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TO HUGNG DAN SU DUNG THUOC

Rx - Thude nay chi ding theo don thube
TEN THUOC

VASTAREL°OD 8() ms

Boc ki hudng dén s dyng trude khi ding

Dé xa tdm tay tré em

Théng béo ngay cho bac s§ hodic dugc s§ nhiing phan tng ¢6 hai
gép phai khi st dung-thuéc

THANH PHAN CONG THUC THUGC

MGt vién nang cling giai phong kéo dai chifa:

Thanh phan hoat chat: 80 mg trimetazidine dihydrochloride

Thanh phén t4 dugc:

Thanh phén ru¢t nang. Vién dudng 710-850 um, hypromellose,
ethylcellulose, tributyl acetylcitrate, bt talc, magnesi stearate.
Thanh phén vé nang: Gelatin, titanium dioxide (E171), S&t oxide do
(E172).

DANG BAO CHE

Vién nang ciing giai phong kéo dai.

Vién nang cling c6 than nang mau tring va nép vé nang mau dd cam
in logo Servier %5~ mau tréing va s6 “80".

cHi BINH

Trimetazidine dugc chi dinh cho ngudi 16n trong fidu phéap bd sung/
hé trg vao bign phap tri fidu hién c6 dé didu trj tridu chiing & bénh
nhén dau that nguc on dinh khéng dugc kiém soat day di hodc bénh
nhan khéng dung nap véi cac liéu phap diéu tri dau that ngyc khéc.

LIEU LUONG VA CACH DUNG

Liéu lugng

Liéu ding Ja 1 vién nang 80mg trimetazidine mot 1n méi ngay trong
bita &n séng.

Higu qua cla viéc diéu tri nén dugc danh gid sau 3 thang va
trimetazidine nén dugc ngling s dung néu khdng c6 dap Uing didu trj.

Nhiing d6i tugng dic bist

Bénh nhéan suy than

0 nhiing bénh nhén suy than mdc dd trung binh (dd thanh thai
creatinine [30-60] mifphut), lidu khuyén cao giam mot nita, nghia 1a 1
vién nén 35 mg vao biia &n sang.

Bénh nhén cao tudi

Néng do trimetazidine 6 thé ting & nhiing bénh nhan cao tudi do su
suy gidm chifc ning than lién quan dén tudi. 0 nhiing bé&nh nhan suy
than mic do trung binh (d6 thanh thai creatinine [30-60] mi/phdt),
liéu khuy&n céo 1a gidm mot nita, nghfa 1a 1 vién nén 35 mg vao bita
&n sang. Viéc chinh liéu & nhiing bénh nhén cao tudi nén duge tién
hanh than trong.

Quaén thé bénh nhi
D6 an toan vé hidu qua cla trimetazidine ¢ tré em dudi 18 twdi chua
dugc thiét lap. Hién chua c6 di ligu.

Céach ding
Khéng duge md vién nang khi udng, dung mét 1dn méi ngay, nghia 13
mdt vién vao bla dn séng.

CHONG CHI BINH

- Man c&m v6i hoat chét hay véi bat ky ta dudc nao.

- Bénh parkinson, ¢6 triéu chiing Parkinson, run, hdi chiing chan
khong ngh va cac r6i loan van dong cd fién quan khac.

- Suy than nang (do thanh thai creatinine < 30 mi/phit).

CANH BAO DAC BIET VA THAN TRONG KHI SU DUNG

Thudc nay khong phai la mot thudc chifa trj con dau thét nguc, cling
khdng dugc chi dinh 1a digu tri dau tién cho bénh dau that nguc khong
8n dinh hosic nhéi mau co tim ciing nhu thai didm trudc khi nhap vién
hoc trong nhiing ngay nhap vién dau tién.

Khi ¢6 con dau that ngyc, bénh dong mach vanh cén dugc danh gia
lai va ¢an nhdc didu tr phil hop (didu tri bing thudce va cb thé I tai
théng mach vanh).

Trimetazidine c6 thé gay ra hodc lam ndng thém céc tridu chiing
parkinson (run, mat van déng, tang truong lvc cg), do do cac triéu
chiing nay nén dugdc danh gia thudng xuyén, dac biét & nhiing bénh
nhén cao tudi. Trong cc trudng hdp c6 nghi ngd, bdnh nhan nén
tham khdo bac sT chuyén khoa than kinh dé ¢6 dugc sy danh gid
chinh xac.

Khi xay ra céc r6i loan van dong nhu céc triéu ching parkinson, hoi
chiing chan khong nghl, run, tu thé di khdng viing, nén ngling ngay
viée st dung trimetazidine.

