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Doc ky huong din sir dung truwoc khi ding
Néu cin thém théng tin xin héi y kién thay thuoc
Chi diing thuéc nay theo sw ké don ciia thiy thuﬁc

ROFIPTIL TABLET ~
(Imatinib (dwéi dang Imatinib mesylat) 100 mg)

THANH PHAN:

M>i vién nén bao phim chira
IMATINIB MESYLAT ..o, 119.50 mg
tuong duong IMATINIB ........c.cooeviviiiie 100 mg

Ta dugc: Silicified Microcrystalline Cellulose, Copovidon, Crospovidon, Magnesi Stearat,
Opadry Brown 03B66936.

DUQC LY /fa
Duge lue hoc: <

Imatinib 14 chét trc ché enzym protein- tyrosin kinase phén tir nho, 6 thé e che manh enzym
tyrosin kinase Ber-Abl (TK), cling nhu nhiéu receptor TK: Kit, receptor ctia yéu td té bao gbc
(SCF) dugc mi héa boi c-Kit proto-oncogene, receptor DDR1 va DDR2, receptor CSF-1R,
receptor PDGFR-alpha va PDGFR-beta. Imatinib ciing c6 thé wrc ché cac su kién trong té bao
qua trung gian hoat hoa cua cac receptor kinase nay.

Imatinib {rc ché manh Ber-Abl tyrosin kinase & mirc do in vitro, té bao va in vivo. Hoat chat
tic ché chon loc sy tang sinh va gay chét té bao & cac dong té bao duong tinh Ber-Abl cling
nhu cac té bao bach cau tir bénh nhan bi bénh nguyén bao lympho duong tinh nhiém sic thé
Philadelphia.

In vivo imatinib ciing c6 tac dung khang khéi u & mé hinh dong vat dung té bao u dwong tinh
Ber-Abl.

Imatinib ciing la chat e che cac receptor tyrosin kinase dbi véi yéu tb tang truong tiéu cau
(PDGF), PDGF-R, yéu t6 té bao gbc (SCF), c-Kit, va trc ché cac su kién té bao qua trung gian
SCF va PDGF.

In vitro, imatinib trc ché su ting sinh va gdy chét té bao khdi u duong tiéu hoa (GIST).
Imatinib trc ché su tang sinh té bao do hoat dong cia PDGFR va Abl kinase.

Dwgc djng hoc:

Duoc dong hoc cua imatinib duge danh gia ¢ khoang liéu dung tir 25 — 1000 mg. Cac thong
s6 duoc dong hoc cua huyet tuong duge phén tich vao ngay 1 va ngay 7 hodc ngay 28, & thoi
diém nay nong d6 huyét tuong da dat trang thai 6n dinh.

Hap thu

Sinh kha dung tuyét dbi trung binh ctia imatinib la 98%. Dién tich duoi duong cong nong do
(AUC) co khac biét 16n gilta cac bénh nhén sau khi ubng mot lidu. Khi ding thude véi bira an
nhiéu chét béo, téc do hip thu imatinib giam nhe (Cmax gidm 11% va tmax kéo dai 1,5 gio),
giam nhe AUC (7,4%) so v6i ding thude luc doi.

Phan bd

Trong céc thir nghi€ém in vitro, imatinib lién két proteln huyét twong khoang 95%, phan 16n la
v6i albumin va alpha-acid-glycoprotein, it lién két véi lipoprotein.

Chuven hda sinh hoc

Chat chuyén hoa chinh trong hé tudn hoan ngudi la dan xuit N- demetyl piperazin, ¢4 hoat
tinh tuong tu hop chat ban dau trong thir nghiém in vitro. AUC cua chét chuyén héa nay chi
khoang 16% so vgi AUC cua imatinib. Lién két voi protein huyét twong cia din xuat N-
demetyl piperazin tuong tu véi hop chat ban dau.
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Im?ltinib cung véi dan xuat N-demetyl piperazin chiém 65% hoat tinh phong xa trong hé tuan
hoan’(AUC(0-48gi('y)). Phan hoat tinh phong xa con lai trong hé tudn hoan gdm ¢6 mot so chat
chuyén héa véi lugng nhé.

Thai trir

Dua trén cac hop chit thu dugc sau khi udng 1 lidu imatinib danh ddu phéng xa '“C, khoang
81% lley dung duoc tim thay trong vong 7 ngay & trong phén (68% lidu dung) va nudc tiéu
(13% liéu dung). Imatinib khong bién doi chiém 25% liéu ding (5% trong nuéc tiéu, 20%
trong phan), phan con lai 1a cac chat chuyén hoéa.

Dugc dong hoc trong huyét tuong:

Sau khi dung thudc & ngudi tinh nguyén khoe manh, thoi gian ban huy ty, khoang 18 gid, dé
xuat dung 1 lan/ngay. AUC ting tuyén tinh theo ty I¢ liéu dung trong khoang liéu tir 25-1000
mg imatinib duong udng. Khong c6 thay doi duge dong hoc cua imatinib khi dung lap lai, tich
liy khoang 1,5 — 2.5 lan ¢ trang thai 6n dinh khi dung 1 lan/ngay.

Duoc dong hoc & bénh nhén c6 khdi u dudmg tiéu héa (GIST):

Céc bénh nhan GIST & trang thai 6n dinh c6 nong d¢ thudc cao gép 1,5 14n so véi bénh nhan
ung thu bach cau tuy man (CML) khi ding cung liéu (400 mg/ngay). Dya trén phén tich dugc
dong hoc & cac bénh nhan GIST, ¢ ba bién sb (albumin, bach ciu va bilirubin) ¢6 lién quan
dang ké dén dugc dong hoc cuia imatinib. Giam gié tri albumin c6 thé gay giam thanh thai;
mirc bach cau cao ciing gy giam thanh thai. Tuy nhién, sy lién quan nay khong du ré dé diéu
chinh liéu ding. Trong nhdm bénh nhan nay, su hién dién ciia khdi u di cin & gan c6 thé dan
dén giam chirc ning gan va giam chuyén hoa.

Dugc dong hoc & cdc nhdm bénh nhan

Duya trén phén tich duge dong hoc & cac bénh nhan CML, tudi tac c6 anh hudng nhe dén thé
tich phan b (ting 12% & bénh nhan trén 65 tudi). Thay dbi nay khong quan trong trén 1am
sang. Can nang anh huong dén do thanh thai cua imatinib, bénh nhan can nang 50 kg c6 do
thanh thai trung binh 1a 8,5 1/gio, trong khi d6 mdt bénh nhan ¢é can nang 100 kg thi do
thanh thai s& ting lén 11,8 1/gid. Céc thay dbi nay khong du dé thay dbi lidu dung theo can
ning. Gidi tinh khong c6 anh hudong dén dugce dong hoc ctia imatinib.

