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AMLOR®

Rx

CANH BAO BAC BIET:

Thuoc nay chi dung theo don cua bac si.

Boc ky huohg dan sur dung trirdc khi dung.

Khong dung qua lieu chi dinh.

Thong bao cho bac si nhirng tac dung khong mong muon gap phai khi sir dung thuoc.
Neu can them thong tin xin hoi y kien bac si.

Khong sir dung thuoc da qua han dung.

Be xa tarn tay tre em.

1 TEN THUOC
AMLOR®

2. THANH PHAN BINH TINH VA BINH LVONG
Hoat chat: Amlodipin besilat
Moi vien nang cung chua amlodipin besilat tucmg duong voi 5 mg amlodipin.

3. BANG BAO CHE

Vien nang cimg voi than nang mau trang, nap nang mau vang, co in chim chu' ‘“ANTb”*sAaxpgo
Pfizer mau den.

4. BAC TINH LAM SANG
4.1 Chi djnh dieu tri
Tang hnyet dp

Amlodipin dirge chi dinh dieu tri dau tay trong benh tang huyet ap va co the duoc su dung don
doc de kiem soat huyet ap d phan Ibn cac benh nhan. Nhung benh nhan khong co dap vmg tot
vdi mot thuoc dieu tri tang huyet ap don doc nao do (ngoai amlodipin) co the thu duoc loi ich
tu viec bo sung them amlodipin, su dung phoi hop vdi thuoc loi tieu thiazid, thude uc chd thu
the a-adrenergic, thuoc uc che thu the p-adrenergichoac thuoc uc che enzym chuyln dang
angiotensin (ACE).

Amlodipin cung duoc chi dinh de giam cac nguy co cua benh mach vanh (CHD) gay tu vong
va nhoi mau co tim (MI) khong gay tu vong, va giam nguy co dot quy.
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Benh mach vcinh

Amlodipin dirge chi dinh de giam nguy co tai phat benh mach vanh va sir can thiet phai nhap
vien do dau that nguc b benh nhan bi benh mach vanh (CAD).

Dan that nguc on dinh man tmh

Amlodipin dugc chi dinh dieu tri dau tay trong benh thieu mau co tim, do sir tac nghen co dinh
(dau that nguc on dinh) va/hoac do sir co that cua dong mach vanh (dau that ngirc Prinzmetal
hay dau that nguc bien thien). Amlodipin co the duoc su dung ngay ca khi chi co nhung trieu
chung lam sang ggi y kha nang co co that mach, mac du khi do van chua the khang dinh dugc
hoan toan la co co that mach hay khong. Amlodipin co the dugc su dung don doc nhu la don
tri lieu, hoac phoi hgp voi cac thuoc chong dau that nguc khac a nhung benh nhan bi dau that
nguc ma da khang tri voi nitrat va/hoac vdi cac thuoc uc che thu the p-adrenergic da dung du
lieu.

4.2 Lieu dung va phuong phap s dung

Doi vdi tang huyet ap va dau that nguc, lieu khbi dau thong thudng la 5 mg amlodipin moi
ngay mot lan, co the tang len den lieu toi da la 10 mg moi ngay mot lan tuy theo dap ung cua
moi benh nhan.

Vdi cac benh nhan mac benh mach vanh thi lieu khuyen cao la 5 mg den 10 mg moi ngay mot
lan. Cac nghien cuu lam sang cho thay phan Idn benh nhan can lieu 10 mg (xin xem muc 5.1
Bac tmh dugc dong hoc - Su dung tren benh nhan mac benh mach vanh).

Khong can thiet phai dieu chinh lieu amlodipin trong trudng hgp dung dong thbi vdi cac thuoc
Igi tieu thiazid, cac thuoc uc che thu the p-adrenergichay cac thuoc uc che ACE.

Su dung 6 ngudi cao tuoi \

Nen dung theo lieu binh thudng. Dung amlodipin lieu nhu nhau doi vdi ca benh nhan>hao\tu6i
va tre tuoi cho thay thuoc co Icha nang dung nap tot tuong duoug nhau d ca 2 nhomtu § *\

Su dung a benh nhan suy giam chuc nang gan
Xin xem muc 4.4 Canh bao va than trong dac biet khi sir dung.
Su dung a benh nhan suy than

Co the su dung amlodipin vdi lieu binh thudng cho benh nhan suy than. Sir thay doi nong do
amlodipin trong huyet tuang khong lien quan den muc do suy than. Amlodipin khong the
tham tach dugc.

4.3 Chong chi dinh

Chong chi dinh dung amlodipin d nhung benh nhan co tien su qua man vdi cac
dihydropyridin hoac bat ky thanh phan nao cua thuoc.

*Amlodipin la thuoc chen kenh calci dihydropyridin.
4.4 Canh bao va than trong dac biet khi sir dung
Su dung a benh nhan suy tim

Trong mot nghien cuu dai han co kiem chung bang gia dugc (nghien cuu PRAISE-2) su dung
amlodipin tren nhung benh nhan bi suy tim khong do nguon goc thieu mau, do Il va IV theo
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phan loai cua Hiep hoi tim mach New York (New York Heart Association - NYHA),
amlodipin dugc bao cao la co lien quan thi sir gia tang ty le phu phoi. Tuy nhien khong co sir
khac biet dang ke ve ty le benh nhan bi suy tim tram trong hon b nliom amlodipin so vbi nhom
gia dugc (xin xem muc 5.1. Dac tmh dirge lire hoc).

Su dung (J benh nhan suy giam chuc nang gan

Cung giong nhu tat ca cac thuoc chen kenh calci khac, thbi gian ban thai cua amlodipin bi keo
dai b benh nhan suy giam chuc nang gan va lieu khuyen cao cho cac benh nhan nay van chua
dugc thiet lap. Do do amlodipin can phai dugc su dung than trgng b cac benh nhan nay.

4.5 Tircmg tac vdi cac thuoc khac va cac dang tuong tac khac

Amlodipin da dugc chung minh la su dung an toan vai cac thuoc Igi tieu thiazid, uc che thu
the a-adrenergic, uc che thu the (3-adrenergic, cac thuoc uc che ACE, cac nitrat tac dung keo
dai, nitroglycerin ngam dubi luai, cac thuoc chong viem khong steroid, cac khang sinh va cac
thuoc uong ha dubng huyet.

Cac du lieu tren in vitro tu cac nghien cuu tren huyet tuong ngubi da cho thay rang amlodipin
khong gay anh hubng den sir gan ket voi protein huyet tuong cua cac thuoc nghien cuu
(digoxin, phenytoin, warfarin hay indomethacin).

Simvastatin

Dung nhieu lieu 10 mg amlodipin dong thbi voi 80 mg simvastatin lam tang 77% ty le phoi
nhiem voi simvastatin so voi chi dung simvastatin. VVoi benh nhan dung amlodipin, gibi han
lieu cua simvastatin la 20 mg/ngay.

Nude budi chum

Dung dong thbi 240 ml nubc bubi chum voi mot lieu uong duy nhat 10 mg amI”jhh a 20
ngubi tinh nguyen khoe manh khong gay anh hubng dang ke len dugc dong\mc\cua
amlodipin. Nghien cuu nay khong cho phep kiem tra anh hubng cua dang da hinh di truyen
cua CYP3A4, enzym chinh chiu trach nhiem chuyen hoa amlodipin; vi the khong nen dung
amlodipin cung vbi bubi chum hoac nubc bubi chum vi sinh kha dung co the tang b mot so
benh nhan dan den lam tang tac dung ha huyet ap.

Chat uc che CYP3A4

Dung dong thbi 180 mg lieu hang ngay cua diltiazem vbi 5 mg amlodipin tren ngubi cao tuoi
(69-87 tuoi) bi tang huyet ap lam tang 57% ty le phoi nhiem he thong vbi amlodipin. Dung
dong thbi vbi erythromycin tren ngubi tinh nguyen khoe manh (18-43 tuoi) khong lam thay
doi dang ke ty le phoi nhiem he thong vbi amlodipin (tang 22% dien tich dubi dubng cong cua
dubng bieu dien nong do thuoc trong mau theo thbi gian [AUC]). Mac du lien quan lam sang
cua cac nghien cuu nay chua chac chan, sir thay doi dugc dong hgc co the se ro ret hon hon b
benh nhan cao tuoi.

Cac chat uc che manh CYP3A4 (nhu ketoconazol, itraconazol, ritonavir) co the lam tang nong
do amlodipin trong mau Ibn hon nhieu so vbi diltiazem. Nen than trgng khi su dung amlodipin
cung vbi cac chat uc che CYP3A4.
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Clarithromycin

Clarithromycin la mot chat he che CYP3A4. Nguy ca ha huyet ap tang a benh nhan dung
clarithromycin cung voi amlodipin. Nen theo doi benh nhan chat che khi su dung dong thbi
amlodipin vai clarithromycin.

Cac chat cam ung CYP3A4

Hien khong co du lieu ve anh hubng cua cac chat cam ung CYP3A4 len amlodipin. Su dung
dong thai vai cac chat cam ung CYP3A4 (nhu rifampicin, hypericum perforatum) co the lam
giam nong do amlodipin trong huyet tuang. Nen than trong khi su dung amlodipin cung vai
cac chat cam ung CYP34.

