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One prolonged-release capsule contains )
VAS TAPELU ODW 80 mg Trimetazidine dihydrochloride.

Timetazidine dibydrochloride Indication, posology and method of

Prolonged-release capsules administration, contraindication and other
information: Please read enclosed leaflet.
Store below 30°C
Specification: In-house
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TGO HUOGNG DAN SU DUNG THUOC

Rx - Thudc nay chi ding theo don thube
TEN THUOC

VASTAREL OD 80mg 0/

Poc ki hwéng din si dung trwdc khi ding

Pé xa tim tay tré em

Théng bao ngay cho bac s§ hodc dwge s§ nhiing phin dng c¢6 hai gip phai khi sit dung
thuoc

THANH PHAN CONG THU'C THUOC

Mot vién nang cimg giai phong kéo dai chira:

Thanh phin hoat chét: 80 mg trimetazidine dihydrochloride

Thanh phan t4 duoc:

Thanh phan rudt nang: Vién dudng 710-850 pm, hypromellose, ethylcellulose, tributyl

acetylcitrate, bot talc, magnesi stearate.
Thémh phdn vé nang: Gelatin, titanium dioxide (E171), Sit oxide do (E172).

DANG BAO CHE

Vién nang cing giai phong kéo dai.

Vién nang climg c6 thdn nang mau triing va ndp vo nang mau do cam in logo Servier %5 mau
tréng va sb “80”.

CHi PINH

Trimetazidine dwoc chi dinh cho nguoi 16n trong liéu phap b6 sung/ hd trg vao bién phép tri lidu
hién c6 dé didu tri triéu chiing & bénh nhan dau thit nguc 6n dinh khong dugc kiém soat day du
hodc bénh nhéan khoéng dung nap véi cac liéu phap diéu tri dau thit nguc khac.

LIEU LUQONG VA CACH DUNG

Lidu lugng

Liéu dung 13 1 vién nang 80mg trimetazidine mdt ]an mdi ngay trong bita dn sang.

Hiéu qua cua viéc diéu tri nén duoc danh gid sau 3 thang va trimetazidine nén dugc ngung st
dung néu khdng co d4p tmg diéu tri.

Nhitng ddi tuong dic biét

Bénh nhdn suy thdn
¢ nhimg bénh nhan suy thdn mic do trung binh (d0 thanh thai creatinine [30-60] ml/phut), liéu
khuyén cdo giam mdt nira, nghfa 12 1 vién nén 35 mg vao bita &n sang.

Bénh nhdn cao tuéi
Nong @b trimetazidine ¢ thé ting & nhitng bénh nhan cao tudi do sur suy giam chitc ning than



lién quan dén tudi. O nhitng bénh nhan suy than muc d¢ trung binh (d¢ thanh thai creatinine [30-
60] ml/phut), lidu khuyén cdo 1a giam mdt nira, nghia 12 1 vién nén 35 mg vao bita an sang. Viéc
chinh liéu & nhitng bénh nhén cao tudi nén duoc tién hanh than trong.

Quan the bénh nhi:
Do an toan va hiéu qua cua trimetazidine ¢ tré em dudi 18 tudi chua dugc thiét 1ap. Hién chua co
dit liéu.

Céch dung
Khong dugc md vién nang khi udng, ding mét lan moi ngay, nghia 1a mot vién vao bita dn sang.

CHONG CHi PINH

- M?An cam v6i hoat chit hay véi bit ky ta duoc nao.

- Bénh parkinson, cé triéu ching Parkinson, run, héi chimg chén khong nghi va cac rdi loan
vén dong co lién quan khéc.

- Suy thin ning (d9 thanh thai creatinine < 30 ml/phit).