Nhiing truding hgp nay c6 1y 18 thap va thudng héi phyc sau khi ngling
diéu tri. Phan I6n bénh nhan & hdi phuc trong vong 4 thang sau khi
ngling diéu tri trimetazidine. N8u céc triéu chiing parkinson vén tén

tai trén 4 thang sau-khi ngling thudc, nén tham khéo ¥ kién cla bac
s7 chuyén khoa than kinh.

Ngé c6 thé xay ra, lién quan dén tu thé di khang viing hodc ha huyét
ap, dic biét § nhilng bénh nhan dang diéu trj vdi thude chdng tang
huyét ap.

N&n thén trong khi k& dan trimetazidine trén nhiing bénh nhan c6 kha
nang ting ndng d trimetazidine:

- Suy than mc dd trung binh,

- Bénh nhén tufi cao hon 75.

Thudc c6 chila sucrose. Bénh nhan ¢6 céc van dé di truyén hiém gap
vé khong dung nap fructose, kém hép thu glucose-galactose hodc
thidu hyt enzyme sucrose-isomaltase khong nén ding thudc nay.

PHY NG €O THAI VA CHO CON BU

Phu nii ¢6 thai

Khong ¢6 dif liéu vé viéc s dung trimetazidine trén phu nif ¢4 thai.
Géc nghién ctu trén dong vat khong chi ra nhiing arh hudng ¢6 hai
truc tiép va gian tiép lién quan dén déc tinh sinh sén. Nhu mot bién
phap dé phong, t6t hon 1 nén tranh s dung trimetazidine trong qua
trinh mang thai.

Phu nif cho con b

Chua r6 lidu trimetazidine ¢ dugc bai tiét vio sia me hay khong.
M6t nguy co cho tré mdi sinh/tré so sinh khong thé dugc ngoai trl.
Khong nén st dung trimetazidine trong qua trinh cho con ba.

Kha ndng sinh san
Céc nghién cdu ddc tinh sinh san cho thdy khéng co &nh hudng trén
khé nang sinh san clia chudt cong dyc va cél.

ANH HUBNG LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Trimetazidine khong cho thdy ¢d cac anh hudng huyét dong trong
cé&c nghién clu 1am sang, tuy nhién cac trudng hgp chong mét va
ngli ga da dudc quan sat thdy khi thude duge luu hanh trén thj truding,
cac truding hop nay 6 thé anh hudng dén kha nang lai xe va vén
hanh may méc.

TUONG TAC THUGC VA CAC DANG TUGNG TAC KHAC
Chua ¢6 tudng tac nao dugc bao céo.

TAC DUNG KHONG MONG MUON

Phén ding bét Igi, dugc dinh nghia 12 c4c tic dung bét Igi duge cho la
c6 thé lién quan dén vide didu tr biing trimetazidine dugc liét ké dud
day sl dung tan suat quy udc nhu sau: rdt phd bién (= 1/10); thudng
gdp (= 1/100 t6i < 1/10); it g&p (> 1/1000 t6i < 1/100); hiém gap
(> 1/10 000 16i < 1/1000); rét hiém gép (< 1/10 000); chua 16 (chua
thé udc tinh tlf cac d liéu hién co).
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Béao cao céc phan dng bat loi nghi ngd

Béo c4o cac phan Ung bt 19 nghi ngd sau khi thudc dugc cép phép
14 quan trong. Viéc nay cho phép tigp tuc theo ddi can béng Igi ich/
nguy cg clia thudc. Cac can bg y 16 duge yéu cau bao cao cac phan
{ing bt lgi nghi ngd thong qua hé théng bao céo qudc gia.

QUA LIEU VA CACH XU LY
D ligu hign c6 vé& qua lidu trimetazidine con han ché. Nén diéu tri
triéu ching.

PAC TINH DUGC LYC HOC
Nhém dugc ly: Thudc chdng dau tht ngyc tim mach khac, ma ATC:
CO1EB15

Cd ché tic dung

Biing cach bao t6n ndng ligng chuyén héa trong céc té bao thidu oxy
hoac thiéu mau, trimetazidine ngén can sy gidm mic ATP ndi bao,
do d6 ddm bao chic nang hop Iy clia bom ion va dong K-Na xuyén
mang trong khi van duy tri can bng ndi md & bio.