Trong nhung nghien cuu duai day, khong co sir thay doi dang ke ve dugc dong hoc cua
amlodipin hay cua cac thuoc khac trong nghien cuu khi dung ket hop.

Cac nghien ciru dac biet: Anh huong cua cac thuoc khac ten amlodipin.

Cimetidin

Dung dong thdi amlodipin va cimetidin khong lam thay doi dugc dong hgc cua amlodipin.
Mudi nhom/Muoi magnesi (Thuoc trung hod acid da day)

Su dung dong thdi cac thuoc khang acid la mudi nhom va mudi magnesi vdi mot lieu duy nhat
amlodipin khong gay anh hudng dang ke len dugc dong hoc cua amlodipin.

Sildenafd

Su dung lieu duy nhat 100 mg sildenafil d cac doi tugng bi tang huyet ap vd”*an”hang lam
anh hudng den cac thong so dugc dong hgc cua amlodipin. Khi su dung phoi hgp~tModipin
va sildenafil, moi thuoc deu co rieng tac dung ha ap cua chung.

Cac nghien ciru dac biet: Anh hudng cua amlodipin len cac thuoc khac
Atorvastatin

Dung dong thdi nhieu lieu 10 mg amlodipin vdi 80 mg atorvastatin khong lam thay doi dang
ke cac thong so dugc dong hgc cua atorvastatin d trang thai nong do on dinh trong huydt
tuong.

Digoxin

Sir dung dong thdi amlodipin vdi digoxin khong lam thay doi nong do digoxin trong huyet
tuong hoac do thanh thai qua than cua digoxin d nhung ngudi tinh nguyen khoe manh.

Ethanol (Rupu)

Su dung dan lieu hay da lieu 10 mg amlodipin khong gay anh hudng dang ke len dugc dong
hoc cua ethanol.

Warfarin

Dung dong thdi amlodipin vdi warfarin khong lam thay doi thdi gian uc che prothrombin cua
warfarin.

Page 4 of11



LPD Title: Amlodipine Besilate

LPD date: Apr 28, 2016

Country: Vietnam

Reference CDS: Version 9.0 Reference CDS Date : Jul 10, 2014

Cyclosporin

Chua co cac nghien cuu ve tuong tac thuoc giua cyclosporin va amlodipin d nhung ngudi tinh
nguyen khoe manh hoac nhom doi tuong khac ngoai tru cac benh nhan ghep than. Cac nghien
cuu khac nhau d benh nhan ghep than cho thay viec dung dong thdi amlodipin vdi cyclosporin
anh hudng den nong do day cua cyclosporin tu khong thay doi den tang trung binh 40%. Can
xem xet de theo doi muc cyclosporin d benh nhan ghep than dung amlodipin.

Tacrolimus

Co nguy co tang nong do tacrolimus trong mau khi su dung dong thdi vdi amlodipin. Be tranh
doc tinh cua tacrolimus, khi s/ dung amlodipin d benh nhan dieu tri bang tacrolimus thi can
phai giam sat nong do tacrolimus trong mau va dieu chinh lieu tacrolimus neu thich hop.

Cac tuong tac giua thuoc voi cac xet nghiem sinh hod: chua duoc biet.
4.6 Anh hudng tren kha nang sinh san, phu n(r co thai va cho con bu

Bo an toan cua amlodipin d phu nu co thai va cho con bu chua duoc thiet lap. Amlodipin
khong gay doc trong cac nghien cuu tren he sinh san cua dong vat, ngoai tru viec lam cham
qua trinh chuyen da va keo dai thdi gian de d chuot vdi muc lieu cao gap 50 lan lieu khuyen
cao su dung toi da d ngudi. Bo do chi nen sir dung amlodipin trong thdi ky mang thai khi
khong co bien phap thay the nao an toan hon va khi ban than benh chua dung sir rui ro Idn hon
cho ba me va phoi thai. Khong co anh hudng nao den kha nang thu thai tren chuot su dung
amlodipin (xin xem muc 5.3. Cac dfr lieu an toan tien lam sang).

4.7 Anh huong len kha nang lai xe va van hanh may moc

Amlodipin co the gay anh hudng nhe hoac vua toi kha nang kha nang lai xe va van'
moc. Neu benh nhan dung Amlodipin bi chong mat, nhuc dau, met moi hoac
nang phan ung cua ho co the bi suy giam. Benh nhan can duoc canh bao than trong,
luc bat dau dieu tri.

4.8 Tac dung khong mong muon

Amlodipin duoc dung nap tot, d cac nghien cuu lam sang co kiem chung bang gia duoc tren
cac benh nhan tang huyet ap hoac dau that nguc, tac dung khong mong muon hay gap nhat la:

Phan loai theo he colquan theo MedDRA Tac dung khong mong muon

Roi loan he than kinh dau dau, chong mat, ngu ga
Roi loan tim danh trong ngirc

Roi loan mach mat do bung

Roi loan he tieu hod dau bung, buon non

Roi loan toan than va tai cho phu, met moi

Trong cac nghien cuu lam sang nay, ngudi ta ihong thay co bat ky sir bat thudng co y nghTa
lam sang nao len cac ket qua xet nghiem sinh hoa co lien quan den amlodipin.

Cac tac dung khong mong muon it gap hon ghi nhan duoc sau khi thuoc duoc dua ra thi
trudng bao gom:
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Phan loai theo he co’quan theo MedDRA

Roi loan man v hack bach huyet
Roi loan chuyen hoa va dinh dudng
Roi loan tam than

Roi loan he than kinh

Roi loan thi gidc

Roi loan thinh gidc va tai trong

Roi loan mach

Roi loan ho hap, nguc va trung that

Roi loan tieu hoa

Roi loan da va mo dudi da

Roi loan he coxuong va. mo lien ket

Roi loan than va dudng tiet nieu

Roi loan he sinh san va vu
Roi loan toan than va tai cho

Cac chi so xet nghiem (nghien cuu)

Tac dung khong mong muon
giam bach cau, giam tieu cau
tang dudng huyet

mat ngu, thay doi tam tinh

tang truong lire co, giam xuc giac/di cam,
benh than kinh ngoai bien, bat tinh, roi loan vi
giac, run ray, roi loan he ngoai thap

suy giam thi giac

u tai

ha huyet ap, viem mach mau
ho, kho thd, viem mui

thay doi thdi quen di ngoai, kho mieng, kho
tieu (bao gom ca viem da day), tang san lgi,
viem tuy, di mua

rung toe, tang tiet mo hoi, ban xuat huyet, da
bien mau, may day

dau khdp, dau lung, co co, dau co

tang tieu nhat, roi loan tieu tien, di tieu ban
dem

vu to d nam gidi, roi loan cuongAudag\
suy nhugc, kho chiu, dau
tang/giam can

Hidm gap cac phan ung di ung bao gom ngua, ban da, phu mach va hong ban da dang.

Viem gan, vang da va tang enzym gan cung da duoc bao cao voi ty le rat it (chu yeu di kem
vdi tac mat). Co mot so trudng hop nang can phai nhap vien da dugc bao cao lien quan den
viec su dung amlodipin. Trong nhieu trudng hop, moi quan he nhan qua giua cac tac dung
khong mong muon neu tren vdi viec su dung amlodipin la khong ro rang.

Cung giong nhu vdi cac thuoc chen kenh calci khac, cac tac dung bat loi sau day rat hiem khi
dugc bao cao va khong the phan biet dugc vdi tien trinh tu nhien cua cac benh dang mac: nhoi
mau co tim, loan nhip tim (bao gom nhip cham, nhip nhanh that va rung nth) va dau nguc.

Benh nhan nhi (6-17 tuoi)

Amlodipin dung nap tot d tre em. Cac tac dung khong mong muon nay tuong tir nhu nhung
tac dung khong mong muon quan sat thay d ngudi Idn. Trong mot nghien cuu vdi 268 tre em,
nhung tac dung khong mong muon thudng gap nhat la:
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Phan loai theo he co’quan theo MedDRA  Tac dung khong mong muon

Roi loan he than kinh Dau dau, chong mat
Roi loan mach Gian mach

Roi loan ho hap, nguc va trung that Chay mau cam

Roi loan tieu hoa Dau bung

Roi loan toan than va tai cho Suy nhugc

Phan lan cac tac dung khong mong muon co muc do nhe hoac trung binh. Cac tac dung khong
mong muon nghiem trong (chu yeu la dau dau) duoc quan sat thay a 7,2% benh nhan dung
amlodipin 2,5 mg; 4,5% dung amlodipin 5 mg va 4,6% dung gia dugc. Li do pho bien nhat
cua viec ngtrng tham gia nghien cuu la tang huyet ap khong kiem soat dugc. Khong co truang
hgp ngung tham gia nghien cuu nao co lien quan den cac bat thuong ve xet nghiem. Khong co
su thay doi dang ke nao ve nhip tim.

4.9 Qua lieu

Cac du lieu hien co ggi y rang viec qua lieu muc do lan co the gay gian mach ngoai vi va co
the kem theo nhip tim nhanh. Co bao cao ve su tut manh huyet ap, co the keo dai va bao gom
soc co tu vong.