CANH BAO PAC BIET VA THAN TRONG KHI SU DUNG
Thubc nay khong phai 1a mot thubc chita tri con dau thit nguc, ciing khong dugce chi dinh la didu
tri dAu tién cho bénh dau thit nguc khong én dinh hogic nhdi méu co tim ciing nhu thoi diém
trude khi nhép vién hodc trong nhitng ngay nhép vién dAu tién.
Khi c6 con dau thit nguc, bénh dong mach vanh cin dugc danh gid lai va can nhéc diéu tri phu
hop (didu tri bang thudc va co thé 1a téi thong mach vanh).
Trimetazidine c6 thé giy ra hodc lam ning thém céc triéu ching parkinson (run, mét van dong,
tang trrong luc co), do dé cac tridu chimg ndy nén dugc danh gid thuong xuyén, dac bigt &
nhitng bénh nhan cao tudi. Trong cac trudmg hop cé nghi ngd, bénh nhan nén tham khao bac si
chuyén khoa thin kinh dé c6 duoc sy danh gia chinh xéc.
Khi x4y ra céc rdi loan vin dong nhu céc triéu ching parkinson, hdi chimg chan khéng nghi, run,
tu thé di khéng vitng, nén ngling ngay viéc st dung trimetazidine.
Nhiing trudmg hop nay cé ty 1€ thip va thudng hdi phuc sau khi ngling diéu tri. Phan 16n bénh
nhan s& hdi phuc trong vong 4 thang sau khi ngimg didu tri trimetazidine. Néu cic triéu chimg
parkinson van tbn tai trén 4 théang sau khi ngirng thube, nén tham khao ¥ kién cta béc si chuyén
khoa thén kinh. / .
Ngi c6 thé xay ra, lién quan dén tu thé di khong viing hodic ha huyét ap, dic biét & iing bénh
nhan dang didu trj véi thubc chdng tang huyét ap.
Nén than trong khi ké don trimetazidine trén nhiing bénh nhén c6 kha ning tang ndéng dod
trimetazidine:

- Suy thdn mtc d9 trung binh,

- Bénh nhan tudi cao hon 75.
Thude ¢6 chira sucrose. Bénh nhan ¢ cdc vin dé di truyén hiém gip vé khong dung nap
fructose, kém hép thu glucose-galactose hoidc thiéu hut enzyme sucrose-isomaltase khdng nén
ding thude nay.



PHU NU CO THAI VA CHO CON BU

Phu nir co thai

Khong co dit ligu vé viée str dung trimetazidine trén phu nit ¢d thai. Céc nghién ctu trén dong
vat khong chi ra nhitng anh huéng co6 hai truc tiép va gian tiép lién quan dén doc tinh sinh san.
Nhu mét bién phap dé phong, tot hon 14 nén tranh st dung trimetazidine trong qua trinh mang
thai.

Phu nii cho con ba

Chua 16 lidu trimetazidine c6 dwoc bai tiét vao sita me hay khong. Mot nguy co cho tré méi
sinh/tré so sinh khong thé duge ngoai trir. Khong nén sir dung trimetazidine trong qué trinh cho
con bu.

Kha ning sinh san
Céac nghién ctru ddc tinh sinh san cho thay khong c6 anh huong trén kha ning sinh san ctia chudt
cong duc va cai.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Trimetazidine khong cho thdy c6 cic anh huéng huyét dong trong cac nghién ctru 1am sang, tuy
nhién céc trudmg hop chéng mat va ngl ga da duge quan sat thdy khi thudc duge luu hanh trén
thi trurong, cac truong hop nay co thé anh hudng dén kha nang l4i xe va vin hanh may moc.

TUONG TAC THUOC VA CAC DANG TUONG TAC KHAC
Chua ¢6 twong tac nao dugce bdo céo.

TAC DUNG KHONG MONG MUON

Phan tmg bét loi, duoc dinh nghia 1a cac tac dung bit lgi dugc cho 14 ¢6 thé lién quan dén viée
didu tri bang trimetazidine duoc liét ké dudi ddy st dung tan suit quy wéc nhu sau: rét phé bién
(> 1/10); thuong gap (= 1/100 t6i < 1/10); it gap (= 1/1000 t6i < 1/100); hiém gép (> 1/10 000 téi
< 1/1000); rAt hiém gip (< 1/10 000); chua 16 (chua thé uée tinh tir cée dit liéu hién o).
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Hé co quan Tén suit Biéu hién T

Thuong gdp | Chong mat, dau dau

Céc triéu ching Parkinson (run, mAt van dong, ting
) . Chua 15 truong luc co), tu thé di khong vimg, hi ching chan
A A A A a 10 ri 7 & r . A

Roi loan hé than kinh khong nghi, nhitng roi loan vén dong khac cé lién

quan, thuong hdi phuc sau khi ngimg diéu tri.