Dugc dong hoc & tré em

Ciing nhu nguoi 16n, imatinib duge hép thu nhanh sau khi uéng & cac bénh nhi trong cac
nghién ciru 14m sang giai doan I va giai doan II. Liéu dung & tré em la 260 va 340
mg/m?/ngay cho nong d¢ thude tuong tu lidu ding 400 mg va 600 mg & ngudi l6n. So sanh
AUC 924y va0 ngay 8 va ngay 1 khi ding liéu 340 mg/m*ngay cho thdy tich lity thude gép 1,7
1an khi ding 13p lai 1 1an/ngay. ,

Dua trén céac phan tich dugc dong hoc & bénh nhi c6 bénh huyét hoc (CML, Ph+ALL, hodc
céc bénh ly huyét hoc khéc diéu tri bang imatinib), thanh thai cua imatinib ting 1én theo dién
tich bé mat co thé (BSA). Sau khi diéu chinh anh hwong clia BSA, céc yéu t khac nhu tudi
tac, cAn nang, va chi s6 BMI khong c¢6 anh huong déang ké dén ndng do ctia imatinib.

Suy giam chirc ndng co quan

Imatinib va céc chat chuyén héa it dao thai qua than. Cac bénh nhén suy chirc ning than mirc
d6 nhe va trung binh c6 ndng do huyét trong cao hon ngudi cd chue nang thén binh thuong.
Mt tang nay la khoang 1,5 dén 2 lan, tuong dwong ting 1,5 l1an AGP huyét tuong, imatinib
lién két chit voi chat nay. Thanh thai imatinib tu do tuong dong giita ngudi suy than va ngudi
binh thudng, do su bai tiét qua than chi 1a duong dio thai phy cua imatinib.

Mic du két qua phan tich dugc dong hoc cho thdy c6 su khac biét dang ké giita cac bénh nhan,
khi so sanh v6i ngudi binh thudong, nong do imatinib trung binh khong ting & cac bénh nhan
suy chutrc ning gan & nhidu muc do.

CHI PINH ‘
Imatinib dwoc chi dinh cho diéu tri
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* nguodi 16n va bénh nhi moi chan doan mic bénh ung thu bach cau tily man (CML) duong
tinh (Ph+) nhiém sic thé Phlladelphla (ber-abl), ddi véi cac bénh nhan ma chi dinh ghép tuy
khong phai la chon lya diéu tri hang déu.

* nguoi l6n va bénh nhi bénh Ph+ CML giai doan man tinh sau khi da diéu tri thit bai voi
interferon-alpha, hodc giai doan tién trién hozic giai doan nguyén bao cép tinh.

* nguoi 16n va bénh nhi méi chan doan c6 bénh ung thu bach cau nguyén bao lympho nhiém
sac thé Philadelphia duong tinh (Ph+ ALL) dung hoa tri.

* don tri liéu cho ngudi 16n ¢6 bénh Ph+ ALL tai phét hay kho chira.

* ngudi 1én c6 bénh loan san/ting san tiry xwong (MDS/MPD) két hop véi su sép xép gien déi
vai receptor PDGFR.

* ngudi 16n c6 hoi ching ting bach cau ua eosin (HES) tién trién va/hodc bénh bach ciu ua
eosin man tinh (CEL) ¢6 su sip xép lai FIP1L1-PDGFRa.

T4c dung clia imatinib ddi véi viéc ghép tiy xwong chua duge xac dinh.

Imatinib dwoc chi dinh cho

» diéu tri nguoi 1én ¢6 khéi u duong tidu hoa (GIST) khong giai phiu duge va/hodc di cin
duong tinh véi Kit (CD 117).

« diéu tri hd trg cho ngudi 16n ¢ nguy co tai phét sau khi ct khdi u GIST dwong tinh véi Kit
(CD117). Bénh nhén c¢6 nguy co tai phat thip khong nén dung diéu tri hd tro.

« diéu tri ngudi 16n bi sacom xo da (DFSP) tai phat va hodc di cin khong thé phau thuét.

V6i ngudi 16n va bénh nhi, tac dung cua imatinib dya trén téc do dap ung gien té bao, tinh
trang huyét hoc téng thé va thoi gian bénh khong tién trién ddi voi bénh CML, dua trén toe do
dap (mg gien té bao, tinh trang huyet hoc téng thé ddi véi bénh Ph+ ALL, MDS/MPD, dva
trén toc do dap ung huyét hoc ddi véi bénh HES/CEL, dua trén téc do dap tng khach quan &
ngudi 16m c6 bénh GIST va DFSP khong gidi phdu duoc va/hodc di cin va dua trén thoi gian
bénh khong tai phat & bénh GIST. Cé rét it kinh nghiém st dung imatinib & bénh nhan
MDS/MPD két hop véi su sap xép lai gien PDGFR. Ngoai trir bénh CML giai doan man moi
duoc chan doan, khong c6 cac thir nghiém 1am sang nao chimg minh loi ich 1am sang hodc

tang thoi gian song doi véi cac bénh nay.

LIEU DUNG VA CACH DUNG: )%

Nén bat dau diéu tri voi thay thudc c¢6 kinh nghiém diu tri cac bénh huyét hoc 4ac tinh va
sacOm 4c tinh.

Udng liéu thube duoc ké don vao bira an hodc ubng voi 1 ly nude 1on dé giam bot nguy co
kich img duong ti€u hoa. Liéu dung 400 mg hoac 600 mg nén ubng 1 1an/ngay, liéu dung 800
mg/ngay nén uong lam 2 14n, mdi 1an 400 mg, udng vao budi sang va chiéu.

Liéu dung cho ngudi 1én bénh CML

Liéu dung khuyén céo cua imatinib 1a 400 mg/ngay do6i v6i ngudi 16n bénh CML giai doan
man. Bénh CML giai doan man dugc dinh nghia la khi dat tat ca céc tiéu chuan nguyén bao
< 15% trong méu va tiy xwong, bach ciu ua base & mau ngoai vi < 20%, tiéu cau > 100 x
10%/1.