Su hap thu amlodipin giam dang ke khi chi dinh than hoat ngay sau hoac trong vong 2 gia sau
khi uong amlodipin 10 mg a nhung nguai tinh nguyen khoe manh. Trong vai truang hgp co
the can den rua da day. Vai cac truang hgp tut huyet ap nang do viec su dung qua lieu
amlodipin, can phai co cac bien phap ho trg tim mach tich cue bao gom viec theo doi thuong
xuyen cac chuc nang ve tim mach va ho hap, ke cao tay chan va chu y den the tich tuan hoan
va lugng nuac tieu. Co the su dung mot thuoc co mach de phuc hoi truang lu(: maemmam va
huyet ap, mien la benh nhan khong co chong chi dinh su dung thuoc do. Co the tienmtmmpmch
calci gluconat de dao ngugc lai tac dung chen kenh calci. Do amlodipin gan ket nhilu vai
protein huyet tuong nen tham phan khong mang lai ket qua trong truang hgp nay.

5. CAC DAC TINH DITOC LY HOC
5.1 Dac tinh dirge lire hoc

Amlodipin la 1thuoc chen dong ion calci (thuoc chen kenh cham hay chat doi van ion calci)
va uc che dong ion calci qua mang te bao vao trong cac te bao ca tran a tim va mach mau.

Ca che ha huyet ap cua amlodipin la do tac dung gian true tiep ca tran mach mau. Ca che
chinh xac cua amlodipin lam giam dau that nguc van chua dugc xac dinh day du, nhung
amlodipin lam giam ganh nang thieu mau tong cong do hai tac dung sau:

1. Amlodipin lam gian cac tieu dong mach ngoai vi va do do lam giam sue can ngoai vi tong
cong doi vai tim (giam hau ganh). Do nhip tim khong thay doi, nen sir giam ganh nang nay
cho tim lam giam tieu thu nang lugng va nhu cau oxy cua ca tim.

2. Ca che tac dung cua amlodipin cung co the bao gom viec gian cac dong mach vanh chinh
va cac tieu dong mach vanh, ca a vung thieu mau va vung binh thuong. Sir gian mach nay lam
gia tang viec cung cap oxy cho ca tim a nhung benh nhan bi co that dong mach vanh (dau that
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nguc Prinzmetal hay dau that ngirc bien thien) va lam giam cac can co that mach vanh do hut
thuoc la.

d benh nhan tang huyet ap, lieu mot lan/ngay cho thay co sir giam huyet ap dang ke ve mat
lam sang d ca tu the nam va dung trong suot khoang each lieu 24 gid. Do dac diem khdi phat
tac dung cham, lam ha huyet ap nhanh khong phai la mot trong nhung tac dung cua amlodipin.

6 benh nhan bi dau that nguc, viec su dung amlodipin mot lan/ngay lam tang thdi gian gang
sire tong cong, thdi gian khdi dau con dau that ngirc va thdi gian cho den luc uc che doan 1
mm ST va lam giam ca tan so con dau that ngirc va giam su dung vien nen nitroglycerin.

Chua phat hien thay amlodipin co lien quan den bat ky anh hudng bat loi nao ve chuyen hoa
hay thay doi ve lipid huyet tuong va amlodipin phu hop de sir dung d benh nhan hen, dai thao
dudng va gut.

Su dung a benh nhan mac benh mach vanh

Tac dong cua amlodipin den ti suat benh va ti le tu vong do benh tim mach, dien bien cua
benh xo vua dong mach vanh va xo vua dong mach canh duoc nghien cuu trong Thu nghiem
tien ciru, ngau nhien danh gia anh hudng cua Norvasc tren he mach (nghien cuu PREVENT).
Nghien cuu da trung tam, ngau nhien, mu doi, co doi chung vdi gia duoc nay theo doi 825
benh nhan bi benh dong mach vanh (CAD) duoc xac dinh bang each chup dong mach vanh
trong vong 3 nam. Quan the nghien cuu bao gom nhung benh nhan da co tien su nhoi mau co
tim (MI) (45%), tao hinh mach vanh qua da (percutaneous transluminal coronary angioplasty -
PTCA) tai lan kham ban dau (42%), hoac tien su dau that ngirc (69%). Do nang cua benh dong
mach vanh (CAD) nam trong khoang tu benh 1 nhanh dong mach (45%) den tren 3 nhanh
dong mach (21%). Benh nhan bi tang huyet ap khong Idem soat duoc (huyetmpVam, truang
[DBP] > 95 mmHg) bi loai khdi nghien cuu. Cac bien co tim mach chinh duomdaM \gia bdi
mot hoi dong vdi cac tieu chi danh gia dirge giu kin. Mac du khong thay co tac doHg\6 rang
nao den ti le dien tien cua cac ton thuong dong mach vanh, amlodipin da ngan chan dien tien
cua viec mang trong mach canh bi day len. Nhung benh nhan dieu tri bang amlodipin duoc
quan sat thay co giam dang ke (-31%) ve tieu chi danh gia ket hop bao gom tu vong do benh
tim mach, Ml, dot quy, PTCA, phau thuat bac cau dong mach vanh (CABG), nhap vien do dau
that ngirc khong on dinh va suy tim sung huyet (CHF) tram trong len. Cung quan sat thay ty le
thirc hien thu tuc tai thong mach (PTCA va CABG) giam dang ke (-42%) d benh nhan duoc
dieu tri bang amlodipin. Cac trudng hop nhap vien do dau that ngirc khong on dinh cung it
hon (-33%) d benh nhan dieu tri bang amlodipin so vdi nhom gia duoc.

Hieu qua cua amlodipin trong ngan ngua cac bien co lam sang d benh nhan bi benh dong
mach vanh da duoc danh gia trong mot nghien cuu doc lap, da trung tam, ngau nhien, mu doi,
co doi chung vdi gia duoc tren 1997 benh nhan, so sanh Amlodipin vdi Enalapril trong viec
han che xuat hien thuyen tac huyet khdi (CAMELOT). Trong so nhung benh nhan nay, co 663
ngudi duoc dieu tri bang amlodipin 5 mg den 10 mg va 655 benh nhan duoc dieu tri bang gia
duoc, ngoai cac dieu tri tieu chuan bao gom cac thuoc statin, thuoc uc che thu the |3
adrenergic, thuoc loi tieu va aspirin, trong vong 2 nam. Ket qua chinh ve hieu qua cua thuoc
duoc trinli bay trong Bang 1 Cac ket qua cho thay rang dieu tri bang amlodipin co lien quan
den viec giam cac trudng hop nhap vien do dau that ngirc va thuc hien thu thuat tai thong
mach d benh nhan bi benh dong mach vanh.
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Bang 1 Ti le ket qua lam sang co y nghTa cua Nghien cuu CAMELOT

CAMELOT
Ket qua lam sang Amlodipin Gia duoc Ti le giam nguy col
N (%) (n- 663) (n = 655) (gia tri p)
Tieu chi danh gia 110 151 31%
ket hop vetim mach (16,6) (23,1) (0,003)
Nhap vien do dau 51 84 42%
that nguc (7.7) (12,8) (0,002)
Tai  thong mach 78 103 27%
vanh (11,8) (15,7) (0,033)

* 1) Dugc dinh nghTa trong nghien cuu CAMELOT la cac trudng hgp tu vong do benh tim mach, nhdi mau ca tim
khong gay tu vong, ngung tim khi hoi tinh, tai thong mach vanh, nhap vien do dau that nguc, nhap vien vi benh
suy tim sung huySt (CHF), dot quy gay tu vong hoac khong gay tu vong hoac thibu mau nao cue bo thoang qua
(T1A), bdt ky chan doan nao v6 cac benh mach mau ngoai bien (PVVD) d benh nhan trude day chua tung dugc
chan doan PVD hoac bat ky nhung trudng hgp nhap vien nao de dieu tri PVD.

2) Tieu chi danh gia kit hgp vStim mach (CV) latieu chi danh gia chinh vS hieu qua cua nghien cuu
CAMELOT.

Thin nghiem ve Dien tri de ngan ngua dau tim (ALLHAT)

Mot nghien cuu ngau nhien, mu doi ve ti suat benh va ti le tu vong mang ten Thu nghiem ve
Dieu tri tang huyet ap va giam lipid mau de ngan ngua nhoi mau co tim (ALLHAT) da dugc
there hien de so sanh nhung lieu phap su dung thuoc moi hon: amlodipin 2,5 mg/ngay den 10
mg/ngay (chen kenh calci) hoac lisinopril 10 mg/ngay den 40 mg/ngay (uc chtLACTt) ‘dugc
dung nhu lieu phap dau tay so voi thuoc Igi tieu thiazid chlorthalidon 12,5 mg/ngay”gep 25
mg/ngay d nhung ca tang huyet ap nhe den trung binh.

Tong cong co 33357 benh nhan tang huyet ap tuoi tu 55 trd len dugc phan bo ngau nhien va
theo doi trong thdi gian trung binh la 4,9 nam. Cac benh nhan co them it nhat la mot yeu to
nguy co doi vdi benh mach vanh (CHD), bao gom MI hoac dot quy trong > 6 thang hoac co ho
so ghi nhan ve cac benh xo vua dong mach (CVD) khac (tong cong 51,5%), dai thao dudng
typ 2 (36,1%), lipoprotein - C ti trong cao (HDL-C) <35 mg/dL (11,6%), phi dai tam that trai
dirge chan doan bang dien tam do hoac sieu am tim (20,9%), hoac hien tai dang hut thuoc la
(21,9%).

