn tai vi ti6n dinh

Kh6ng lhuong g\p:



Riit thuong gqp

Thudng gQp:

Kh6ng thudng gdp:

N6n m[ra, ti6u chiy, 6i mtra. r6i lo4n ti6u h6a, dau bgng6

DAy h<ri, clng bqng, trdo nguoc da ddy-thFc qu6n, t6o b6n, kh6
mi6ng, vi6m d4 diy

Vi6m ludi, lo6t mi6ng, xu6t huytit duong tiOu h6a7, cr hoi, phAn
den, vi6m thuc qu6n, bang, lo6t d4 ddy, phdn c6 miiu, vi6m m6i,
kh6 nu6t, vi6m tpy

Vi6m dai trirng, tic ru6t, b0nh vi6m ruQt

Tdng enzym gan

Suy gan8, ho4i tri gan

Riii lo4n gan m{t

Thtrdng gqp.

Hi€m g\p

HiAm

Kh1ng thudng gqp Tang bilirubin huy6t, vi0m gan, virng da

du6,i da

Riit thuong g\p

Thuong gqp

Khdng thudng gQp

HiAm gQp:

NOi d6t sAn, thdm tim, tdng ti6t m6 h6i, n6i mdy day, bAm m6u,
c6 khuynh huong bibAm, it t6c, gi6m s6c t6 da, viOm da tr6c viy
gdy m6ng, vi6m nang l6ng, d6m xu6t huy6t, viy n6n, tang sic td
da, da ph6ng nu6c

\

BQnh da c6p {o b4ch cAu trung tinh (hQi chtmg Sweet), d6i mau
m6ng, phu thAn kinh m4ch, ban d6 da hinh, vi6m mach miiu, h6i
chimg Stevens-Johnson, n6i ban do tod,n th6n c6p dnh (AGEP)

Riii to4n ccr xudng vi m6 li6n k6t

Rtit thwong gQp Co thit co vd chuQt nit, dau co xuong bao g6m dau co, dau khop,
dau xuonge

Vi6m khop

q

Thwong gQp:

Kh1ng ttuedng gfip cimg co vd khcrp

HiAm Sqp Y6u co, vi6m khop, gl6bin co niQu kfch ph6t, bQnh co

R6i to4n thfln vi ti6t niQu

Khdng thudng gflp Dau th4n, tii5u ra m6u, suy th4n c6p, ti6u nhiOu lAn

n6i to4n hQ sinh sin vi vri

Kh6ng thudng gflp Chung vri to o ddn 6ng, r6i lo4n cuong du<rng, dau bpng kinh,
kinh nguyQt bAt thubng, r6i loan tinh dgc, dau vir, nguc to, pht
biu

Hodng th6 xu6t huy6t/nang trimg xu6t huytitHi€m Sqp

Cdc r6i to4n t6ng quit vir O vi tri dtng thuSc

Riit thuong gQp Gir
:

--iYeu

nu6c vd phir, m6t m6r

ot, s6t, pht toan thdn, l4nh run, cimg doThaong gqp

Pht quanh h6c mit, vi6m daleczema/nlimAn do

Ngria, pht m{t, kh6 da, n6i ban do, rung t6c, ra m6 h6i tr6m,
phan tmg m6n cAm voi 6nh sang

,l



Kh6ng ttudng gflp Dau nguc, mdt moi

X6t nghiQm

Riit thuong gQp Tf,ng cdn

Thuong gqp Giam cdn

Kh6ng thudng gfip :Tdng creatinin, tdng creatinin phosphokinase, t6ng lactat
dehydrogenase, tdng phosphatase ki6m

cdc.tdc dang phu liAn quan thudng xay ra o b€nh nhan CML hon ld b€nh nhdn G\ST.