Liéu dung khuyén nghi cua imatinib la 600 mg/ngay d6i voi nguoi 1ém & giai doan tién trién.
Giai doan tién trién duoc dinh nghia la ¢6 sy hién dién cua 1 trong céc _truong hop sau:

nguyén bao > 15% nhung < 30% trong mau va tiy xuong, nguyén bao va tién tay bao > 30%
trong mau va tuy xuong (cung clp < 30% nguyén bao), bach cau ua base trong mau ngoai vi
> 20%, tiéu cau < 100 x 10%/1 khong lién quan dén diéu tri.

Liéu dung khuyén nghi ctia imatinib 1a 600 mg/ngay dbi voi nguoi 16n & giai doan nguyén
bao cip tinh. Nguyén bao cép tinh dugc dinh nghia 1a nguyén bao > 30% trong méu va tiy
xuong hodc cé bénh ngoai tiy khong phai la gan lach to.

Thoi gian diéu tri: Trong céc thu nghiém 1am sang, diéu tri bang imatinib dugc tlep tuc cho
dén khi bénh tién trién. Hiéu qua khi ngung diéu tri sau khi dat dwgc dap tmg gien t bao day
du chua dugc xac minh.
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Liéu dung tang tr 400 mg dén 600 mg hoac 800 mg & cac bénh nhan giai doan man tinh, hogc
c6 thé can nhic dung tir 600 mg lén t6i da 800 mg (dung 400 mg x 2 lan/ngay) & cac bénh
nhan giai doan tién trién hoic giai doan nguyén bao cap khi thuoc khong c6 tac dung phu
nghlem trong va tinh trang thiéu nzng tiéu cau va thleu bach cau trung tinh (khong do bénh
bach cau) trong cac truong hop sau: bénh tién trién (bat cu thoi dlem nao); thit bai vé dap
tmg huyét hoc sau it nhét 3 thang diéu tri; that bai vé dap mg gien té bao sau 12 théng diéu
tri; hodc mat dap g da dat duoc trude do vé huyét hoc va/hodc gien té bao. Bénh nhan nén
duoc theo ddi can than khi tang liéu ding vi ty 1¢ tac dung phu ting 1én khi dung liéu cao.

Liéu ding v6i bénh CML & tré em

Liéu dung cho tré em dua trén dién tich bé mit co thé (mg/m?). Khuyen nghi dung liéu 340
mg/m?/ngdy cho tré bénh CML giai doan man tinh va giai doan tién trién (tong liéu dung
khong vuot qua 800 mg). Khi diéu tri co thé dung 1 lan/ngay, hodc chia lam 2 lan/ngay vao
budi sang va budi ti. Liéu dung khuyen nghi dya trén mot lugng nho bénh nhi. Khong c6
kinh nghiém dung thude cho tré dudi 2 tudi.

C6 thé can nhic tang liéu ding tir 340 mg/m*/ngdy 1én 570 mg/m?*/ngay (tong liéu dung
khong qua 800 mg) cho tré em khi thuoc khong co tac dung phu nghiém trong va tinh trang
thiéu tiéu cau va thleu ‘ndng bach cau trung tinh (khong do bénh bach cau) trong cac truong
hop sau: bénh tién trlen (bat cir thoi dlem nao); that bai vé dap ung huyét hoc sau it nhét 3
thang diéu tri; that bai vé dap tng gien té bao sau 12 théng diéu tri; hoac mat dap ung da dat
duge trude d6 vé huyét hoc va/hodc gien t& bao. Bénh nhan nén duogc theo doi can than khi
tang liéu ding vi ty 1é tac dung phu ting 1én khi ding lidu cao.

Liéu dung cho nguoi 16n ¢6 bénh Pht ALL

Liéu ding khuyen nghi ciia imatinib 1a 600 mg/ngay dbi véi nguoi 16n ¢6 bénh Ph+ ALL. Cac
chuyén gia huyét hoc kiém soat bénh nay nén theo ddi trong sudt cac giai doan cua qua trinh
diéu tri.

Phac db didu tri: Trén co s& sd liéu sdn c6, imatinib c6 hiéu qua va an toan khi ding 600
mg/ngay phdi hop véi hoa tri & giai doan khoi dau, giai doan tap trung va giai doan duy tri &
ngudi 16n méi duge chan doan c6 bénh Ph+ ALL. Thoi gian diéu tri bang imatinib c6 thé thay
doi theo phéac do diéu tri da chon Iya, thong thuong thoi gian dung imatinib dai hon cho két
qua tot hon.

Véi nguoi 16n cé bénh Ph+ALL khé chita hodc tai phat, don tri licu bang imatinib 600
mg/ngdy an toan va hiéu qua cho dén khi bénh tién trién.

Liéu dung cho tré em c6 bénh Ph+ ALL ‘

Liéu dung cho tré em dua trén dién tich bé mat co thé (mg/m?). Khuyén nghi dung liéu 340
mg/m?/ngay cho tré em c¢6 bénh Ph+ ALL (khong vuot qua téng liéu 600 mg/ngay).

Liéu ding cho bénh MDS/MPD

Liéu dung khuyen nghi ctia imatinib 1a 400 mg/ngay vdi ngudi 16n co bénh MDS/MPD.

Thoi gian diéu tri: Trong thu nghiém lam sang, diéu tri bang imatinib duoc tiép tuc cho dén
khi bénh dién tién. Vao thoi diém phan tich, thoi gian diéu tri trung binh 13 47 thang (24 ngay
- 60 thang).

Liéu dung cho bénh HES/CEL

Liéu dung khuyen nghi cua imatinib 1a 100 mg/ngay dbi v6i bénh nhan HES/CEL.

Co thé can nhéc tang liéu dung tir 100 mg 1én 400 mg khi khong c6 tac dung phu cua thudc va
néu danh gia thay dap ung khong du véi viée diéu tri.

Nén tiép tuc dung thudc dén khi nao thudc con ¢6 lgi cho bénh nhan.

Liéu dung cho bénh GIST .

Liéu dung khuyén nghi cta imatinib la 400 mg/ngay d6i v&i nguoi 16m khong giai phdu duge
va/hodc bénh GIST ac tinh di can.

ft c6 sb lidu vé hiéu qua cua viéc tang lidu dung tir 400 mg 1én 600 mg hodc 800 mg & cac
bénh nhan tién trién bénh khi ding liéu thap.