Tieu chi danh gia chinh la tieu chi ket hgp bao gom benh mach vanh (CHD) gay tu vong hoac
MI khong gay tu vong. Khong co sir khac biet dang ke tren tieu chinh danh gia chinh giua lieu
phap chua amlodipin va lieu phap chua chlorthalidon: RR 0,98; 95% CI [0,90-1,07], p = 0,65.
Ngoai ra, khong co su khac biet dang ke nao ve ti le tu vong do tat ca cac nguyen nhan giua
lieu phap chua amlodipin va lieu phap chua chlorthalidon: RR 0,96; 95% CI [0,89-1,02], p =
0,20.

Su dung tren benh nhan suy tim

Cac nghien cuu ve huyet dong va cac thu nghiem lam sang co doi chung dira tren xet nghiem
gang sue d nhung benh nhan suy tim do 1I-1V theo NHY A cho thay rang amlodipin khong dan
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den suy giam ve mat lam sang, dua vao kha nang chiu dung cac hoat dong gang sue, phan suat
tong mau cua tam that trai va trieu chung hoc lam sang.

Mot nghien cuu co doi chung dung gia dugc (PRAISE) dugc thiet ke de danh gia cac benh
nhan suy tim do 11-1V theo NYHA su dung digoxin, thuoc Igi tieu va cac thuoc uc che ACE
cho thay rang amlodipin khong dan den viec tang ti le tu vong hoac chi so ket hgp giuati le tu
vong va tinh trang benh d nhung benh nhan suy tim.

Trong nghien cuu ke tiep co doi chung dung gia dugc theo doi dai han (PRAISE-2) ve
amlodipin b nhung benh nhan suy tim do Il va IV theo NYHA ma khong co trieu chung lam
sang hay khong co cac ket qua kliach quan ggi y ve benh thieu mau cue bo tiem an, vdi lieu on
dinh cua cac thuoc uc che ACE, thuoc dieu tri suy tim, va thuoc Igi tieu, amlodipin khong lam
thay doi tong ti le tu vong hoac ti le tu vong do benh tim mach. Tren cung quan the nghien
cuu nay, amlodipin co lien quan den viec tang ghi nhan cac trudng hgp phu phoi mac du
khong co sir khac biet dang ke ve ti le cac trudng hgp suy tim nang han giua nhom dung
amlodipine so vdi nhom dung gia dugc.

5.2 Dac tinh dirge dong hoc
Help thu

Sau khi uong cac lieu dieu tri, amlodipin dugc hap thu tot vdi nong do dinh trong huyet tuong
dat dugc khoang 6 den 12 gid sau khi uong. Sinh kha dung tuyet doi dugc ude lugng vao
khoang 64% - 80%. The tich phan bo la khoang 21 L/kg. Su hap thu amlodipin khong bi anh
hudng bdi thuc an.

Cac nghien cuu in vitro cho thay khoang 97,5% amlodipin trong tuan hoan gan vdi protein
huyet tuong.

Chuyen hoa/thcii tru

Thdi gian ban thai trong huyet tuong cua amlodipin nam trong khoang tu 35 den 50 gid

hgp vdi lieu dung thuoc mot lan hang ngay. Nong do d trang thai hang dinh trong huyt

dat dugc sau 7 den 8 ngay dung thuoc lien tuc. Amlodipin dugc chuyen hoa phan ldn

thanh cac chat chuyen hoa khong co hoat tinh, vdi 10% chat ban dau va 60% chat chuyen hoa
dugc dao thai qua nude tieu.

Su dung a ngudi cao tuoi

Thdi gian dat nong do dinh trong huyet tuong cua amlodipin la giong nhau giua ngudi cao
tudi va ngudi tre. Tuy nhien do thanh thai cua amlodipin co khuynh hudng giam keo theo sir
gia tang cua dien tich dudi dudng cong (AUC) va thdi gian ban thai d cac benh nhan cao tudi.
Dien tich dudi dudng cong va thdi gian ban thai d benh nhan suy tim sung huyet (CHF) cung
tang len nhu dir kien d nhom tudi dugc nghien cuu.

5.3 Cac dur lieu an toan tien lam sang
Kha nang gay ung thu, gay dot bien va suy giam chuc nang sinh san

Khong thdy co dau hieu ung thu d chuot cong va chuot nhat dugc dieu tri vdi amlodipin trong
chd do an kieng trong 2 nam, vdi nong do dugc tinh toan de muc lieu dung hang ngay la 0,5;
1,25 va 2,5 mg/kg/ngay. Lieu dung cao nhat (d chuot nhat va tuong tir vdi chuot cong la gap
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doi* lieu chi dinh lam sang toi da - 10 mg tren mot dan vi mg/m2) gan vai muc tong lieu dugc
dung nap vai chuot nhat nhung khong phai cho chuot cong.

Cac nghien cuu ve kha nang gay dot bien cho thay thuoc khong gay anh huong tren he gen
hoac nhiem sac the.

Khong co anh huong tai chuc nang sinh san cua chuot cong dung amlodipin (chuot due dung
64 ngay va chuot cai dung 14 ngay trade khi giao phoi) a lieu len tai 10 mg/kg/ngay (8 lan
lieu toi da chi dinh cho ngudi, 10 mg tren mot dan vi mg/m2).

* Dua tren benh nhan the trong 50 kg

6. CAC DAC TINH DHOC HOC
6.1 Danh muc ta dirge

Cellulose vi tinh the, tinh bot ngo say kho, magnesi stearat. Vo nang chua gelatin, quinolin
vang, oxyd sat den, titan dioxid. Muc in chua men shellac va oxyd sat den.

6.2 Tirong ky

Khong ap dung.

6.3 Thoi han sir dung

24 thang ke tu ngay san xuat.

6.4 Bao quan

Bao quan dudi 30°C, tranh am.

6.5 Tinh chat va dung lirung cua bao bi dong goi TUQ, eye truOng

Hop 3 vi x 10 vien nang cung. P.TRUING PHONG
Jfauy&n Mtuy, ftung,

Tieu chuan: Nha san xuat

Nha san xuat: Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530
Cisse, Phap.

®Nhan hieu da dang ky

LPD Date: Apr 28, 2016.
Reference CDS Date: Jul 10, 2014.
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CU€ quAn 1y ditoc Doc lap - Ty do - Hanh phuc

S6 ¢JAO&'t / QLD-DK Ha Noi, ngay / ; thang ( nam 2018
V/v cap nhat ta huang dan sir dung

Kinh gui: Pfizer (Thailand) Ltd..
Bia chi: Floor 36, 37, United Center Building, 323 Silom Road, Silom,
Bangrak, Bangkok 10500, Thailand.

Tiep theo cong van so 10663/QLD-BK ngay 24/07/2017 cua Cue Quan ly
Duoc, xet don de nghi nop ngay 23/11/2017 va cac tai lieu bo sung co lien quan
cua cong ty (so tiep nhan 610/BSTBNN) ve viec cap nhat ta huang dan su dung
thuoc doi vai thuoc nude ngoai da dugc cap so dang ley luu hanh,

Can cu Thong tu s6 44/2014/TT-BYT ngay 25/11/2014 cua Bo Y te Quy
dinh viec dang ky thuoc, Thong tu so 06/2016/TT-BYT ngay 08/03/2016 cua Bo
Y te ve Quy dinh ghi nhan thuoc,

Can cu bien ban tham dinh ho sa thay doi/ bo sung, Cue Quan ly Duac co
y kien nhu sau:

Bong y de cong ty duac cap nhat ta hudng dan su dung thuoc doi vdi
thuoc Amlor, so dang ky: VN-20049-16, cu the:

Bang so sanh noi dung thay doi td hudng dan su dung va td hudng dan su
dung cho benh nhan dugc dong dau xac nhan cua Cue Quan ly Dugc va dinh
kem theo cong van nay.

Ngoai noi dung dugc thay doi tren, tat ca cac noi dung khac giu nguyen
nhu ho sa dang ky thuoc luu tai Cue Quan ly Dugc.

Cong ty dang ky, nha san xuat phai chiu trach nhiem ve chat lugng doi vdi
thuoc luu hanh tren thi trudng, noi dung ghi tren nhan thuoc, quy dinh ve sd huu
tri tue lien quan den nhan hieu hang hoa cua thuoc va co trach nhiem thong bao
su thay doi nay den cac ca quan lien quan va khach hang.

Sau 06 thang ke tu ngay ley cong van nay cong ty khong dugc nhap khau
thuoc tren vdi noi dung cu da thay doi cua td hudng dan su dung.

Cue Quan ly Dugc thong bao de cong ty biet va thuc hien dung cac quy
dinh cua Viet Nam ve luu hanh thuoc./.