thiiy thu6c nhtrng tdc dqrng khilng mong mudn cti fiAn hQ iftn sy sir dltng

HiAm gqp Tdng amylase trong m6u
I viam ph6i thudng duoc bdo cdo o cdc bdnh nhdn CML bi€n ddi vd benh it a, csr.
2 Nh*c ddu thudng gdp nhiit d bQnh nhdn GIST.
3 Tinh theo ndm diiu tri, cdc tdc dttng phtt tr€n rim bao g6m suy tim sung huyil thudng thE o cdc b€nh nhdn
CML biiin d6i nniiu hon ld b€nh nhdntML man.
4 Do bing mdt thudng. gdp o bQnh nhdn GIST vd xuiit huyiir (kh6i t1t mdu, xuiit huydl thudng gdp o cdc bQnh
nhdn GISTvd CML bi€n atii lCUt-,lf vd CML-BC)
5 Trdn dich mdng ph6i tkrdng thtqc bdo cdo d cdc bQnh nhdn GIST vd b€nh nhdn CML bidn aiii lCUt-lf va
CML-BC) hon ld b€nh nhdn CML man tinh.
6+7 Dau bqtngvd xutit huyh rcu h6a thrdng gdp o bQnh nhdn GIST.
8 Dd c6 bdo cdo vdi trudng hqp tu vong do suy gan vd hoqi tu gan.
9 Dau co xuong vd

Thdfg bdo cho
thudc.

SU DUNG O PHU NU Co THAI vA CHo CoN BU
Phu nir c6 khA ndng sinh san

-

Cdn khuydn c6o phu nir c6 kh6 nlng sinh sin st dpng biQn ph6p tnffi thai hiQu qui khi tlang
tli6u tri.
Phu nir c6 thai
C6 r6t it sO tieu vO sir dgng imatinib o php nir c6 thai. C6c nghiOn cuu d <lQng vft cho th6y c6
dQc tinh sinh sin, chua bitit nguy co cho thai nhi. Chi dtrng imatinib trong thai k! khi thflt sU
cin thiiSt. N6u dung thu6c troigitrai kj,, cAn th6ng uao chJbgJ rr,a, bi6; ;d c6c nguy co c6
th6 xiy ra cho thai nhi.
Phu nir cho con bir
C6 r6t it th6ng tin vd sg phdn b6 cria imatinib vdo sira mg..C6c nghiCn cuu 6 hai phy nir cho
con bri cho th6y imatinib vd chAt chuy6n h6a hoat tinh c6 th6 ph6n bd vio sta mg. O mQt bQnh
nh6n,. tf lQ n6ng dQ trong sfra so voi huy6t tucrng la 0,5 AOI voi imatinib vd 0,9 AOi voi cfr6t
chuy6n h6a, cho th6y ch6t chuy6n h6a phdn b6 vdo sira nhi6u hon. T6ng n6ng dQ imatinib vh
ch6t chuy6n h6a trong luqng sta tre bU tOi da trong ngiry u6c tinh le khoing l0%.li6u di0u tri.
Tuy nhi6n, do t6c dung cira imatinib li6u th6p AOi voi tr6 so sinh chua dugc bii5t 16, phr; n&
dtng imatinib kh6ng n€n cho con bri.

rAc ogNG rREN KHA NANG rAr.xn vA vAN HANu uAv Moc
N6n khuy6n c6o benh nh6n ld h9 c6 th6 bi citc titc dpng phg nhu ch6ng m6t, nhin mo ho{c
bu6n ngir khi di6u tr! bdng imatinib. Vi vAy, thdn trgng khi l6i xe hay vfn hanh m6y m6c.