Trimetazidine (ic ché sy B-oxy hoa céc acid béo béng cach Uc
¢ché long-chain 3-ketoacyl - CoA thiolase, do d6 thiic ddy oxy héa
glucose. G 18 bao thiéu méau cyc bo, nang lugng thu dugc trong quéa
trinh oxy héa glucose y&u céu tiéu thy it oxy hon qué trinh p-oxy héa.
Kha nang oxy hoa glucose s& gilip t6i uu cac qua trinh ndng lugng 18
bio, do dé duy tri dudc chuyén héa néng lugng thich hop trong thi
gian thiéu mau.

Téc dung duac luc hoc

o nhiing bénh nhan bénh tim do thi€u mau cuc bé, trimetazidine
hoat dong nhu mét chét chuyén hoa, gilip béo t8n miic ning lugng
phosphate ndi bao cao trong t€ bao ¢ tim. Céc tac dung chdng
thiéu méu cuc bd dat dugc ma khong di kém véi céc tac dung vé
huy8t dong lyc.

D6 an t0an va hidu qua |1am sang

Céc nghién clu 1am sang d cho thdy hiéu qua va an toan cla
trimetazidine trong diéu tri trén nhiing bénh nhan dau thét ngyc man
tinh, khi diéu tri don doc hodic khi hiéu qua ti cac didu trj voi cac
thuc chéng dau that ngyc khéc 1a khong dd.

Trong mot nghién ciu ngau nhign, mil doi, c6 d6i chling vdi gia duge,
bao gbm 426 bénh nhan (TRIMPOL-ll}, trimetazidine (60mg/ngay)
dugc thém vao véi diéu tri metoprolo! 100 mg méi ngay (50 mg x hai
1an mbi ngay) trong 12 tudin da 1am ting dang k& ¢6 y nghia théng
ké céc chl 58 géng stic va cac tridu chiing 1am sang khi so sanh véi
gid dugc: tong thoi gian géng stc +20,1 gidy, p=0,023, ting cdng
gang stic +0,54 METs, p=0,001, thai gian xuét hién doan ST chénh
xudng 1mm +33,4 gidy, p=0,003, thdi gian xudt hién con dau thét
ngic +33,9 gidy, p<0,001, s6 con dau thét nguc/tuén -0,73, p=0,014
va s vién nitrate tac dyng ngan phai sl dung/tudn -0,63, p=0,032,
khong c6 sy thay déi vé huyét dong luc.

Trong mt nghién clu ngdu nhién, mi déi, ¢6 d6i chiing vdi gia duge,
bao gdm 223 bénh nhén (Selfier), vién nén gidi phong c6 bién déi
trimetazidine 35mg (hai I&n méi ngay) dugdc thém vao véi didu tri
atenolol 50mg (m4t fan méi ngay) trong 8 tuéin da 1am gia ting co ¥
nghta khoang thdi gian xuét hién doan ST chénh xufng 1mm trong
test gang sdc (+34,4 gidy, p=0,03), trong mdt phan nhém bénh nhan
(n =173) khi so sanh v4i gia dudc, 12 gid sau khi s dung thudc. Thoi
diém khdi phat con dau that nguc cling 1 bing chiing cho sy khac
biét ¢6 y nghfa (p=0,049). Khong tim thdy sy khac biét ¢6 ¥ nghia
gifia cac nhom trén tidu chi phu (t8ng thdi gian géng stic, téng cong
géng slc va cac tidu chi trén 1am sang).

Trén mét nghién cdu ng&u nhién, ml i, tién hanh trong ba thang,
bao gbm 1962 bénh nhéan (nghién cliu Vasco), hai liu trimetazidine
(70 mg/ngay va 140 mg/ngay) da dugc thém vao véi didu trj atenolol
50mg/ngay va kidm ching véi gid dugc. Trén quédn thé nghién clu
chung, bao gbm ¢& cé bénh nhan ¢6 triéu ching va khéng cé tridu
chiing, trimetazidine khong chi ra dugc Igi fch trén ca tiéu chi géng
stic (tdng thoii gian gang stic, thdi gian xudt hign doan ST chénh
xudng 1mm va thdi gian khdi phat dau that ngyc) va cac tidu chi trén
{am sang. Tuy nhién, trong phén nhém bénh nhéan c6 triéu chiing
{n=1574) trimetazidine (140mg) d lam ting dang ké tng thai gian
géng stic (+23,8 gidy so vdi +13,1 gidy & gia dugc; p=0,001) va thoi
gian khdi phat dau th&t nguc (+46,3 gidy so véi +32,5 gidy & gia
dugc; p=0,005).