Nffinhan: KT.CUC TRI/CING

- Nhu tren; )
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Thay doi thu tu va ten cac de muc trong thong tin san pham cho
can bo y te nhu sau:

TEN THUOC 1. THANH PHAN VA HAM LUONG

THANH PHAN DINH LUONG VA DINH TINH Danh muc ta duuc

DANG BAO CHE 2. DANG BAO CHE

DAC TINH LAM SANG 3. CACDAC TINH DUOC LUC HOC, DUOC DONG HOC
4.1 Chi dinh dieu tr| \ 3.1 Dac tinh duuc luc hoc

4.2 Lieu dung va phuung phap sir dung \
4.3 Chong chi’ dinh

4.4 Canh bao va than trong dac biet khi sir dung
4.5 Tuong tac voi cac thuoc khac va cac dang tuong tac khac

3.2 Dac tinh duuc dong hoc
3.3 Cac dir lieu an toan tien lam sang

4.
5. CHI DINH, LIEU DUNG VA CACH DUNG, CHONG CHI

4.6 Anh huong tren kha nang sinh san, phu nir co thai va cho con

bu

4.7 Anh huong len kha nang lai xe va van hanh may moc

4.8 Tac dung khong mong muon
4.9 Qua lieu
5. CAC DAC TINH DUOC LY HOC
5.1 Dac tinh duuc luc hoc

5.2 Dac tinh duuc dong hoc

5.3 Cac dir lieu an toan tien lam sang
6. CAC DAC TINH DUOC HOC

QUY CACH DONG GOl

DINH

5.1 Chi djnh

5.2 Lieu dung va each dung

5.3 Chong chi’djnh
6. CAC TRUONG HOP THAN TRONG KHI DUNG THUOC

Anh huong len kha nang sinh san, phu nir co thai va cho con
bu
Anh huung len kha nang lai xe va van hanh may moc

7. TUONG TAC V0l CAC THUOC KHAC VA CAC LOAI

TUONG TAC KHAC
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6.1 Danh muc ta dirge

6.2 Tuong ky

6.3 Then han sir dung

6.4 Bao quan

6.5 Tinh ch2t va dung lugng cua bao bi dong goi

AMLOR®

R *

CANH BAO DAC BIET:

1. TEN THUOC
AMLOR®

4. DAC TINH LAM SANG

4.1 Chi dinh dieu trj
Tang huyet ap
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Tuong ky
8. TAC DUNG KHONG MONG MUON
9. QUALIEU VA CACH XITTRI
10. diEu KIEN BAO QUAN VA HAN DUNG
10.1 Dieu kien bao quan
10.2 Han dung

11. TEN, DIA CHI, LOGO (NEu CO) CUA NHA SAN XUAT

12 NGAY CHINH SITa
Rx

AMLOR®

Thong tin danh cho can bo v te

CANH BAO DAC BIET:

5. CHI DINH, LIEU DUNG VA CACH DUNG, CHONG CHI

DINH
5.1 Chi djnh
Tang huyet ap
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benh nhan. Nhung benh nhan khong-co dap ung tot voi mot thuoc-dieu
tri tang-huyet ap dun doc nao do (ngoai amlodipin) co the thu-dugc Igi
ich ttr viec bo sung them amlodipin; sir dung phoi hgp vai thuoc Igi
tieu thiazid. thuoc uc che thu the a adrenergic, thuoc uc che thu the [3
adrenergichoac thuoc uc che enzym chuyen dang angiotensin (ACE).

Amlodipin cung dugc chi djnh dl giam cac nguy ca cua benh mach

vanh (GHD) gay tu vong va nhdi mau co tim (MI) khong gay tu vongT

va giam nguy co dot quy.

Benh mach vanh

Amlodipin duge-ehi dinh de giam nguy co tai-phat-benh-mach vanh va
su can thiet phai-nhap vien do dau that nguc d benh nhan bj benh mach
vanh (CAD). A
Dau that nguc on djnh man tinh Cc
Amlodipin dugc ehi djnh dieu tri ddu tay trong benh thieu mau co tim,
do su tac nghen co dinh (dau that nguc on djnh) va/hoac do su co that
cua dong mach vanh (dau that nguc Prinzmetal hay dau that nguc bien
thien)n Amlodipin co the dugc su dung ngay ca khi chi co nhung trieu
chung lam sang ggi y kha nang co co that mach. mac-du-khi do van
chua the-khang dinhduge-hoan toan la co co that mae-h-hay khong.
Amlodipin co the dugc su-dung don doc nhu la don trj lieu, hoac phoi
hgp vdi cac thuee €hong dau that nguc khac d nhung benh nhan bi dau
that nguc ma da-khang trj vdi nitrat va/hoac voi cac thuoc uc che thu
the ft adrenergic da dung du lieu:
4.2 Lieu dimg va phirong phap sir dung

DO0i voi tang huyet ap va dau that nguc, lieu khdi dau thong thuong la
5 mg amlodipin moi ngay mot lan, co the tang len den lieu toi da la 10
mg mdi ngay mot lan tuy theo dap ung cua mdi benh nhan.

Vdi cac benh nhan mac benh mach-vanh thi lieu khuyen cao la-5 mg
ddn 10-mg mdi ngay mot lan. Cac nghien cuu lam sang cho thay phan
Idn benh nhan can lieu 10 mg (xin xem muc®5:1 Dae tinh duoc dong

TO HUONG DAN SU*DUNG MOI
(Phan them vao/ thay doi du'gc danh dau vang)
LPD - PIL Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.

Dau that nguc on dinh man tinh
Dau that nguc do co that mach (Dau that nguc Prinzmetall

5.2 Lieu dimg va each dung

Nguoi lon

Doi vdi tang huyet ap va dau that nguc, lieu khdi dau thong thudng la
5 mg amlodipin mdi ngay mot lan, co the tang len den lieu toi da la 10
mg mdi ngay mot lan tuy theo dap ung cua mdi benh nhan.

O benh nhan bi tang huyet ap. amlodipin da duoc sir dung dong thdi
vdi cac thuoc loi tieu thiazid. cac thuoc chen alpha, cac thuoc chen
beta hoac cac thuoc uc che men cluiven dang angiotensin. Doi vdi dau

Ly do
thay doi

10663/QLD-
DK ngay 24
thang 7 nam
2017

- Sira thong tin
muc lieu dung
va each dung
theo td HDSD
dugc phe duyet
tai Phap theo
CV sd
10663/QLD-
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hoc— Sir dung tren benh nhan mac benh mach vanh).

Khong edn thiSt phai dieu chinh lieu amlodipin trong trudng hop dung
dong thdi vdi cac thuoc Igi tieu thiazid, cac thuoc uc che thu the [3
adrenergichay cac thuoc uc che ACE.

Su dung d ngudi cao tudi

Nen dung theo lieu binh thtrdng. Dung amlodipin lieu nhu nhau doi
vdi ca benh nhan cao tuoi va tre tudi cho tha”thude co kha nang dung
nap tot tuong duong nhau o ca 2 nhom tudi.

Su dung d benh nhan suy giam chuc nang gan
Xin xem muc 4A Ciinh bao vn than trong due biet khi su-dung.

Su dung d benh nhan suy than

Co thi su dung amlodipin voi lidu binh thudng cho benh nhan suy
than. Su thay ddi ndng do amlodipin trong huyet tuorig khong lien
quan den muc do suy tham Amlodipin khong the tham tach dugc.

TO HUONG DAN SU DUNG MOI
(Phan them vao/ thay doi dugc danh dau vang)
LPD - PIL Date: 03 Aug, 2017,
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.

that mure, amlodipin co the duoc su dung trong don tri lieu hoac done
thdi vdi cac thuoc chong dau that nguc khac tren benh nhan bi dau that
nguc khang cac dan chat nitrat va/hoac cac lieu thuoc chen beta thich
hap.

Khong edn thiet phai dieu chinh lieu amlodipin trong trudng hop dung
dong thdi vdi cac thuoc lIgi tieu thiazid, cac thuoc chen alpha, cac
thuoc chen beta hav cac thuoc uc che men chuven dang angiotensin.
Cac ddi tuong dac biet

Nmrai cao tudi

Kha nang dung nap cua benh nhan cao tuoi va tre tuoi la nhu nhau khi
su dung miic lieu amlodipin luong tu. Lieu thong thudng duac khuven
cao sir dung cho ngudi cao tuoi, va nen than trong khi tang lieu (xem
muc 6 Cac truo~ng hoi) than trong khi dimg thuoc va muc 3.2 Dac
tinh duoc dong hoc).

Benh nhan suy giam chuc nang gan

Lieu dung khuven cao chua duoc thiet lap d benh nhan suy gan muc
do tu nhe den trung binh: do do. nen chon lieu mot each than tronu va
dieu tri bat dau vdi lieu thap nhat co hieu qua (xem muc 6 Cac trudng
hop than trong khi dung thuoc va muc 3.2 Dac tinh duoc dong
hoc). Dac tinh duac dorm hoc cua amlodipin chua duac nghien cuu
tronu cac trudng hap suv gan nanu. Nen bat dau dung amlodipin tu
lieu thap nhat va tang chain d benh nhan suy gan nang.

Benh nhan suv than

Su thay doi nong do amlodipin trong huyet tuong khong lien quan den
muc do suy than: do do. khuven cao sir dung lieu dung thong thudng,
Amlodipin khong the tham tach dugc.

Tre em va thieu nien

Tre em va thieu nien lir 6 cten 17 tuoi hi tune huvet an

Lieu khdi dau chong tang huyet ap dung dudng uong duac khuven cao
d tre em tu 6 den 17 tuoi la 2.5 mg mot lan mdi ngay, sail do cd the
duac tang len den 5 mg mot lan mdi ngay neu chua dat duac huyet an

4
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4.3 Chong chi* dinh

* Chdng chi dinh dung amlodipin d nhu'ng benh nhan co tien su qua
man voi cac dihydropyridin* hoac bat ky thanh phan nao cua
thudc.

