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THANH PHAN CONG THUC THUOC:

M0t vién nang ctng giai phong kéo dai chira:

Thanh phan hoat chat:

80 mg trimetazidine dihydrochloride

Thanh phan ta dugc:

Thanh phan rudt nang:

Vién duong 710-850 pum, hypromellose ethylcellulose,
tributyl acetylcrtrate bdt talc, magnesi stearate.

Thanh phan vé nang:

Gelatin, titanium dioxide (E171), Sét oxide do (E172).

DANG BAO CHE:

Vién nang cung g1a1 phong kéo dai.

Vién nang cimg c6 than nang mau trang va nip vo nang
mau do cam in logo Servier mau tring va s6 “80”.

CHI DINH:

Tnmeta21d1ne duogc chi dinh cho nguoi lon trong | liéu phap
bd sung/ hd trg vao bién phép tri liéu hién c6 dé diéu tri
triéu chimg ¢ bénh nhéan dau thit nguc 6n dinh khong duoc
kiém sodt day du hodc bénh nhan khong dung nap véi cac
liéu phap diéu tri dau that nguc khac.

LIEU LUQNG VA CACH DUNG:

Liéu hmng Liéu ding 1a 1 vién nang 80mg trimetazidine
mot lan moi ngay trong bita dn sang.Hi¢u qua cua viéc
dicu tri nén duoc danh gia sau 3 thang va trimetazidine nén
dugc ngung st dung néu khong co dap tmg dicu tri.

Nhiing d6i tuong déc biét:

Bénh nhan suy than: O nhitng bénh nhan suy than mic do
trung binh (do thanh thai creatinine [30- 60] ml/phut) liéu
khuyén cdo giam mot nira, nghia 1a 1 vién nén 35 mg vao
bita an sang.

Bénh nhan cao tudi: Nong do trimetazidine c6 thé ting &
nhimg bénh nhan cao tu6i do su suy giam chirc nang than
lién quan dén tudi. O nhitng bénh nhan suy than muc do
trung binh (d0 thanh thai creatinine [30- 60] ml/phut) liéu
khuyen cao la giam mot nira, nghla la 1 vién nén 35 mg
vao bira dn sang Viée chinh heu 0 nhitng bénh nhan cao
tudi nén duoc tién hanh than trong.

Quén thé bénh nhi:
D0 an toan va hi¢u qua cua trimetazidine ¢ tré em dudi 18
tudi chua duoc thiét 1ap. Hién chua c6 dir liéu.

Cach dung: ) L
Khoéng duge m¢ vién nang khi udng, dung mot 1an moi
ngay, nghia 1a mét vién vao bira dn sang.

CHONG CHI PINH:

- Man cam voi hoat chat hay véi bat ky ta duoc nao.

- Bénh parkinson, cé tri€u chung Parkinson, run, hoi
ching chan khong nghi va cac roi loan van dong c6 lién
quan khac.

- Suy than ndng (d6 thanh thai creatinine < 30 ml/phut).

CANH BAO PACBIET VA THAN TRONG KHI SU DUNG:

Thudc nay khong phal 13 mot thude chua tri con dau that
nguc, ciing khong duoc chi dinh 1a diéu tri dau tién cho
bénh dau thit nguc khéng on dinh hoic nhdi méu co tim

_

cung nhu thoi dlem trude khi nhap vién hodc trong nhitng
ngay nhap vién dau tién.

Khi c6 con dau that nguc, bénh dong mach vanh can
dugc danh gla lai va can nhac diéu tri phu hop (diéu tri
bang thudc va co thé la tai thong mach Vanh)

Trimetazidine c6 thé gay ra hodc lam ning thém cac
triéu chiing parklnson (run, mat van dong, ting truong luc
c0), do do6 cic trieu chimg nay nén duoc danh gia thuong
xuyen, dac biét & nhung bénh nhan cao tudi. Trong cac
trudng hop c6 nghi ngo, bénh nhan nén tham khao bac si
chuyén khoa than kinh dé co dugc sy danh gla chinh xac.