Trén mot nghién cGu ngau nhién, mii déi, ti€n hanh trong ba thang
véi 165 bénh nhan c6 thé chdp nhan ca liéu phap chéng dau thit
nguc thudng quy va liéu phap dy phdng thi phat, hd sd an toan clia
trimetazidine 80 mg mot lan mdi ngay d4 cho théy 14 tudng duong véi
hé s an toan cla trimetazidine MR 35 mg hai tan méi ngay. Khong
¢6 phan (ing bat Igi bat ngd nao dugc bao cdo va nghién cliu da cho
thdy khéng c6 mdi quan ngai nao v& viéc udng trimetazidine 80 mg
mot [an méi ngay.

DAC TINH DUGC BONG HOC
Hép thu
Sau khi udng vién nang trimetazidine 80mg, hé s dugc dong hoc

clia trimetazidine 1 duting théing véi néng dd dinh trimetazidine dat

dugc trong khodng 14 gid sau khi udng thudc. Trong khoang thdi
gian duing thudc, tlc 1a 24 gig, ndng d6 trong huyét tudng duy tr
trong 15 gitt & mic trén hoic bing 75% ndng d6 t6i da. Trang théi &n
dinh dat dugc khi dung fidu thd 3 (3 ngay).

Thic an khong anh hudng dén dugc déng hoc clia trimetazidine sau
khi u6ng cong thic bao ché 80 mg.

Phan bd
Thé tich phan b6 1 4,8 I/kg; lién két véi protein y8u (16%).

Théi tri

Trimetazidine dugc thai trill chinh qua nudc tiéu, chl yéu dudi dang
khong ddi. Thdi gian ban thai trung binh 12 7 gid & nhiing ngudi finh
nguyén tré tudi khde manh va 12 gio & ngusdi cao tudi (trén 65 tudi).
D6 thanh thai toan phén clia trimetazidine chli y8u bao gbm df thanh
théi clia than, fign quan tryc tiép dén do thanh thai creatinine va, 6
mic d6 thdp hon, dé thanh loc cla gan, thong s& bi giam theo do
tudi.

Nhiing d6i tugng déc bist

Nguoi cao tudi: Néng d6 timetazidine ¢6 thé ting & ngudi cao tudi do
si/ suy gidm chiic ndng than lign quan dén tuéi. Mot nghién cliu dugc
dong hoc tién hanh riéng & ngudi cao tudi it 75-84 tudi hodic nhiing
ngudi gia (85 tudi) da cho thdy riing nhiing ngudi bi suy than miic
d6 trung binh (68 thanh thai creatinine 30-60 ml/phut) cé ting nong
d trimetazidine 14n jugt 12 1,0 va 1,3 Ian so véi nhiing ngusi ré tudi
haon (30-65 tudi) bi suy than muc d6 trung binh.

M6t nghién ciiu 1am sang dac bigt dugc tién hanh trén mat quan thé
ngudi cao tudi (trén 75 tudi) s dung liéu 2 vién nén trimetazidine MR
35 mg mdi ngay chia 2 Ian, dugdc phén tich bdi phudng phép dong
hoc quan thé, da cho théy ting trung binh 2 1an néng d6 trong huyét
tugng & nhiing bénh nhén suy than ndng (d thanh thai creatinine
dudi 30mi/phit) so vi nhiing bé&nh nhan c6 do thanh thai creatinine
trén 60 mi/phdat.

Khéng ¢ méi quan ngai nao vé dé an toan dugc nhén thay 6 quén
thé ngudi cao tui so véi dan s6 chung.

Suy than: Néng do trimetazidine tang trung binh 1,7 1&n 6 nhiing
bé&nh nhan suy than mdc dé trung binh (d§ thanh thai creatinine 30-
60 ml/pht), va tang trung binh 3,1 1&n & nhiing bénh nhén suy than
nang (d6 thanh thai creatinine dudi 30ml/phdt) so véi nhiing ngudi
finh nguyén-khde manh ¢é chic néng than binh thudng.

Khong c6 méi quan ngai nao vé& d6 an toan dudc nhén thdy ¢ quan
thé nay so véi quan thé chung.

Bénh nhi: Dugc dong hoc cda trimetazidine chua dudc nghién cdu
trén quan thé bénh nhi (<18 tudi).

QUY CACH BONG GOI
Hoép gdm 3 vi x 10 vién nang cling gi&i phong kéo dai

PIEU KIEN BAO QUAN
Duéi 30°C

HAN DUNG
36 thang ké tlf ngay sén xuét

TIEU CHUAN CHAT LUONG THUGC
Tidu chudn co s6

cHU 6 HOU GIAY PHEP LUU HANH THUGC
L.es Laboratoires Servier

50, rue Carnot, 92284 Suresnes Cedex,
France/ Phap
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