*Amlodipin Id thuoc chen kenh calci dihvdropyridin.

ty

4.4 Canh bao va than trong dac biet khi sir dung

Su dung a benh nhan suy tim

Trong mot nghien cuu dai han co kiem chung bang gia dugc (nghien
cun PRAISE-2) ...Tuy nhien khong co su khac biet dang ke ve ty le
benh nhan bj suy tim tram trgng hem d nhom amlodipin so vai nhom
gia dugc (xin xem muc d. 1. Dac tinh dugc luc hgc).

Su dung a benh nhan suy giam chuc nang gan

TO HI/ONG DAN SU*DUNG MOI
(Phan them vao/ thay doi dugc danh dau vang)
LPD - PIL Date: 03 Aug, 2017,
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.
mone muon sau bon tuan. Cac lieu cao ban 5 me mot lan moi neav
chua duac nehien ciiu a benh nhi (xem muc 3.1 Dac tinh duoc luc
hoc va 3.2 Dac tinh duoc dong hoc).
Rhone the chia lieu amlodipin 2.5 me voi doi vai dana bao che nav.
de suat sir dune vien nen amlodioin 5 me thav the. Vien nen amlodipin
5 me co the duac chia doi de cune cap lieu 2.5 me.
Tre em dudi 6 tuoi
Rhone co dir lieu.
Cach dime thuoc
Vien nane cirne dune cuia duone uone

5.3 Chong chi dinh
Chone chi dinh sir dune amlodipin trim cac benh nhan sau:

* nhav cam vai cac dan chat dihydropvridin. amlodipin hoac bat kv
ta duoc nao duoc liet ke trone Danh niuc ta duoc a muc |
Thanh phan va ham lurme:

*  ha luivet ap nehiem trone:

* soc (bao edm soc tim);

» tac nehen dudne ra that trai (vi du hep done mach chunane );

suv tim luivet done khone on dinh sau nhoi mau ca tim cap.

6. CAC TRITONG HOT THAN TRONG KHI DUNG THUOC

Su dung a benh nhan suy tim

Trong mot nghien cuu dai han co kiem chung bang gia dugc (nghien
cuu PRAISE-2) ...Tuy nhien khong co su khac biet dang ke ve ty le
benh nhan bi suy tim tram trgng hon d nhom amlodipin so vdi nhom
gia duoc (xin xem muc 3.1 Dac ti'nh dugc luc hgc).

Su dung d benh nhan suy giam chuc nang gan

Ly do
thay doi

- Sua thong tin
muc chong chi
djnh theo td
HDSD dugc
phe duyet tai
Phap theo CV
sd 10663/QLD-
DR ngay 24
thang 7 nam
2017
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(phan loai bo dugc gach ngang)
LPD Date: 28 Apr, 2016;
Reference CDS Date: 10 Jul, 201'1.

4.5 Tiromg tac voi cac thuoc khac va cac dang tuong tac khac

Cac chat cam irng CYP3A4

Hien khong co du lieu ve anh huong cua cac chat cam ung CYP3A4
len amlodipin. Su dung dong thdi vdi cac chat cam ung CYP3A4 (nhu
rifampicin, hypcricwn perforatum) co the lam giam nong do amlodipin
trong huyet tuong. Nen than trong khi su dung amlodipin cung vdi cac
chat cam ung CYP34.

Cac nghien ciru dac biet: Anh huang cua amlodipin len cac thudc
khac

Tacrolimus
Co nguy ca tang nong do tacrolimus trong mau
tacrolimus neu thich hop.

... dieu chinh lieu

Cac tuang tac giua thuoc vdi ccic xet nghiem sinh hod: chua dugc biet.

4.6 Anh huong tren kha nang sinh san, phu nir co thai va cho con
bu

Do an toan cua amlodipin d phu nu co thai va cho con bu chua dugc
thiet lap...Khong co anh hudng nao den kha nang thu thai tren chuot su
dung amlodipin (xin xem muc &3. Cac dir lieu an toan tien lam

sang).

TO HITONG DAN SU-DUNG MOI
(Phan them vao/ thay doi dugc danh dau vang)
LPD-PIL Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.

7. THONG TAC VOI CAC THUOC KHAC VA CAC LOAI
TUONG TAC KHAC

Cac chat cam irng CYP3A4

Hien khong co dir lieu ve anh huong cua cac chat cam ung CYP3A4
len amlodipin. Su dung dong thdi vdi cac chat cam ung CYP3A4 (nhu
rifamnicin. Hypericum perforatum) co the lam giam none do
amlodipin trong huyet tuong. Nen than trgng khi su dung amlodipin
cung vdi cac chat cam ung CYP34.

Cac nghien ciru ctac biet: Anh hudng cua amlodipin len cac thuoc
khac

Tacrolimus

Co nguy ca tang nong do tacrolimus trong mau ...dieu chinh lieu
tacrolimus neu thich hgp.

Muc tieu ca hoc cua cue thudc lie che Rupamvcin (mTOR)

Cac thudc ire che mTOR chans han nhu sirolimus. temsirolimus. va
everolimus la ca chat CYP3A. AmlodiDin la mot thudc uc che CYP3A
veu. Khi dune done thdi vdi cac thudc uc che mTOR. amlodipin co
the lam tans ohai nhiem ciia cac thudc uc che mTOR.

Cac tuong tac giua thudc vdi cac xet nghiem sinh hod: chua dugc biet.

Anh hudng len kha nang sinh san, phu nir co thai va cho con bu

Do an toan cua amlodipin d phu nu co thai va cho con bu chua dirge
thiet lap... Khong co anh hudng nao den kha nang thu thai tren chuot
su dung amlodipin (xin xem muc 3.3. Cac du-lieu an toan tien lam
sang).

Kinh nehiem sir dune tren neudi cho thav rane amlodipin co di qua

Ly do
thay doi
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4.7 Anh huong len kha nang lai xe va van hanh may moc

Amlodipin co the gay anh huong nhe hoac vua tai kha nang kha nang
lai xe va van hanh may moc...

4.8 Tac dung khong mong muon
Benh-nha» nhi (6-17 tuoi)

Phan lan cac tac dung khong mong muon co muc do nhe hoac trung
binh....Khong co trudng hop ngung tham gia nghien cuu nao co lien
quan den cac bat thudng ve xet nghiem. Khong co su thay doi dang ke
nao ve nhip tim.

5. CAC DAC TINH DIfOC LY HOC

5.1 Dac tinh dugc luc hgc

Sitdung a benh nhan mac benh mach vanh

Hieu qua cua amlodipin trong ngan ngua cac bien co lam sang d benh
nhan bi benh dong mach vanh da dugc danh gia trong mot nghien cuu
doc lap,...Cac ket qua cho thay rang dieu tri bang amlodipin co lien
quan den viec giam cac trudng hgp nhap vien do dau that nguc va thuc
hien thu thuat tai thong mach d benh nhan bi benh dong mach vanh.

TO' HUONG DAN Sff DUNG MOI
(Phan them vao/ thay doi dugc danh dau vang)
LPD - P1L Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.
sua me. Tv le none do trune vi cua amlodipin trone sua/huvet tuane d
31 phu nu dane cho con bu bi cao luivet ap do thai kv la 0.85 sau khi
sir dune amlodipin d lieu khdi dau la5 me mot lan mdi neav. lieu nav
duac dieu chinh neu can tlieu dime trune binh hane neav va lieu dime
hane neav theo the trone lan luat la 6 me va 98.7 mce/kel. Lieu dime
bane neav ude tinh cua amlodipin ma tre sa sinh nhan duac aua sua
me la4.17 mce/ku.

Anh huong len kha nang lai xe va van hanh may moc

Amlodipin co the gay anh huong nhe hoac vua tdi kha nang lai xe va
van hanh may moc...

8. TAC DUNG KHONG MONG MUON
Benh nhi (6-17 tuoi)

Phan Idn cac tac dung khong mong muon co muc do nhe hoac trung
binh...Khong co trudng hop ngung tham gia nghien cun nao co lien
quan den cac ket aua xet nehiem bat thudne. Khone co su thav doi
dang ke nao ve nhip tim.

3. CAC DAC TINH DUOC LUC HOC, DIfOC DONG HOC
3.1 Dac tmh dugc luc hgc

Su dung a benh nhan mac benh mach vanh

Hieu qua cua amlodipin trong ngan ngua cac bien co lam sang d benh
nhan bi benh dong mach vanh da dugc danh gia trong mot nghien cun
doc lap,...Cac ket qua cho thay rang dieu tri bang amlodipin co lien
quan den viec giam cac trudng hgp nhap vien do dau that nguc va thuc
hien thu thuat tai thong mach d benh nhan bi benh dong mach vanh.