Chua 1o R&i loan gidc ngt (mat ngd, ngl ga)
R6i loan mé dao vatai | Chuard Chéng mat
R6i loan tim Hiém gip Pianh trong nguc, ngoai tim thu, nhip tim nhanh

Ha huyét 4p dong mach, ha huyét 4p tu thé c6 thé lién

%, . quan dén 6m mét, chong mit hodc ngd, dic biét &
R6i loan mach Hiém gép . . R T : ; )
nhitng bénh nhin dang di€u tri véi thude chong ting

huyét ap, do bimg
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i o Thuong gdp | Pau bung, ti€u chay, kho tiéu, buén nén va ndn
ROi loan hé tiéu hoa

Chua 16 T40 bon

Thuong gip | Phat ban, ngira, ndi mé day
Ngoai ban mun mi toan thén cip tinh (AGEP), phu
mach

R0i loan da va mé dudi
da Chua rd

R6i loan chung va tai vi
. : © " | Thuong gép | Suy nhuge
tri dua thudc

s S Mat bach cau hat
Roi loan mau va hé . T
" Chua rd Giam tiéu cau
bach huyét £ P
Ban xuét huyét giam tiéu cau
R61 loan gan mat Chua 18 Viém gan

B4o cdo cic phan tmg bt loi nghi ngdy

Béo céo céc phan g bit loi nghi ngd sau khi thue duge cip phép 1a quan trong. Viée ndy cho
phép tiép tuc theo d&i cin bang loi ich/nguy co cta thudc. Céc can b v t& duge yéu cau bao céo
céc phan tmg bt lgi nghi ngo thong qua hé théng bao céo quic gia.

QUA LIEU VA CACH XU LY
Dit liéu hién ¢6 vé& qué lidu trimetazidine con han ché. Nén didu tri tridu ching.

PAC TINH DUQC LUC HQC
Nhém duge 1y: Thube chéng dau thit ngye tim mach khic, ma ATC: CO1EB15

Co ché tic dung

Bing cach bao tdn ning luong chuyén hoa trong céc t& bao thiéu oxy hodc thiéu mau,
trimetazidine ngdn can sy giam mic ATP ndi bao, do dé dam bao chirc ndng hop ly ciia bom ion
va dong K-Na xuyén mang trong khi van duy tri cdn bang ndi md té bao.

Trimetazidine trc ché su B-oxy héa cic acid béo bang cich tic ché long-chain 3-ketoacyl - CoA
thiolase, do d6 thic ddy oxy hoa glucose. O té bao thiéu mau cuc bd, ning lwong thu duoc trong
qué trinh oxy hoéa glucose yéu cdu tiéu thu it oxy hon qud trinh B-oxy hoéa. Kha ning oxy héa
glucose s& gitip tdi wu cic qué trinh ning lugng té bao, do d6 duy tri dugc chuyén hoéa ning
luong thich hop trong thoi gian thiéu méu.

b
Téac dung duoc luc hoc

O nhing bénh nhan bénh tim do thiéu mau cuc b, trimetazidine hoat ddng nhu mot hét chuyén
hoéa, gitip bao ton miic ning lwong phosphate ndi bao cao trong té bao co tim. Céc tac dung
chéng thidu méau cuc b dat duge ma khong di kém véi cac tac dung vé huyét dong luc.

P an toan va hiéu qua lidm sang

Céc nghién ctru 14m sang di cho thiy hiéu qua va an toan cla trimetazidine trong diéu tri trén
nhiing bénh nhan dau thit nguc man tinh, khi didu tri don doc hodc khi hiéu qua tir céc didu tri
v6i cac thube chdng dau thét nguc khac 1a khong du.