Khi xdy ra cac roi loan van dong nhu cac triu ching
parklnson héi chirg chan khong nghi, run, tu thé di khong
viing, nén ngimg ngay viéc st dung | trimetazidine.

Nhiing tru’ong hop nay co ty 1& thap va thuong h01 phuc
sau khi ngu’ng diéu tri. Phan 16n bénh nhén s¢ hdi phuc
trong Vong 4 thang sau khi ngung dleu tri trimetazidine.
Néu céc triéu chu’ng parkinson van ton tai trén 4 thang sau
khi ngimg thude, nén tham khao ¥ kién cila bac si chuyén
khoa than kinh.

Nga c6 the xay ra, lién quan dén tu thé di khong vimg
hoac ha huyet ap, dac biet & nhung bénh nhan dang diéu tri
v6i thude chdng ting huyét ap.

Nén than trong khi ké don trimetazidine trén nhimg bénh
nhan c6 kha nang tang nong do trimetazidine:

- Suy than mirc do trung binh,
- Bénh nhén tudi cao hon 75.

Thuoc €0 chira sucrose. Bénh nhén ¢6 cac van de di
truyén hiém gip vé khong dung nap fructose, kém hép thu
glucose-galactose hoac thleu hyt enzyme sucrose-isomal-
tase khong nén dung thudc nay.

PHU NU CO THAI VA CHO CON BU

Phy nit ¢6 thai: Khong co dir lidu vé& viéc st dung
trimetazidine trén phu nit c6 thai. Cac nghlen ciu trén
dong vat khong chi ra nhimg anh hudng ¢6 hai truc tiép va
gian tlep lién quan dén doc tinh sinh san. Nhu mot bién
phép dé phong, tot hon la nén tranh str dung trimetazidine
trong qua trinh mang thai.

Phuy nit cho con bui: Chua rd li¢u trimetazidine ¢6 dugc bai
tiét vao sira me hay khong. Mot nguy co cho tré¢ mai
sinh/tré so sinh khong thé duoc ngoai trir. Khong nén sir
dung trimetazidine trong qué trinh cho con bu.

Kha nang sinh san: Cac nghién ciru doc tinh sinh san cho
thay khong c6 anh hudng trén kha nang sinh san cua chudt
cong duc va cai.

ANH HUONG LEN KHA NANG LAI XE VA VAN
HANH MAY MOC Trimetazidine khong cho thay co
cac anh hu’ong huyét dong trong céc nghlen ctru lam sang,
tuy nhién céc truong hop chong mat va ngu ga da dugc
quan sat thdy khi thuoc duoc luu hanh trén thi truong, cac
truong hop nay ¢6 thé anh hudng dén kha nang 1ai xe va
van hanh may moc.

TUONG TAC THUOC VA CAC DANG TUONG
TAC KHAC: Chua c6 tuong tac nao duoc béo cao.

TAC DUNG KHONG MONG MUON: Phan tmg bat



VASTAREL'OD 8() ms

Trimetazidine dihydrochloride
Vien nang cing giai phong kéo dai

loi, duge dinh ngh1a la céc tac dung bat loi duogc cho 1a co
thé lién quan dén viéc diéu tri bang trimetazidine dugc liét
ké dudi day sur dung tAn sudt quy udc nhur sau: rat pho bién
(= 1/10); thuong gap (= 1/100 té1 < 1/10); it gap (= 1/1000
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t61 < 1/100); hiém gap (> 1/10 000 t61 < 1/1000); rat hiém
gip (< 1/10 000); chua 15 (chua thé wéc tinh tir cac dit liéu
hién co6).