Ly do
thay doi
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Bang 1. Ti le ket qua lam sang co y nghTa cua Nghien ciru
CAMELOT

CAMELOT
Ket qua lam sang Amlodipin  Gia Ti le giam
N (%) (n=663) dirge nguy co-
(n= (gia tri p)
655)
Tieu chi danh gia ket hop 110 151 31%
vit+m mach * (16,6) (23,1) (0,003)

Thu nghiem ve Dieu tri de ngan ngua dau tim (ALLHAT) r\n.
Tdng cong co 33357 benh nhan tang huyet ap tuoi tu-55 trd len ...
hoac co ho so-ghi nhan ve cac benh xo vua dong mach (CVD) khac
(tdng cong 51,5%), dai thao dudng typ 2 (36,1%), lipoprotein - C ti
trong cao (HDL-C) < 35 mg/dL (11,6%), phi dai tam that trai dugc
chan doan bang dien tam do hoac sieu am tim (20,9%), hoac hien tai
dang hut thuoc la (21,9%).

Su dung tren benh nhan suy tim

Trong nghien cuu ke tiep co doi chung dung gia dugc theo ddi dai han
(PRAISE-2) ... Tren cung quan the nghien cuu nay, amlodipin co lien
quan ddn viec tang ghi nhan cac truong hgp phu phoi mac du khong co
su- khac biet dang ke ve ti le cac trudng hop suy tim nang hon giua
nhom dung amlodipine so vdi nhom dung gia dugc.

TO HITONG DAN SETDUNG MOI
(Phan them vao/ thay doi dugc danh dau vang)
LPD - PIL Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017,
Reference ANSM date: Jul, 2015.

Bang 1. Ti le ket qua lam sang co y nghia cua Nghien ciru

Ly do
thay doi

CAMELOT
CAMELOT
Ket qua lam sang Amlodipin  Gia Ti le giam
N (%) (n=663) dirge nguy co-
(n= (gia tri p)
655)
Tieu chi danh gia ket hgp ve 110 151 31%
tim mach* (16,6) (23,1) (0,003)

Thu nghiem ve Dieu tri de ngan ngua dau tim (ALLHAT)

Tong cong co 33357 benh nhan tang huyet ap tuoi tu-55 trd len ...
hoac co ho so-ghi nhan ve cac benh xo vua dong mach (CVD) khac
(tong cong 51,5%), dai thao duong tuyp 2 (36,1%), lipoprotein - C ti
trong cao (HDL-C) < 35 mg/dL (11,6%), phi dai tam that trai dugc
chan doan bang dien tam do hoac sieu am tim (20,9%), hoac hien tai
dang hut thudc la (21,9%).

Su dung tren benh nhan suy tim

Trong nghien cuu ke tiep co doi chung dung gia dugc theo doi dai han
(PRAISE-2) ... Tren cung quan the nghien cun nay, amlodipin co lien
quan den viec tang ghi nhan cac trudng hgp phu phoi mac du khong co
su- khac biet dang ke ve ti le cac trudng hop suy tim nang hon giua
nhom dune amlodinin so vdi nhom dune eia duac.

Su dims tren benh nhi (6 den 17 tudi) Cap nhat thong

tin ve dugc luc

oef
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5.2 Dac ti'nh dugc dong hoc

Sir dung a ngudi cao tuoi

Thdi gian dat nong do dinh trong huyet tuong cua amlodipin la gidng
nhau giu'a ngudi cao tuoi va ngudi tre....d benh nhan suy tim sung
huyet (CHF) cung tang len nhu du kien d nhom tuoi duoc nghien cuu.

TO HUONG DAN SU*DUNG MOl
(Phan them vao/ thay doi duoc danh dau vang)
LPD - PIL Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017,
Reference ANSM date: Jul, 2015.

Hieu aua cua amlodinin tren benh nhi bi tane huvet an tu 6 den 17 tudi
duoc chune minh trone mot thu nehiem dune thudc neau nhien. ddi
chime eia duoc. mu ddi. trone 8 tuan tren 268 benh nhan bi tane huvet
ap. Tat ca cac benh nhan duoc nhan nhom neau nhien vao nhanh dieu
tri bane 2.5 me hoac 5 me va duoc theo doi trone 4 tuan. sau do ho
duoc chon neau nhien de tiep tuc dime 2.5 me hoac 5 me amlodipin
hoac eia duoc them 4 tuan tien theo. So vdi thdi diem ban dau. dieu tri
mot lan mdi neav bane amlodipin 5 me lam eiam luivet ap tam thu va
tam truone co v nehla thone ke. Muc eiam trune binh huvet ap tam
thu d tu the neoi didu chinh theo eia duoc duoc udc tinh la 5.0 mmHa
ddi vdi lieu amplodioin 5 me va 3.3 mmHe ddi vdi lieu amplodipin
2.5 me. Phan tich phan nhom cho thav hieu aua tren cac benh nhi nho
tudi hon tir 6 den 13 tudi la tuone duone vdi cac benh nhi lon tudi hon
tu 14 den 17 tudi.

3.2 Dac tinh dugc dong hoc

Sir dung a ngudi cao tuoi

Thdi gian dat nong do dinh trong huyet tuong cua amlodipin la giong
nhau giu'a ngudi cao tudi va ngudi tre....d benh nhan suy tim sung
huyet (CHF) cung tang len nhu du kien d nhom tudi duoc nghien cun.

Sir dune a benh nhi

Trone mot nehien ciru lam sane dime thudc dai han. 73 benh nhi bi
tane huvet ap tir 12 thane tudi den it hon hoac bane 17 tudi duoc cho
dime amlodipin vdi lieu trune binh mdi neav 0.17 me/ke. DO thanh
thai d cac ddi tuone co can nane trune binh 45 ke lan luot la 23.7
L/eid va 17.6 L/eid d nam eidi va nu eidi. Khoane chi so nav tuone tu
vdi cac mire udc tinh da cone bo la 24.8 L/eid d neudi lon 70 ke. The
tich phan bo udc tinh trune binh chomot benh nhan 45 ke la 1130 L
(25.11 L/kel. Ouan sat thav tac dune tren huvet ap duoc duv tri trone
suot khoane each lieu 24 eid. vdi chenh lech nho ve tac dune bien

Ly do
thay doi

hoc cua
Amlodipin tren
benh nhi 6-17
tudi

Cap nhat thong
tin ve duoc
dong hoc cua
Amlodipin tren
benh nhi



TOf HI/OTVG DAN SX*DUNG CU
(phan loai bo dugc gach ngang)
LPD Date: 28 Apr. 2016;
Reference CDS Date: 10 Jul, 2014.

Tieu chuan : Nha san xuat

Nha son xuat: Fareva Amboise, Zone Industrielle, 29 route des
Industries, 37530 Poce Sur Cisse, Phap.

®Nhan hieu da dang ky
LPD date: Apr 28, 2016
Reference CDS Date: Jul 10. 2044 non

TO HITONG DAN SU'DUNG MOI Ly do
(Phan them vao/ thay doi dugc danh dau vang) thay doi
LPD - PIL Date: 03 Aug, 2017;
Reference CDS date: 10 Mar, 2017;
Reference ANSM date: Jul, 2015.

thien a dinh va dav. Khi so sanh vai cac thone tin da co ve duac done
hoc a neuai lan, cac thone so auan sat duac trone nehien cuu nav cho
thav lieu dime mot lan moi neav la thich han.

11. TEN, DIA CHI, LOGO (NEU CO) CUA NHA SAN XUAT

Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530
Poce Sur Cisse, Phap.

12. NGAY CHINH SUA
®Nhan hieu da dang ky

LPD-PIL date: Aue 03. 2017.
Reference CDS date: Mar 10, 2017.
Reference ANSM date: Jul 2015.
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Rx

AMLOR®

Thong tin danh cho benh nhan

Thuoc nay chi theo don cua bac si.
Doc ky huong dan sir dung trudc khi dung.

Thong bao cho bac si hoac duuc si cua cac tac dung khong mong muon gap phai
khi sir dung thuoc.

De xa tam tay tre em.

1 THANH PHAN VA HAm LI/ONG
Thanh phan hoat tinh: amlodipin besilat.
Vien nang cung co chua amlodipin besilat tuong duong voi 5 mg amlodipin.
Danh muc ta duuc

Cellulose vi tinh the, bot bap kho, magie stearat. Vo nang co chua gelatin, quinolin
vang, oxid sat den, titan dioxid. Mire in co chua men shellac va oxid sat den.

2 MO tAsAn phAm

Vien nang cung

3. QUY CACH DONG GOl
Hop chua 3 vi x 10 vien nang cung.

4. THUOC DUNG CHO BENH Gi

Amlor co chua hoat chat amlodipin, la chat thuoc ve nhom thuoc goi la chat doi khang
canxi.

Amlodipin dugc dimg de dieu tri cao huyet ap (tang huyet ap) hoac mot tinh trang dau
nguc goi la dau that nguc, mot dang hiem gap cua loai tinh trang nay la dau that ngirc
Prinzmetal hoac dau that nguc bien thien.

A benh nhan bi cao huyet ap, thuoc nay hoat dong bang each lam gian cac mach mau,
de mau di qua de dang homn. A benh nhan bi dau that ngirc, Amlodipin hoat dong bang
each cai thien cung cap mau cho co tim, nha do ca tim se nhan dugc nhieu oxy hon va
ket qua la tranh dugc dau nguc. Thuoc nay khong giup giam dau nguc ngay lap tire do
dau that nguc.