Thoi gian diéu tri: Trong céac thir nghiém lam sang ¢ bénh nhan GIST, diéu tri bang imatinib
duoc tiép tuc cho dén khi bénh tién trién. Vao thoi diém phan tich, thoi gian diéu trj trung
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binh la 7 thang (7 ngay dén 13 thang). Hiéu qua khi ngung diéu tri sau khi dat dugc dap ung
chua dugc xac minh.
Liéu khuyén nghi cta imatinib la 400 mg/ngay dung hd trg diéu tri & bénh nhan sau khi da cat

khdi u GIST. Thoi gian diéu tri t5i wu chua duoc thiét lap. Thoi gian diéu trj trong thur nghiém
1am sang cho chi dinh nay 1a 36 thang.

Liéu ding cho bénh DFSP

Liéu dung khuyen nghi ctia imatinib la 800 mg/ngay véi nguoi 16n bénh DFSP.

Diéu chinh liéu ding do tac dung phu

Tac dung phu khdc (khong phai huyét hoc)

Neéu co tac dung 'phu nghiém trong khi dung imatinib, nén ngung diéu tri cho dén khi giam tac
dung phu. C6 thé dung lai tuy theo murc d6 néng cua tic dung phu.

Néu bilirubin tang trén 3 lan gi6i han binh thuong trén va men gan tang trén 5 lan gidi han
binh thuong trén, nén ngung dung imatinib cho dén khi bilirubin ha xudng duéi 1,5 1an giGi
han binh thuong trén va men gan ha xudng duoi 2,5 1an gidi han binh thuong trén. C6 thé tlep
tuc diéu trj bang imatinib, dung heu giam xudng. Ngudi 1on c6 thé giam tir 400 mg xudng
con 300 mg, hodc tir 600 mg xudng con 400 mg, hodc tir 800 mg xudng con 600 mg, va tré
em giam tur 340 xuong con 260 mg/m?/ngay.

Tdc dung phu huyét hoc

Khuyén céo giam lidu hodc ngung diéu tri do thiéu tiéu cau hodc bach cu trung tinh ning

theo bang sau day.

e A 2 A oA <R A \ A ,
Diéu chinh liéu do thieu tiéu cau va bach cau trung tinh:

HES/CEL (liéu khoi
daul00 mg)

Bach céu trung tinh <
1,0 x 10°/1

va/hodc tiéu cau
<50x 101

1. Ngung dung imatinib cho dén khi bach cau
trung tinh > 1,5 x 10%1 va tiéu cau > 75 x
10%/1.

2. Dung imatinib tré lai liéu ban dau (liéu
trude khi 6 tac dung phu).

Giai doan man cua
CML, MDS/MPD va

Bach céu trung tinh <
1,0 x 10%1

1. Ngung dung imatinib cho déq khi bach cau
trung tinh > 1,5 x 10%/1 va tiéu cau > 75 x

GIST (liéu khoi dau | va/hogc tiéu cau 10°1. ‘
400 mg) HES/CEL <50x10%1 2. Dung imatinib trd lai liéu ban dau (liéu
(liéu 400 mg) trudce khi ¢ tac dung phu).
3. Trudng hop tai phat bach cau trung tinh <
1,0 x 10°/1 va/hodc tiéu cau < 50 x 10%/1, lap
lai budce 1, giam lidu dung imatinib con 300
mg.
Bénh nhi giai doan Bach cau trung tinh < |1. Ngung dung imatinib cho dén khi bach cau
man CML 1,0 x 10°/1 trung tinh > 1,5 x 10%1 va tiéu cau > 75 x
(liéu ding 340 va/hojc tiéu cu 10%/1, ‘ o
mg/m?) <50x 10°1 2. Dung imatinib tré lai liéu ban dau (liéu

trude khi c6 tac dung phu).

3. Truong hop tai phat bach cau trung tinh <
1,0 x 10%/1 va/hodc tiéu cau < 50 x 107/1, 1ap
lai bude 1, giam lidu dung imatinib con 260
mg/m?.

Giai doan tién trién

*Bach cau trung tinh <

1. Kiém tra tinh trang thiéu huyét cau c6 lién

CML va giai doan 0,5 x 10°/1 quan dén bénh bach cau khong (choc tiy hogc
nguyén bao cap va va/hodc tiéu cau < 10 |sinh ’thiét)., o ,
Ph+ ALL (lidu khai  |x 10%/1 2. Neéu thieu huyet cau khong lién quan dén
dau 600 mg) bénh bach cau, giam liéu imatinib con 400

mg.
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3 Neu tinh trang thiéu huyét cdu kéo dai 2
tuan, giam liéu con 300 mg.

4. Neu tlnh trang thiéu huyét cau kéo dai 4
tuan va van khong c6 lién quan dén bénh bach
cau ngung dung imatinib cho den khi bach
cau trung tinh > 1 x 10%1 va tiéu cau > 20 x
10%/1, diéu tri lai & lidu 300 mg.

Bénh nhi giai doan
tién trién ctia CML va
giai doan nguyén bao
cap (liéu khoi dau 340
mg/m?)

%Bach cau trung tinh <
0,5 x 10°1

va/hoic tiéu cau < 10
x 1071

1. Kiém tra tinh trang | thiéu huyét cau c6 lién
quan dén bénh bach cau khong (choc tuy hodc
sinh thlet)

2. Néu thiéu huyét cau khong lién quan dén
bénh bach cau, giam liéu imatinib con 260
mg/m?.

3. Néu tinh trang thiéu huyét cau kéo dai 2
tuan, giam liéu con 200 mg/m>

4. Néu tinh trang thiéu huyét cau kéo dai 4
tuén va van khong c6 lién quan dén bénh bach
cau ngung dung imatinib cho den khi bach
cau trung tinh > 1 x 10%/1 va tiéu cau > 20 x
10%/1, diéu tri lai & liéu 200 mg/m?.

DFSP
(& liéu 800 mg)

Bach cu trung tinh <
1,0 x 10°1

va/hoic tiéu cau
<50x10°1

1. Ngung dung imatinib cho dén khi bach cau
trung tinh > 1,5 x 10%/1 va tiéu cau > 75 x
10%/1.

2. Dung imatinib tré lai lidu 600 mg.

3. Truong hop tai phat bach cau trung tinh <
1,0 x 10%/1 va/hodc tiéu cau < 50 x 10%/1, 1ap
lai bude 1, giam liéu dung imatinib con 400
mg.