Trong mét nghién ctru ngdu nhién, mu doi, c6 dbi ching véi gia duge, bao gdm 426 bénh nhan
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(TRIMPOL-II), trimetazidine (60mg/ngay) dugce thém vao voi didu tri metoprolol 100 mg moi
ngay (50 mg x hai lan mdi ngay) trong 12 tudn da lam ting dang ké co y nghia théng ké céc chi
s6 géng strc va cac triéu chimg 14m sang khi so sanh voi gia dugc: tdng thoi gian ging strc +20,1
gidy, p=0,023, tong cong ghng sitc +0,54 METs, p=0,001, thoi gian xuit hién doan ST chénh
xubng lmm +33,4 gidy, p=0,003, thoi gian xuit hién con dau thit nguc +33,9 gidy, p<0,001, )
con dau thit nguc/tuan -0,73, p=0,014 va s& vién nitrate tac dung ngén phai str dung/tudn -0,63,
p=0,032, khong c6 sur thay ddi vé huyét dong luc.

Trong mot nghién ciru ngAu nhién, mu doi, c6 dbi chimg voi gia duge, bao gdm 223 bénh nhén
(Sellier), vién nén giai phong ¢ bién dbi trimetazidine 35mg (hai 1dn mdi ngay) duge thém vao
v6i didu tri atenolol 50mg (mét 1dn mdi ngay) trong 8 tudn da lam gia ting c6 y nghia khoang
thoi gian xuét hién doan ST chénh xubng 1mm trong test ging stc (+34,4 gidly, p=0,03), trong
mot phan nhém bénh nhan (n = 173) khi so sénh v6i gia dugc, 12 gity sau khi sir dung thude.
Thoi diém khoi phét con dau thit nguc ciing 1a bang ching cho su khac biét c6 ¥ nghia
(p=0,049). Khong tim thdy su khac biét c6 y nghia giita cdc nhom trén tiéu chi phu (tong thoi
gian géng strc, tong cong gang strc va céc tiéu chi trén 14m sang).

Trén mdt nghién ciru ngdu nhién, mu déi, tién hanh trong ba thang, bao gdm 1962 bénh nhan
(nghién ctru Vasco), hai lidu trimetazidine (70 mg/ngay va 140 mg/ngdy) da dugc thém vao véi
didu tri atenolol S0mg/ngay va kiém chimg vé6i gia dugce. Trén quén thé nghién ctru chung, bao
gbm ca ca bénh nhan c6 triéu ching va khong c6 tri€u chimg, trimetazidine khong chi ra dugc
loi ich trén ca tiéu chi ging stc (tdng thoi gian géng stic, thoi gian xuét hién doan ST chénh
xubng 1mm va thoi gian khoi phét dau thét nguc) va céc tidu chi trén 1am sang. Tuy nhién, trong
phan nhoém bénh nhén c6 triéu ching (n=1574) trimetazidine (140mg) dd lam ting déng ké tong
thoi gian géng sie (+23,8 gidy so véi +13,1 gidy & gia duge; p=0,001) va thoi gian khoi phét dau
thét nguc (+46,3 gidy so vai +32,5 gidy ¢ gia dugce; p=0,005).

Trén mét nghién ciru nglu nhidn, md doi, tién hanh trong ba thang véi 165 bénh nhan c6 thé
chép nhén ca liéu phép chéng dau that nguc thuong quy va liéu phép du phong thir phét, hé so an
toan cuia trimetazidine 80 mg médt 1in mdi ngay dé cho thiy 14 tuong dwong véi hd so an toan cia
trimetazidine MR 35 mg hai 1in m&i ngay. Khong c6 phan tng bét loi bat ngd ndo duoc bao cdo
va nghién ctru da cho thdy khong c6 mdi quan ngai nao vé viée ubng trimetazidine 80 mg mot
l4n mdi ngay.