Hé co quan Tén suat Biéu hién
Thudng gap| Chong mit, dau dau
Céc triéu ching Parkinson (run, mat van dong, tang truong luc co), tu thé di
Rbiloan hé thin kinh | Chua s khong vimg, hoi chimg chan khong nghi, nhimg roi loan van dong khac c6
o lién quan, thuong hoi phuc sau khi ngimg diéu tri.
Chua 1o Réi loan gidc ngt (mit nga, ngi ga)

Roiloan taivaimé dao| Chuard | Chong mit
Roéi loan tim Hiémgip | Panh trdng nguc, ngoai tm thu, nhip tim nhanh

‘. L Ha huyét 4p dong mach, ha huyet ap tu thé co thé lién quan dén 6m mét,
Roi loan mach Hiémgap | chéng mat hoac nga dic biét ¢ nhimg bénh nhan dang diéu tri véi thude

chdng tang huyét ap, d6 bimg

, Thue 3p| Dau bung, tiéu chay, kho tiéu, budn non va non

Roi loan hé tiéu héa HOne £4p s Y
Chua rd Téo bén

Réi loan da va md Thuong gip | Phét ban, ngira, néi mé day
duéi da Chua rd Ngoai ban myn mu toan than cap tinh (AGEP), phti mach
Roi loan chung va tai
vi tri dwa thudc Thuong gap | Suy nhuoc
Réi loan mau va Ch lé}/l.%t batchh cau hat

R z ua ro 1am 1€u cau
h¢ bach huyet Ban xuét huyét giam tiéu cau
Roi loan gan mat Chua rd Viém gan

Béo céo céc phan u ng bat loi nghi ngo:
Béo céo cac phan tmg bat loi ngh1 ngo sau khi thude dugc

cap phép la quan trong. Viéc nay cho phép tlep tuc theo doi
can bang lot 1ch/nguy co cua thuoc Céc can bo y té dugc
y€u cau béo céo céac phan tng bit loi nghi ngd thong qua
hé théng bao cao quéc gia.

QUA LIEU VA CACH XU'LY:
Dt ligu hién co vé qua lidu trimetazidine con han ché. Nén
diéu tri triéu chimg.

PAC TiNH DUGC LUC HOC:
Nhém duoc ly: Thuéc chong dau thit nguc tim mach khéc,
ma ATC: CO1EBI15

Co ché tac dung: Bang cach bao ton nang luong chuyén
hoa trong céc té bao thiéu oxy hodc thiéu mau, trimetazi-
dine ngan can sy glam murc ATP noi bao, do do dam bao
chtrc nang hop ly ciia bom ion va dong K-Na xuyén mang
trong khi van duy tri can bang noi mo té bao.

Trimetazidine trc ché su B-oxy hoa cac acid béo bang cach
lrc ché long-chain 3-ketoacyl - CoA thiolase, do d6 thuc
day oxy hoa glucose. O t& bao thiéu mau cuc bo, nang
lugng thu dugc trong qua trinh oxy hoa glucose yéu cau
tiéu thy it oxy hon qua trinh B-oxy hoa. Kha nang oxy hoa

glucose s& gitip toi vu céc qua trinh ning luong té bao, do
do duy tri duogc chuyen héa nang luong thich hop trong
thoi gian thiéu mau.

Téc dung duoc luc hoc: O nhitng bénh nhan bénh tim do
thiéu mau cuc bo, trimetazidine hoat dong nhu maot chat
chuyén hoa, giup béo ton mirc nang luong phosphate ndi
bao cao trong t€ bao co tim. Céc tac dung chong thiéu mau
cuc bo dat dugc ma khong di kem véi cac tac dung vé
huyét dong luc.

Do an toan va hiéu qua 1am sang:

Céc nghién ctru 1am sang da cho thdy hiéu qua va an
toan cua trimetazidine trong dleu tri trén nhitng bénh nhan
dau that nguc man tinh, khi dleu tri don dc hodc khi hi¢u
qua tir cac diéu tri v6i cac thude chong dau thit nguc khac
la khong du.

Trong mot nghién ctru ngau nhién, mu d6i, co ddi chimg
v6i gia duge, bao gdbm 426 bénh nhan (TRIMPOL 10),
trimetazidine (60mg/ngay) dugc thém vao voi dleu tri
metoprolol 100 mg moi ngay (50 mg X hai lan m01 ngay)
trong 12 tuan da lam tang dang ké co y nghla théng ké cac
chi s6 ging suc va cac triéu chimg 1am sang khi so sanh voi
gia dugc: tong thoi gian ging strc +20,1 gidy, p=0,023,
tong cong gang stc +0,54 METs, p=0,001, thoi gian xuat
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hi¢n doan ST chénh xuong Imm +33,4 glay, p=0,003, thoi
gian xuat hién con dau that nguc +33,9 glay, p<0 001, sb
con dau that nguc/tuan -0,73,p=0,014 va s6 vién nitrate tac
dung ngan phai su dung/tuan -0,63, p=0,032, khong cé su
thay doi vé huyét dong luc.