2xay ra it nhét 1a sau 1 thang diéu tri

Céc nhom bénh nhan dic biét:

St dung cho bénh nhi: Khong c6 kinh nghiém sur dung cho tré em c6 bénh CML dudi 2 tudi
va bénh Ph+ALL dud6i 1 tudi. Co rat it kinh nghi€ém st dung cho tré bénh MDS/MPD, DFSP,

GIST va HES/CEL.

Tinh an toan va hi¢u qua cua imatinib & tré ¢c6 bénh MDS/MPD, DFSP, GIST va HES/CEL

duéi 18 tudi chua dugc thiét 1ap trong cac thir nghiém 1am sang.

Suy gan: Imatinib duoc chuyén héa chi yéu & gan. Bénh nhan suy gan mitc do nhe, trung

binh, niing nén ding liéu 400 mg/ngay. C6 thé giam liéu néu khong dung nap.

Phan loai suy gan

R6i loan chirc nang
gan

Cac xét nghiém chirc nang gan

Nhe Bilirubin toan phan: = 1,5 14n gi6i han binh thuong trén (ULN)
AST: > ULN (c¢6 thé binh thuong hodc <ULN néu bilirubin toan phan
>ULN)

Trung binh Bilirubin toan phan: >1,5-3,0 lan ULN
AST: bat cir mirc nao

Ning Bilirubin toan phan: >3-10 lan ULN

AST: bit ¢t muc nao

Ve
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Suy thdn: Bénh nhan r01 loan chirc nang than hodc thim tach méu nén dung liéu khoi dau 400
mg/ngdy. Tuy nhién, néu ¢6 canh bao than trong & cac bénh nhéan nay, c6 thé giam lidu néu
khong dung nap. Néu dung nap duoc, c6 thé tang liéu khi khong du hiéu qua diéu tri.

Nguoi cao tuoi: Duge dong hoc cua imatinib chua dugc nghién ciru riéng & nguoi cao tudi.
Trong cac thir nghiém 1am sang & ngudi 16n gdm trén 20% bénh nhan c6 tudi tir 65 tros 1én:

khong thdy c6 su khéc biét vé dugc dong hoc lién quan dén tudi tac. Khong ¢ khuyén céo
liéu ding cho ngudi cao tudi.

CHONG CHI DPINH:
Man cam véi hoat chat hodc bét cir ta duoc nao.

CANH BAO VA THAN TRQNG

Dung imatinib dong thoi véi cac thude khac, ¢ kha nang co tuong tac thudc. Nén thén trong
khi ding imatinib véi cac chét e ché protease, thudc khang nAm nhém azol, mot sé macrolid,
cac co chat CYP3A4 ¢ khoang diéu tri hep (nhu cyclosporin, pimozid, tacrolimus, sirolimus,
ergotamin, diergotamin, fentanyl, alfentanil, terfenadin, bortezomib, docetaxel, quinidin) hogc
warfarin va cac dan xuét coumarin khéc.

Str dung imatinib dong thoi véi cac thube cam g CYP3A4 (nhu dexamethason, phenytoin,
carbamazepin, rifampicin, phenobarbital hoac Hypericum perforatum, cling duge goi la St.
John's Wort) ¢6 thé lam giam dang ké nong do ciia imatinib, tang nguy co thét bai diéu tri. Vi
thé, nén tranh dung cling véi cac chat gdy cam tmg CYP3A4 manh.

Nhuoc gidp

Cac truong hop nhugce gidp da duge bédo cdo & cac bénh nhén phiu thuat tuyén giap dung
thuoc thay thé levothyroxin khi diéu tri bing imatinib. Nén kiém soat mirc hormon kich thich
tuyén giap (TSH) & cac bénh nhan nay.

Ddc tinh gan

Chuyén héa ciia imatinib chu yéu 1a & gan, chi 13% bai tiét qua than. Céc bénh nhén rdi loan
chirc ndng gan (nhe, trung binh, nang), nén theo doi cén thin enzym gan va cong thurc mau.
Can luy ¥, bénh nhén GIST co thé di can gan dan dén suy gan.

Da c6 cac truong horp ton thuong gan, gdm suy gan va hoai tr gan khi dung imatinib. Khi
phdi hop imatinib voi héa tri liéu cao, da phat hién thiy cac phan tmg gan nghiém trong. Nén
theo d&i chirc ning gan céan than trong cac truomg hop nay.

Gitr dich

Pia c6 bao cdo vé cac truong hop bi giir dich nghiém trong (tran dich mang phdi, phu, phu
phdi, béng, phu bé mt) ¢ khoang 2,5% bénh nhin CML méi chén doan, sir dung imatinib. Vi
thé, khuyen céo cac bénh nhan nén klem tra can nang thuong xuyén. Tang can nhanh ngoai y
mubn nén duge xem xét can than va néu can ap dung cac bién phap diéu tri va san séc ho tro.
Trong cac thir nghiém 1am sang, ty 1€ cac tdc dung phu nay tang lén ¢ ngudi cao tudi va
nhitng ngudi ¢ tién st réi loan tim. Vi thé can than trong voi cac bénh nhén rdi loan tim.
Bénh nhén tim )
Nén kiém soat cac yéu té nguy co dén dén suy tim hay suy than & cac bénh nhén tim. Bat ky
bénh nhan nao c¢6 cac diu hiéu hay triéu ching suy tim suy than can dugc danh gia va diéu tri.
Céc benh nhén ¢6 hdi chimg tang bach cau ua eosin (HES) ¢6 xam nhiém té bao HES trong
co tim, da c6 vai truong hop bi soc tim/r6i loan thét trai két hop voi giam hat té bao HES khi
khoi dau diéu tri bang imatinib. Tinh trang nay c6 thé hdi phuc khi dung thudc steroid toan
than, cac bién phap hd tro tudn hoan va tam ngung dung imatinib. Vi thinh thoang c6 béo cdo
vé tac dung phu trén tim khi dung imatinib, nén danh gia loi ich/nguy co cua diéu tri bang
imatinib cho bénh nhén HES/CEL trudc khi bat dau diéu tri. Bénh loan san/tang san tuy
xuong co sip xép lai gien PDGFR c6 thé 1am ting cao bach cau ua eosin. Vi thé chuyén gia
tim nén thuc hién kiém tra siéu &m tim va xac dinh lugng troponin huyét thanh dé danh gia
cac bénh nhan HES/CEL, va bénh nhan MDS/MPD c¢6 mitc bach cau wa eosin cao trude khi
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dung imatinib. Néu 1 trong 2 két qua bat thuong, chuyén gia tim theo ddi va dung steroid du
phong (1-2 mg/kg) trong 1 dén 2 tudn cung luc véi imatinib khi bt dau diéu tri.