PAC TINH DUQC PONG HQC B~
Hap thu

Sau khi ubng vién nang trimetazidine 80mg, hd so duoc dong hoc cla trimetazidine 12 duong
théng v6i ndng do dinh trimetazidine dat dugc trong khoang 14 gi¢ sau khi ubng thudc. Trong
khoang thdi gian ding thude, tic 1a 24 gid, ndng d6 trong huyét tuong duy tri trong 15 giv &
mitc trén hodc bing 75% nong dd tdi da. Trang thai 6n dinh dat duge khi dung lidu tht 3 (3
ngay). ’ ’ ’
Thirc 3n khong anh huéng dén duge dong hoc cuia trimetazidine sau khi udng cong thirc bao ché
80 mg.

Phan b
Thé tich phan bd la 4,8 I/kg; lién két véi protein yéu (16%).



Thai trir

Trimetazidine duoc thai trir chinh qua nudc tiéu, chi yéu dudi dang khong d6i. Thoi gian ban
thai trung binh la 7 gior & nhiing ngudi tinh nguyén tre tudi khoe manh va 12 gid & ngudi cao tudi
(trén 65 tudi).

D thanh thai toan phén cia trimetazidine chi yéu bao gdm do thanh thai ctia thén, lién quan
tryc tiép dén d6 thanh thai creatinine va, & mirc do thip hon, d6 thanh loc cta gan, thong s6 bi
giam theo do tudi.

Nhitng d6i twong dic biét
Ngudi cao tuéi: Nong do trimetazidine c6 thé ting & ngudi cao tudi do su suy gidm chirc ning

than lién quan dén tudi. Mot nghién ciru dugc ddng hoc tién hanh rigng & ngudi cao tudi tir 75-84
tudi hodc nhitng ngudi gia (>85 tudi) da cho thdy rang nhitng ngudi bi suy than mic d@ trung
binh (46 thanh thai creatinine 30-60 ml/phiit) c6 tang ndng do trimetazidine lan luot 1a 1,0 va 1,3
14n so v6i nhitng ngudi tré tudi hon (30-65 tudi) bi suy than mic d§ trung binh.

Mot nghién ciru lam sang déc biét duge tién hanh trén mét qué“m thé nguoi cao tudi (trén 75 tudi)
stt dung lidu 2 vién nén trimetazidine MR 35 mg mdi ngay chia 2 14n, dugc phan tich béi phuong
phép dong hoc quan thé, d cho thdy ting trung binh 2 14n ndng do6 trong huyét twong & nhitng
bénh nhan suy thin ning (4 thanh thai creatinine dudi 30ml/phit) so v6i nhitng bénh nhén c6
d6 thanh thai creatinine trén 60 ml/phut.

Khong c6 méi quan ngai nao vé do an todn duge nhén thdy & quén thé ngudi cao tudi so voi dan
s6 chung.

Suy thdn: Nong @b trimetazidine ting trung binh 1,7 l4n & nhitng bénh nhan suy thin mic d6
trung binh (d6 thanh thai creatinine 30-60 ml/phut), va ting trung binh 3,1 lAn & nhimng bénh
nhén suy than ning (d6 thanh thai creatinine dudi 30ml/phit) so véi nhitng ngudi tinh nguyén
khoe manh c6 chire ndng thin binh thuong.

Khdng c6 mdi quan ngai nao vé d an toan dugc nhan thdy & quin thé nay so v6i quan thé
chung.

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

i -
QUY CACH BONG GOI ¥/
Hop gdém 3 vi x 10 vién nang cimg giai phong kéo dai

PIEU KIEN BAO QUAN
Dudi 30°C

HAN DUNG
36 théng ké tir ngdy 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

Egis Pharmaceuticals PLC
Production site of Kérmend
H-9900 Kérmend

Matyas Kiraly u 65
Hungary

CO SO DONG GOI
Egis Pharmaceuticals PL.C

Production site of Bokényfold
H-1165 Budapest
Bokényfoldi at 118-120
Hungary
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KT. TRUING PHONG BANG K ¥ THUGC
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