TI.IONG TAC TUUOC:
Cric hoat ch6t c6 the lam tlnq n6n
Cdc chit r?c ch6 ho4t tinh ctra cytocrom P450 CYP3A4 (c6c ch6t ric
indinavir, lopinavir/ri
kh6ng nAm azol g6m

tonavir, ritonavir, saquinavir, telaprevir, nelfinavir,
ketoconazol, itraconazol, posaconazol, voriconazol;

macrolid nhu erythromycin, clarithromycin vir telithromycin) c6 thC lAm giim chuytin h6a vd
t[ng nding dQ imatinib. N6ng dQ imatinib ting d6ng k6 (C.* vd AUC trung binh cira imatinib
ting th6m 26Yo vit 40Yo tuong ung) o nhirng nguoi khoe m4h dtng <I6ng thcfi I li6u don
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ch6 protease nhu
boceprevir; thu6c

m6t s6 khang sinh



ketoconazol (chdrt ric ch6 CYP3A4). NCn th4n trong khi dtng imatinib ctng v6i ciic ch6t ric
ch6 CYP3A4.
C6c hoal ch6t lim giim n6ne d6 huy6t tuone cta imatinib:
Crlc chdt g6y cim img ho4t tinh CYP3A4 (nhu dexamethason, phenytoin, carbamazepin,
rifampicin, phenobarbital, fosphenltoin, primidon hoQc Hypericum perforatum, cfrng duo. c
gqi ld St. John's Wort) c6 th6 ldm giAm d6ng k6 n6ng dQ ctra imatiniL, tang nguy co tt-,6t Uai
di6u tri. Di6u tri tru6c bing nhi6u li0u rifampicin 60-0 mg, sau d6 dirng I iA; imatinib 400
mg ldm giim C,* vd AUCIo--y it nh6t ld 54% vd 74o/o tuong img, so v6i c6c gi6 tri khi kh6ng
dirng rifampicin. N€n tr6nh dung imatinib d6ng thoi v6i rifampicin hodc cilc thu6c kh6c c6
cim fmg manh CYP3A4.
Cr[c ho4t chdt c6 th0 bithay tl6i n6ng tIQ huy5t tuong do imatinib
Imatinib ldm t[ng C,a* vd AUC trung binh cira simvastatin (ccr chSt CYP3A4) l6n 2 lAn vd 3,5
l6n tuong Fg, cho thAy su ric ch6 CYP3A4 do imatinib. Vi the cAn thqn trong khi dtng
imatinib <I6ng thoi v6i ciic co ch6t CYP3A4 c6 ph4m vi di6u tri hgp (nhu cyclosporin,
pimozid, tacrolimus, sirolimus, ergotamin, diergotamin, fentanyl, alfentanil, terfenadin,
bortezomib, docetaxel vd quinidin). Imatinib c6 th6 lim tlng n6ng dQ huy6t tuong cta c6c
thu6c chuy6n h6a CYP3A4 kh6c (nhu triazolo-benzodiar"pin, dihydropyridin, ch6t ric chti
k6nh calci, mQt s6 ch6t ric cn6 UVIC-CoA reductase, nghia ld c6c thu6c ttutin, v.v..).
Do tdng nguy co xu6t huytit khi dung d6ng thoi voi imatinib, bQnh nh6n dung thu6c ch6ng
d6ng n6n dtng heparin trgng lugng phdn tu th6p hoac heparin chuAn, thay vi dirng c6c d6n
xu6t warfarin nhu coumarin.
In vitro imatinib ric ch6 hoat tinh cltocrom P450 CYP2D6 o n6ng dQ tuong tg vdi ndng dQ ric
chti hoat tinh CYP3A4. Imatinib dirng 400 mgx2 Dr/ngny cotitc dgng ric ch6 sq chuyi5n h6a
cria metoprolol qua trung gian CYP2D6, C** vil AUC ctra metoprolol tang l6n l<hoing23o/o.
Ducrng nhu kh6ng can Aieu chinh li6u dtng khi dung imatinib d6ng thoi voi c6c co ch6t
CYP2D6, tuy nhi6n n6n th4n trong v6i c6c co ctr6t CypZD6 c6 pham vi di6u trl hgp nhu
metoprolol. N6n theo d6i c5c benh nhan di6u tri bing metoprolol.
In vitro. imatinib ric ch6 O-glucuronid h6a cta paracetamol voi gi5 tri Ki le 58,5 micromol/I.
Kh6ng th6y sU ric ch6 nity in vivo sau khi dung 400 mg imatinib vd 1000 mg paracetamol.
Chua c6 nghiOn ciru v6i imatinib lidu cao hon vd paracetamol.
Vi th6 n6n th4n trgng khi dung li0u,cao imatinib vd paracetamol <I6ng thcri.