Xuét huyét tiéu hoa

Trong nghién ciru ¢ cac benh nhan GIST khong giai phau duoc va/hodac di can, da c6 béo cao
vé tinh trang xut huyét duong ti€u hoa va xuat huyet trong kh01 u. Dua trén cac s6 liéu sin
O, cac bénh nhan GIST nay khéng c6 cac yeu t6 nguy co xuét huyet (nhu kich thuée khéi u,
vi tri khdi u, ri loan dong mau). Do ban chat cia bénh GIST, can ap dung céac bién phap
chuan dé kiém so4t tinh trang xuét huyét & tat ca cdc bénh nhan.

Hoi chimg tiéu khdi u

Do c6 thé xay ra hdi chimg tiéu khéi u (TLS), khuyén c4o nén diu tri giam acid uric trong
mau va gidm nudc trude khi bat ddu didu tri bang imatinib.

Céc xét nghiém

Dinh ky kiém tra cong thirc mau toan phan khi dleu tri bang imatinib. Diéu trj bénh nhan
CML bang imatinib ciing gy thiéu tiéu clu va bach cAu trung tinh. Tuy nhién, tinh trang thiéu
huyét cau c6 khuynh huéng lién quan dén giai doan bénh, thuong xay ra ¢ cac bénh nhin
CML tién trién hodc nguyén bao cap hon la cac bénh nhan CML giai doan man tinh. C6 thé
dimg hodc giam liéu diéu tri cua imatinib.

Nén thuong xuyén kiém tra chirc ning gan (transaminase, bilirubin, phosphatase kiém) & cac
bénh nhan dung imatinib.

Céc bénh nhan suy than duong nhu ¢6 ndng dd imatinib huyét tuong cao hon céc bénh nhan
c6 chic nang than binh thudong, ¢ 1& 1a do ting ndéng do huyét tuong cua alpha-acid
glycoprotein (AGP), mdt protein lién két imatinib. Nén dung lidu khoi dau thdp nhét dbi véi
cac bénh nhan suy than. C4c bénh nhén suy than can dugc diéu tri cin than. C6 thé giam lidu
dung néu khong dung nap.

Bénh nhi

Pi c6 bdo céo vé tinh trang chdm phat trién & cac tré em va thiéu nién dung imatinib. Téac
dung lau dai cua viéc diéu trj kéo dai bang imatinib d6i v&i su phat trién cia tré em chua duoc
biét r5. Vi thé nén kiém soat su phat trién cua tré diéu tri bang imatinib.

TAC DUNG KHONG MONG MUON:
Téc dung phu trong cic nghién ciru l1Am sang

Nhiém khuén va ky sinh trung

Khong thuong gap: Nhiém Herpes, viém mii hong, viém phdi !, viém xoang, viém té

bao, nhiém khuén duong ho hap trén, cum, nhlern khuén tiét
niéu, viém da day rudt, nhiém khuan huyét

Hiém: Nhiém nam

Khéi u lanh tinh, dc tinh va khong biét ré (bao gdm u nang va polyp)

Hiém: Hoi chimg tiéu khdi u

Roi loan mau va hé bach huyét

Rat thueong gap: Thiéu bach cau trung tinh, thiéu tiéu cau, thiéu mau
Thuong gap: ' Thleu toan the huyet cau, sot do thiéu bach cAu trung tlnh
Khong thuong gap: Tang tiéu cau, thiéu bach cau lympho, suy tiy xuong, tang bach

cdu wa eosin, bénh hach bach huyét

Hiém: Thleu mau huyét giai

R6i loan chuyén hoa va dmh dwo’ng

Thuong gap: Chan an
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Khong thuong gap: Giam kali huyét, tang an ngon, giam photphat huyét, giam an
ngon, glam nudc, gut, tang acid uric huyét, tang calci huyét, tang
duong huyét, giam natri huyét

Hiém gap: Tang kali huyét, giam magnesi huyét
Roi loan tim thin

Thuong gap: Mét ngu

Khong thuong gap: Tfém cam, giam kha nang tinh duc, lo au
Hiém gap: Trang thai mo hd

Réi loan hé thin kinh

Rat thwong gap: Nhirc dau?
Thuong gap: Chéng mat, di cam, rdi loan vi gidc
Khong thuong gap: Nhirc nira dau, mét ngu, ngét, bénh than kinh ngoai vi, giam tri

nh¢, dau day than kinh hong, hoi chung chan khong nghi ngoi,
run, xuat huyet ndo.

Hiém: Tang ap suét noi so, co giat, viém than kinh thi giac

Roi loan mat

Thuong gap: Phu mi mét,’téng tiét nude me"lt; Xudt huyét két mac, Viém két
mac, khé mat, nhin mo

Khong thuong gap: chh g mit, dau mét, phu héc mat, xuat huyét cing mac, xuat
huyét vong mac, viém mi mat

Hiém: Puc thity tinh thé, glo com, phu gai thi

R6i loan tai va tién dinh

Khong thuong gap: Chong mat, u tai, khong nghe dugc

Réi loan tim mach | “

Khong thuong gap: | Hoi hop, nhip tim nhanh, suy tim sung huyét 3, phu phoi

Hiém gap: - Loan nhip, rung nhi, ngung tim, nhdi méu co tim, dau that nguc,

tran dich mang ngoai tim.
Roi loan mach miu*
Thuong gap: Do bimg mat, xuat huyét

Khong thuwong gap: Tang huyét ap, tu mau, tu mau dudi mang cing, lanh ngoai vi, ha
huyét ap, hdi chirg Raynaud.