Page 1of6



LPD-PIL Title: Amlodipine Besilate

LPD-PIL date: Aug 03, 2017

Country: Vietnam

Reference CDSversion I1.O  Reference CDS date: Mar 10, 2017
Reference ANSM date: Jul 2015

Reference UK PIL date: May 2017

o. NEN DUNG THUOC NAY NHU THE NAO VA LIEU LUONG

Luon dung thuoc nay dung nhu bac si hoac dugc si da huong dan. Trao doi voi bac si
hoac dugc si neu ban chua chac chan.

Lieu khdi dau khuyen cao cua Amlor la 5 mg (mot vien nang) moi ngay. Bac si co the
tang lieu len den 10 mg (hai vien nang) moi ngay.

Thuoc nay co the dugc dung trade hoac sau khi an va uong. Ban nen dung thudc nay

vao cung mot thdi gian mdi ngay vdi mot coc nude. Khong dung amlodipin vdi nude
budi chum.

Sir dung if tre em va thieu nien

Vdi tre em va thieu nien (6-17 tudi), lieu khdi dau thong thudng dugc khuyen cao la
2.5 mg mot ngay. Lieu toi da dugc khuyen cao la 5 mg mot ngay. Khong the chia lieu
2.5 mg amlodipin doi vdi dang bao che nay, de suat su dung vien nen amlodipin 5 mg
de thay the. Vien nen amlodipin 5 mg co the dugc chia doi de cung cap lieu 2,5 mg.

Quan trgng la phai dung thudc lien tuc. Bung chd den khi het thudc mdi di kham bac
Sl.

Neu ban co benh gan

Thong bao vdi bac si neu ban co benh ve gan de bac si cp the dieu chinh lieu neu can.

6. KHI NAO KHONG NEN DUNG THUOC NAY N

* Neu ban bi di ung (qua man) vdi amlodipin hoac vdi bat ky thanh phan nao cua
thudc nay dugc liet ke trong Danh muc ta dirge d muc 1 Thanh phan va ham
lirgng hoac bat ky thudc ddi khang canxi nao khac. Tinh trang nay co the la
ngua, do da hoac kho thd.

* Neu ban bi huyet ap thap nghiem trgng (ha huyet ap).

* Neu ban bi hep van dong mach chu dong mach (hep dong mach chu) hoac soc
tim (mot tinh trang ma tim ban khong the cung cap du lugng mau cho co the).
* Neu ban bi suy tim sau mot con dau tim.

1. TAC DUNG KHONG MONG MUON

Giong nhu mgi loai thudc, thudc nay co the gay ra cac tac dung phu, mac du khong
phai tat ca mgi ngudi deu gap phai.

Cac tac dung phu thirong gap nhat
e Bau dau, chong mat, buon ngu (nhgu gat)
» Cam thay nhip dap cua tim (danh trong nguc)
* Bo bung
* Bau bung, cam thay muon non (buon non)
Page 2 of 6



LPD-PIL Title: Amlodipine Besilate

LPD-PIL date: Aug 03, 2017

Country: Vietnam

Reference CDSversion 11.0 Reference CDS date: Mar 10, 2017
Reference ANSM date: Jul 2015

Reference UK PIL date: May 2017

\S dich (phu), kiet sue

Cac tac dung phu It gap
Giam so lugng bach cau (giam bach cau)
Giam tieu cau trong mau, viec nay co the dan den bi bam tim bat thuong hoac
de dang bi xuat huyet (chung giam tieu cau)
Duong huyet vuot qua cao (tang ducmg huyet)
Khong ngu duoc (mat ngu)
Tam trang that thuong
Tang truong luc co
Giam xuc giac hoac cam giac (giam cam giac)
Cam giac te hoac dau nhoi o cac chi (di cam)
Roi loan than kinh (benh than kinh ngoai vi)
Mat y thuc tam thdi (ngat)
Vi giac bat thudng (loan vi giac)
Roi loan van dong (run)
Roi loan ket hop cac tinh trang bi cung do, run va/hoac cac roi loan van dong
khac (roi loan ngoai thap)
Giam thi luc
Nghe tieng vang trong tai (u tai)
Huyet ap thap (ha huyet ap)
Viem mach mau (viem mach) \
Ho
Kho thd (chung kho thd)
Hat xi/chay mui do viem niem mac mui (viem mui)
Thay doi thoi quen di ngoai
Kho mieng
Kho tieu (roi loan tieu hoa ke ca viem da day)
Sung nudu (tang san nudu)
Viem d tuy (viem tuy)
Non oi
Rung toe
Tang tiet mo hoi (tang do mo hoi)
Cac mang do d da (ban xuat huyet)
Da ddi mau
May day (Ban may day)
Dau khdp hoac co (dau khdp, dau co)
Dau lung
Co that co
Tang so lan di tieu (tieu rat)
Roi loan tieu tien (Roi loan tiet nieu)
Tang nhu cau di tieu ve dem (tieu dem)
Kho chiu hoac tang kich thudc vu d nam gidi (nu hoa tuyen vu)
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» Khong the cuang duong (roi loan cuong duong)
* Yeu dt (suy nhugc)

e Cam thay khong khoe (kho chiu)

 Dau

» Giam/tang can

Tac dung phu hiem dirge bao cao

* Ngua nang (ngua)

* Phat ban

* Sung len d da (phu mach)

e Sung va troc da (hong ban da dang)

* Chuc nang gan bat thudng, viem d gan (viem gan)

e Yang d da (vang da)

* Tang men gan, co the co anh hudng len mot so gia tri xet nghiem nao do khien
sau do co the phai nhap vien

* Nhoi mau co tim

* Nhip tim bat thudng (loan nhip tim)

» Dau ngirc

Tre em tir 6 den 17 tuoi

Tac dung phu thudng duoc bao cao nhat
» Daudau
e Chong mat
* Mach mau ndi rong (gian mach)
e Chay mau mui (chay mau cam)
» Daubung
* Yeu dt (suy nhuac)

8. NEN TRANH DUNG NHtfNG THUOC HOAC THITC PHAM GI KHI DANG
DUNG THUOC NAY

Thong bao cho bac si hoac dugc si neu ban dang dung hoac gan day co dung bat ky
thuoc nao khac, ke ca cac thuoc dung khong theo toa.

Amlor co the anh hudng hoac bi anh hudng bdi cac thuoc khac, thong bao cho bac si
biet neu ban dang dung cac thuoc, chang han nhu:

» Simvastatin (thuoc ha cholesterol)

» Benh nhan dang dung Amlor khong dugc uong nude ep budi chum hoac an
budi chum.

 Diltiazem (thuoc tim)

» Ketoconazol, itraconazol (thuoc khang nam)
» Ritonavir (thuoc chong vi-rut)

* Clarithromycin (khang sinh)

* Rifampicin (khang sinh),

» Hypericum perforatum (St. John’s Wort)
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9.

10.

12.

13.

14.

15.

16.

17.

CAN LAM GI KHI MOT LAN QUEN KHONG DUNG THUOC

Neu ban quen uong mot lieu thuoc, hay bo luon lieu nay. Uong lieu tiep theo vao dung
thai diem. Khong uong lieu gap doi de bu cho lieu da quen.

CAN BAO QUAN THUOC NAY NHU THE NAO

Bao quan dudi 30 C, tranh am.

nhuNg dAu hieu vAtrieu chung khi dung thuoc quAlieu

Dung qua nhieu vien nang co the khien huyet ap trd nen thap hoac tham chi thap d
muc nguy hiem. Nhip tim co the tang va ban co the cam thay chong mat, choang vang,
met la va yeu dt. Neu huyet ap giam nghiem trong, ban co the bi soc va co the nguy
hiem den tinh mang.

CAN PHAIi LAM GI KHI DUNG THUOC QUA LIEU KHUYEN CAO
Ban khong dugc dimg nhieu vien nang han so lugng bac si noi vdi ban. Neu ban dimg
nhieu hon so lugng can dimg, lien he vdi bac si ngay lap tire.

NHUNG DIEU CAN THAN TRONG KHI DUNG THUOC NAY

Hay noi chuyen vdi bac si hoac dugc si trade khi dimg Amlor.

Ban cin thong bao cho bac si neu ban co hoac da timg co bat ky tinh trang nao sau day:
e Suytim
* Benhve gan

* Neu ban nghT ban co the co thai, hoac du dinh co thai, ban phai noi cho bac si
biet trade khi dimg Amlor.

» Thuoc nay se dugc tiet tir sua me sang tre so sinh. Neu ban dang cho con bu
hoac sap cho con bu me, ban phai noi cho bac si biet trade khi dimg Amlor.

» Khong nen lai xe va van hanh may moc khi ban dang dugc dieu tri bang Amlor.

KHI NAO CAN THAM VAN BAC SI, DUOC Sl N

Hay noi vdi bac si, dugc si cua ban neu ban can bat ky thong tin nao ve each dimg san
pham hoac co bat ky nghi ngai hoac van de gi. Vui long den gap bac si neu ban gap bat
ky tac dung phu nao. Neu can them thong tin xin hoi y kien bac si hoac dugc si.

HAN DUNG
24 thang ke tir ngay san xuat.

TEN, DIA CHI, LOGO (NEU CO) CUA NHA sAn XUAT

Fareva Amboise, Zone Industrielle, 29 route des Industries, 37530 Poce Sur Cisse,
Phap.

ngAy phe duyet
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