Trong mat nghlen ctru ngau nhién, mu ddi, c6 dbi chung
voi gia duoc, bao gom 223 bénh nhan (Selher) vién nén
giai phong c6 bién doi trimetazidine 35mg (hai lan m01
ngay) dugc thém vao voi diéu tri atenolol 50rng (mot lan
moi ngdy) trong 8 tuan da lam gia tang c6 y nghia khodng
thoi glan xuat hién doan ST chénh xudng 1mm trong test
gang stic (+34,4 gidy, p=0 03) trong mot phan nhém bénh
nhén (n = 173) khi so sanh v6i gia duoc, 12 gio sau khi sir
dung thude. Thoi diém khoi phat con dau that nguc ciing 14
bang chimg cho sy khac bi€t co y ngh1a (p=0,049). Khong
tim thay sukhacbi€tcoy ngh1a gnra cac nhom trén tiéu chi
phu (tong thoi gian ging stic, tong cong gang stc va cac
tiéu chi trén lam sang).

Trén mot nghién cuu ngau nhién, mu doi, tién hanh
trong ba thang, bao gom 1962 benh nhan (nghlen ciu
Vasco), hai heu trimetazidine (70 mg/ngay va 140
mg/ngay) dd duoc thém vao v6i di€u tri atenolol
SOmg/ngay va kiém chung voi g1a dugc. Trén quan thé
nghién ciou chung, bao gom ca ca bénh nhan co triu
chiing va khong c6 triéu chung, trimetazidine khong chira
dugc loi ich trén ca ti€u chi gang strc (tong thot gian gang
stic, thoi gian xuat hién doan ST chénh xu6ng 1mm va thoi
gian khoi phat dau thit nguc) va cac tiéu chi trén 1am sang.
Tuy nhién, trong phan nhom bénh nhén c6 tri€u chimg
(n—1574) tnmeta21d1ne (140rng) da lam tang dang ké tong
thoi gian ging stic (+23,8 gidy so voi +13,1 gidy ¢ gia
duoc; p=0,001) va thoi gian khoi phat dau that nguc
(+46,3 giay so véi +32,5 giay ¢ gia duoc; p= =0 005)

Trén mot nghlen clru ngau nhién, mu ddi, tién hanh
trong ba thiang v6i 165 bénh nhan c6 thé chap nhan ca licu
phép chéng dau that nguc thuong quy va liu phap du
phongthu phat ho so an toan cua trimetazidine 80 mg mot
1an moi ngay da cho thay 1a tuong duong v6i hd so an toan
cua trimetazidine MR 35 mg hai lan moi ngay Khong co
phan g bat loi bat ngo nao dugc bao cdo va nghlen ciru
da cho thdy khong co m01 quan nga1 nao vé viéc udng
trimetazidine 80 mg mot 1an mdi ngay.

PAC TINH DUQC PONG HQC:

Hap thu: Sau khi uong vién nang trimetazidine 80mg, ho
so dugc dong hoc cua trimetazidine la duong thang véi
nong do dinh trimetazidine dat duoc trong khoang 14 gio
sau khi uong thuoc Trong khoang thoi gian dung thudc,
tirc 13 24 gio, nong do trong huyet tuong duy tri trong 15
glo & muc trén hodc bang 75% nong do to1 da. Trang thai
6n dinh dat duogc khi dung liéu thtr 3 (3 ngay).

Thttc an khong anh thong dén duoc dong hoc cua
trimetazidine sau khi udng cong thirc bao ché 80 mg.

Phén bo bd: Thé tich phan b 1a 4,8 I/kg; lién két véi protein
yéu (16%).