Réi loan ho hip, ngue va trung that

Thuong gap: Kho tho, chay mau cam, ho

Khong thuong gap: Tran dich mang phdi®, dau hau hong, viém hong

Hiém gap: Dau viém mang phdi, xo phdi, cao huyét ap dong mach phdi,
xuét huyét phdi

Roi loan dwong tiéu hoa




Rat thuong gap: Non mura, ti€u chay, 6i mira, ri loan tiéu héa, dau bung®

Thuong gap: Pay hoi, cdng bung, trao nguoc da day-thuc quan, tdo bon, khod
miéng, viém da day

Khong thuong gap: Viém ludi, loét miéng, xuat huyét duong tiéu hoa’, ¢ hoi, phan
den, vié,m thuc quan, bang, loét da day, phan c6 mau, viém moi,
khoé nudt, viém tuy

Hiém gap: Viém dai trang, tic rudt, bénh viém rudt

Roi loan gan mat

Thuong gap: Téng enzym gan
Khéng thuong gap: Tang bilirubin huyét, viém gan, vang da
Hiém: Suy gan®, hoai tir gan

Roi loan da va mo6 dwéi da

Rt thuong gap: Phul quanh héc mét, viém da/eczema/ndi mén do

Thuong gap: Ngtra, phtt mat, kho da, ndi ban do, rung toc, ra md hoi trom,
phan tmg mén cam v&i anh sang

Khong thuong gap: Nbi dat san, tham tim, tang tiét mo hoi, n01 ‘may day, bam mau,
c6 khuynh hu.'orng bi bam, it toc, giam sic to da, viém da troc vay,

gdy mong, viém nang 16ng, dom xuat huyét, vay nén, ting sic to
da, da phong nudc

Hiém gap: Bénh da cép c‘io bach cau trung tinh (hoi chimg Sweet), d6i mau
mong, phu than kinh mach’, ban do da hinh, viérp mach mau, hoi
chung Stevens-Johnson, néi ban do toan than cap tinh (AGEP)

A < A qeA A
Roi loan co xwong va mo lién ket

Rt thuong gap: Co thit co va chudt rat, dau co xuong bao4 gdm dau co, dau khép,

dau xuong’ «
Thu’d’ng gap: Viém khép i
Khong thuong gap: Cérig cung co va khop
Hiém gap - Yéu‘co, viém khdp, globin co niéu kich phat, bénh co
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R6i loan than va tiét niéu
Khong thuong gap: Pau than, tiéu ra mau, suy than cap, tiéu nhiéu lan

A A s > \ ,
Roi loan hé sinh san va va

Khéng thuong gap: Chung vi to ¢ dan ong, r("gi loan cuong duong, dau bung kinh,
kinh nguyét bat thuong, roi loan tinh duc, dau vu, nguc to, phu
biu

Hiém gap: Hoang thé xuat huyét/nang trimg xuat huyét

Cic roi loan tong quat va ¢ vi tri dung thuoc
Rat thuong gap: Giir nude va phi, mét moi

Thwong gap: Yéu 6t, s6t, phu toan than, lanh run, cting do



Khong thuong gap: DPau nguc, mét moi

Xét nghiém

Rat thuong gap: Téng can

Thuong gap: Giam céan

Khong thuong gap: Tang creatinin, ting creatinin phosphokinase, tiang lactat
dehydrogenase, ting phosphatase kiém

Hiém gap: Tang amylase trong mau

1 Viem phoz thuong dwoc bdo cdo ¢ cdac bénh nhdan CML bién doi va bénh nhan GIST,
2 Nhikc ddu thuong gap nhat ¢ bénh nhan GIST.

3 Tinh theo nam diéu tri, cdc tic dung phu trén tim bao gom suy tim sung huyét thuong thdy ¢ cdc bénh nhan
CML bién doi nhiéu hon la bénh nhan CML man.

4 Do bung mat thuong gdp o bénh nhdn GIST va xudt huyét (khéi tu mau, xudt huyét) thiong gdp & cdc bénh
nhén GIST va CML bién déi (CML-AP va CML- BC).

5 Tran dich mang phéi thuong dwoc bdo cdo ¢ cdc bénh nhan GIST va bénh nhin CML bién déi (CML-AP va
CML-BC) hon la bénh nhan CML man tinh.

6+7 Dau bung va xudt huyét tiéu héa thuong gdp ¢ bénh nhan GIST,

8 Ba 6 bdo cdo vai truong hop tir vong do suy gan va hoai tir gan.

9 Dau co xwong va cdc tac dung phu lién quan thuong xay ra ¢ bénh nhén CML hon la bénh nhén GIST.

Tl hong bdo cho thay thuoc nhitng tic dung khong mong muén cé lién hé dén sw sir dung
thuoc.

SU DUNG O PHU NU CO THAI VA CHO CON BU :

Phu nit ¢6 kha nang sinh san

Can khuyén cao phu nir c6 kha ning sinh san st dung bi¢n phép tranh thai hiéu qua khi dang
diéu tri.

Phu nir ¢6 thai

C6 rét it s6 liéu vé st dung imatinib & phu nit ¢6 thai. Cic nghién ctru & dong vat cho thy c6
doc tinh sinh san, chua biét nguy co cho thai nhi. Chi dung imatinib trong thai ky khi that sy
can thiét. Néu ding thudc trong thai ky, can thong bao cho bénh nhén biét vé cac nguy co co
thé xay ra cho thai nhi.

Phu nir cho con bu

C6 rét it thong tin vé su phan bd cua imatinib vao sita me. Cac nghién ctru & hai phu nir cho
con bt cho thay imatinib va chit chuyén hoa hoat tinh c6 thé phan bd vao sita me. O mot bénh
nhan, ty 1é nong do trong sira so v6i huyét tuong 1a 0,5 dbi v6i imatinib va 0,9 déi voi chat
chuyén hoa, cho thdy chat chuyén hoa phan bd vao sita nhiéu hon. Téng ndng d6 imatinib va
chat chuyén héa trong luong sira tré ba ti da trong ngay udc tinh 1a khoang 10% lidu diéu tri.
Tuy nhién, do tac dung cta imatinib lidu thip dbi véi tré so sinh chua duoc biét 3, phu nit
dung imatinib khong nén cho con bu.

TAC PONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC
Nén khuyén céo bénh nhén 12 ho ¢4 thé bi céc tac dung phu nhu chong mat, nhin mo hodc
budn nga khi diéu tri bang imatinib. Vi vay, than trong khi 1ai xe hay van hanh may méc.

TUONG TAC THUOC:

Céc hoat chét ¢6 thé 1am tiing ndng d6 huyét twong cuia imatinib: ) ,

Cac chét e ché hoat tinh cua cytocrom P450 CYP3A4 (cic chat wc ché protease nhu
indinavir, lopinavir/ritonavir, ritonavir, saquinavir, telaprevir, nelfinavir, boceprevir; thudc
khang nam azol gém ketoconazol, itraconazol, posaconazol, voriconazol; mdt so khang sinh
macrolid nhu erythromycin, clarithromycin va telithromycin) c6 thé lam giam chuyén héa va
ting ndng do imatinib. Nong d6 imatinib ting déng ké (Cmax va AUC trung binh cua imatinib
tang thém 26% va 40% tuong Ung) ¢ nhitng nguoi khoe mah dung dong thoi 1 lidu don




ketoconazol (chét trc ché CYP3A4). Nén thén trong khi dung imatinib cing véi cac chét trc
ché CYP3A4.