V6i c6c bQnh nh6n cit bo tuyi5n. gi6p dtng levothyroxin, n6ng dQ huyi5t tucrng c[ra

levothyroxin c6 th6 giam khi dtng d6ng thdi voi imatinib. NCn thQn trgng. Tuy nhi6n co ch6

tic dQng v6n chua duo. c bi6t.
V6i c6c bCnh nhan Ph+ ALL, c6 kinh nghiQm l6m sdng khi dtng imatinib v6i h6a tri, nhtmg

tucrng tric thu6c gita imatinib vd cric thudc h6a tr! chua dugc hi6u 16. Cdc titc dgng php cria

imatinib, nhu dQc tinh gan, suy triy vir c6c t6c dgng php kh6c, c6 th6 tang len khi dung d6ng

thdi voi. L-asparaginase, c6 th6 lim tang dQc tinh gan. Vi th6 c6n dic biQt th4n trgng khi sir

dpng ph6i hqp imatinib.

euA LrEU vA ulnu rry:
Ct r5t it kinh nghiQm vA sri dung liCu cao hon 1i6u di6u trl khuyOn c6o. Vdi trudng hqp qu6

liAu imatinib dd iluqc b6o c6o trong y vin. Th6ng thucrng nhtng truong hqp niy dugc b6o ctio

ld "cdi thiQn" ho{c "binh phuc". Circ t6c dgng dugc b6o ciio 6 citc 1i6u dtng kh6c nhau nhu

sau:

Ngudi lgn :. A t.
1200 d6n 1600 mg (thoi gian tt l.d6n 10 ngdy): BuOn ndn, 6i mira, ti6u ch6y, n6i mdn do,

phtr, mQt moi, dau co, thi6u ti6u ciu, thi6u toan th6 huyi5t cAu, dau bung, nhr?c dAu, gi6m 6n

ngon.
1800 d6n 3200 mg (dtng d6n 3200 mg/ngiy x 6 ngdy): Y6u, dau co, tdng creatin

phosphokinase, tdng bilirubin, dau dudng ti6u h6a.
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6400 mg (li6u dcrn): Mgt truong hqp b6o cilo trong y vdn vO mQt bQnh nhAn bi bu6n n6n, 6i
mira, dau bUn.B, s6t, srmg m{t, gi6m bach cAu trung tinh, tlng transaminase.
8 d6n 10 g (li0u dcrn): C6 b6o crio bi 6i mira vd dau duong ti6u h6a.
B€nh nhi
Mgt bd trai 3 tu6i udng I li6u 400 mg bi 6i, ti6u cdy vd ch6n dn, m6t b6 trai 3 tudi khdc u6ng I
li6u 980 mg bi gi6m b4ch c6u vd ti6u ch6y.
Khi dtng qu6liOu, c6n theo d6i benh nhdn vd diOu tri tri6u chimg pht hqp.

gAO QUAN: B6o qudn ducri 30oC, tr6nh 6nh sang. DA thuilc ngodi tdm tay tri em.
H+N OUNC: 36 thangkd tir ngdy san xu6t
DONG GOI: 6 vi x l0 vi6n n6n

San xu6t t4i:
JEIL PHARMACEUTICAL CO., LTD.
Dia chi: 7, Cheongganggachang-ro, Baegam myeon, Cheoin-gu,
Yongin-si, Gyeonggi-do, Hdn Qu6c
Tel: 82-31-332-4457 Fax: 82-31-333-0337
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