Thai tru: Trimetazidine duoc thai trir chinh qua nudce tiéu,
chu yéu dudi dang khong doi. Thoi g1an ban thai trung
binh 1a 7 gio ¢ nhu’ng nguoi tinh nguyén tré tubi khoe
manh va 12 gid & ngudi cao tudi (trén 65 tudi).
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Do thanh thai toan phan cua trimetazidine chu yéu bao gom
d9 thanh thai cua than, lién quan truc tiép dén do thanh thai
creatinine va, & muc do thap hon, do thanh loc cua gan,
thong s6 bi giam theo do tudi.

Nhimng d6i tuong dic biét:

Ngum cao tuoi: Nong do trimetazidine co thé tang ¢
nguoi cao tu6i do su suy giam chirc ndng thén lién quan dén
tu6i. Mot nghién ctru duge dong hoc tién hanh riéng ¢ nguoi
cao tu01 tir 75-84 tudi hodc nhimg ngudi g1a (>85 tudi) da
cho thay rang nhitng nguoi bi suy than mic do trung binh
(d9 thanh thai creatinine 30-60 ml/phut) ¢6 tang nong do
trimetazidine lan luot 1a 1,0 va 1,3 lan so v6i nhiing nguoi
tré tudi hon (30-65 tudi) b1 suy than murc do trung binh.

Mot nghlen ctru lam sang ddc biét dugc tién hanh trén
mot quan thé nguoi cao tudi (trén 75 tu01) su dung liéu 2
vién nén trimetazidine MR 35 mg mdi ngay chia2 lan, dugc
phén tich boi phuong phap dong hoc quan the, da cho thay
tang trung binh 2 1in nong do trong huyét twong ¢ nhiing
bénh nhan suy than ning (d9 thanh thai creatinine dudi
30ml/phut) so v6i nhitng bénh nhan cé dg thanh thai creati-
nine trén 60 ml/phut

Khong cO moi quan ngai nao vé do an toan dugc nhan
thay & quan the ngudi cao tudi so voi dan sb chung.

Suy thin: Nong d6 trimetazidine ting trung binh 1,7 1an &
nhiing bénh nhan suy than murc do trung binh (4o thanh thai
creatinine 30-60 ml/phit), va ting trung binh 3,1 lan &
nhitng bénh nhan suy than nang (dd thanh thai creatinine
dudi 30ml/phit) so voi nhiing nguoi tinh nguyén khoe
manh c6 chirc nang than binh thuong

Khong c6 moi Quan nga1 nao ve do an toan dugc nhan
thay & quan thé nay so voi quan thé chung.

Bénh nhi: Dugc dong hoc cua trimetazidine chua duoc
nghién ctru trén quan thé bénh nhi (<18 tudi).

QUY CACH PONG GOI

Hop g0m 3 vi x 10 vién nang ctng giai phong kéo dai
PIEU KIEN BAO QUAN Du6i 30°C

HAN DUNG 36 thang ké tir ngay san xuét

TIEU CHUAN CHAT LUQNG THUOC:

Tiéu chuan co s&

CHU SO HUU GIAY PHEP LUU HANH THUOC:
Les Laboratoires Servier
50, rue Carnot, 92284 Suresnes Cedex, France/ Phap

CO SO SAN XUAT & CO SO DONG GOI:

CO SO SAN XUAT: Egis Pharmaceuticals PLC Production site of
Kérmend H-9900 Kérmend Matyas Kirdly u 65 Hungary va CO
SO PONG GOI: Egis Pharmaceuticals PLC Production site of
Bokényfold H-1165 Budapest Bokényfoldi ut 118-120 Hungary.
Co s0 phan ph01 chinh tai Viét Nam:

CONG TY CO PHAN DUGC LIEU TW 2.

Dia chi: 24 Nguyen Thi Nghia, Quéan 1, TPHCM.
bién thoai: 028.3823009.

CONG TY TNHH MOT THANH VIEN DUGC LIEU TW 2.
Dia chi: 94 Thuy Khué, Tay HO, Ha Noi. ——
Dién thoai: 024.62522022 — 024.37761310.
Fax: 024.62522122 — 024.37761311
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