Céc hoat chat lam giam ndng dé huyét tuong ciia imatinib:

Céc chéat giy cam ung hoat tinh CYP3A4 (nhu dexamethason, phenytoin, carbamazepin,
nfamp1c1n phenobarbital, fosphenytoin, primidon hodc Hypericum perforatum, cing duogc
goi la St. John's Wort) ¢ thé lam giam déang ké nong do cua imatinib, tang nguy co that bai
diéu tri. Piéu tri truéce bang nhiéu liéu rifampicin 600 mg, sau d6 dung 1 liéu imatinib 400
mg lam giam Cmax va AUC 00 it nhét 1a 54% va 74% tuorng ing, so voi cac gia tri khi khong
dung rifampicin. Nén tranh dung imatinib dong thoi véi rifampicin hodc cac thude khac c6
cam tng manh CYP3A4.

Cic hoat chit c6 thé bj thay d6i nong d¢ huyét twong do imatinib

Imatinib lam tang Cmax va AUC trung binh cua simvastatin (co chat CYP3A4) Ién 2 lan va 3,5
lan tuong g, cho thdy su tc ché CYP3A4 do imatinib. Vi thé cin than trong khi dung
imatinib déng thoi voi céc co chit CYP3A4 co pham vi diéu tri hep (nhu cyclosporin,
pimozid, tacrolimus, sirolimus, ergotamin, diergotamin, fentanyl, alfentanil, terfenadin,
bortezomib, docetaxel va quinidin). Imatinib c6 thé lam tang ndng do huyét tuong cua cac
thuéc chuyén héa CYP3A4 khéc (nhu triazolo-benzodiazepin, dihydropyridin, chat trc ché
kénh calci, mot sb chat ttc ché HMG-CoA reductase, nghia la cac thudc statin, v.v..).

Do ting nguy co xuit huyét khi ding ddng thoi v6i imatinib, bénh nhéan dung thudc chdng
dong nén dung heparin trong luong phan tir thdp hodc heparin chuén, thay vi dung cac dan
xuét warfarin nhu coumarin.

In vitro imatinib trc ché hoat tinh cytocrom P450 CYP2D6 & nong do twong tu véi ndng do tre
ché hoat tinh CYP3A4. Imatinib ding 400 mg x 2 lan/ngay c6 tac dung trc ché su chuyén hoa
cua metoprolol qua trung gian CYP2D6, Cmax va AUC cua metoprolol tang 1én khoang 23%.
Duong nhu khong can didu chinh lidu ding khi dung imatinib dong thoi véi cac co chat
CYP2D6, tuy nhién nén than trong vdi cac co chat CYP2D6 c6 pham vi diéu tri hep nhu
metoprolol. Nén theo di cac bénh nhan diéu tri bing metoprolol.

In vitro, imatinib rc ché O-glucuronid héa cua paracetamol véi gid tri Ki 1a 58,5 micromol/I.
Khéng thiy su trc ché nay in vivo sau khi dung 400 mg imatinib va 1000 mg paracetamol.
Chua c6 nghién ciru v6i imatinib liéu cao hon va paracetamol.

Vi thé nén than trong khi dung lleu cao imatinib va paracetamol dong thoi.

V&i cac bénh nhan cit bo tuyén gidp dung levothyroxin, nong d6 huyét twong cta
levothyroxm ¢6 thé giam khi dung dong thoi v6i imatinib. Nén than trong. Tuy nhién co ché
tac dong van chua duoc biét.

V6i cac bénh nhan Ph+ ALL, ¢6 kinh nghiém 1am sang khi dung imatinib v6i héa tri, nhung
twong tac thudc gitra imatinib va cac thudc hoa tri chua dwoc hiéu r3. Cac tac dung phu cta
imatinib, nhu dc tinh gan, suy tuy va cac tac dung phu khac, c6 thé tang lén khi dung dong
thoi vl L-asparaginase, c6 thé lam tang doc tinh gan. Vi thé can dac biét than trong khi sir
dung phéi hop imatinib.

QUA LIEU VA PIEU TRI:

C6 rat it kinh nghiém vé sir dung lidu cao hon liéu diéu tri khuyén cao. Vai truong hop qué
lidu imatinib d3 dugc bao céo trong y van. Thong thurong nhitng truong hop nay duge bao cao
1a “cai thién” hodc “binh phuc”. Cac tac dung dugc bao cao ¢ cac lieu dung khac nhau nhu
sau:

Ngueoi lon

1200 dén 1600 mg (thoi gian tir 1 dén 10 ngay): Budn non, 6i mua, tiéu chay, ndi man do,
phu, mét moi, dau co, thiéu tiéu ciu, thiéu toan thé huyét cdu, dau bung, nhirc dau, giam &n
ngon.

1800 dén 3200 mg (ding dn 3200 mg/ngdy x 6 ngay): Yéu, dau co, ting creatin
phosphokinase, tang bilirubin, dau dudng tiéu hoa.

L ¥



6400 mg (liéu don): Mgt truong hop béo cdo trong y vin vé mot bénh nhan bi budn nén, 6i
mura, dau bung, sot, sung mat, giam bach cau trung tinh, tang transaminase.
8 dén 10 g (licu don): Co6 bao cao bi 6i mira va dau duong tiéu hoa.

Bénh nhi

Mot bé trai 3 tudi udng 1 liéu 400 mg bi 6i, tiéu cay va chan in, mdt bé trai 3 tudi khac ubng 1
licu 980 mg bi giam bach cau va tiéu chay. ‘
Khi dung qua liéu, can theo doi bénh nhén va diéu tri triéu chimg phu hop. )V

BAO QUAN Bao quan dudi 30°C, tranh dnh sang. Dé thudc ngoai tam tay tré em.
HAN DUNG: 36 thang ké tir ngay san xudt
PONG GOI: 6 vi x 10 vién nén

Séan xuét tai:

JEIL PHARMACEUTICAL CO., LTD.

Dia chi: 7, Cheongganggachang-ro, Baegam myeon, Cheoin-gu,
Yongin-si, Gyeonggi-do, Han Quéc

Tel: 82-31-332-4457  Fax: 82-31-333-0337
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