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1. THANH PHAN CONG THUC THUOC

M&i vién nén bao phim chira:

Thanh pkcfn hoat chat: Tolperison hydrochlorid 150 mg.

Thanh phcfn ta dwoce: Cellulose vi tinh thé PH 101, lactose, tinh bdt mi, croscarmellose natri,
povidon K30, natri lauryl sulfat, talc, magnesi stearat, colloidal silicon dioxid, hypromellose 6
cps, PEG 6000, titan dioxid.

2. DANG BAO CHE
Vién nén bao phim.
~ M ta: Vién nén bao phim mau trang, hinh oval, hai mat 15i.

DUTOLPE

Dé xa tam tay tré em
Poc kj hueéng dan sir dung truede khi ding

3. CHI DINH
Piéu trj chimg co cimg sau dét quy & ngudi 16m.

4. LIEU DUNG, CACH DUNG

Liéu diung

Nguwoi lon

Lidu hang ngay 1a 150 — 450 mg, chia 3 lén tiy theo nhu ciu va dung nap cia timg ngudi bénh.
Liéu nady ciing co thé dugce sir dung dé diéu trj dai han (vai thang hodc vai ndim) ma khong cin
giam lidu.

Ngudi cao tudi
Khéng cin thay ddi hodc giam liéu & ngudi cao tudi; liéu khuyén cio duge dung nap tot.

Tré em
D6 an toan va hiéu qua cua tolperison & tré em chua dwoc thiét lap.

Bénh nhan suy thdn

Kinh nghiém vé viéc sir dung thude trén bénh nhén suy than con han ché, tuy nhién da ghi nhan
mét lwgng 1én céc tac dung phu xay ra trén nhom bénh nhén nay. Cén higu chinh lidu cho méi
bénh nhén suy thin mirc dé trung binh két hop vai theo di chit ch@ tinh trang bénh va chirc ning
than. Khong khuyén céo sir dung tolperison trén bénh nhan suy than ning.

Bénh nhan suy gan

Kinh nghiém vé viéc sir dyng thudc & bénh nhan suy gan con han ché, tuy nhién da ghi nhan mat
lugng 16n céc tic dung phy xay ra trén nhom bénh nhan nay. Can higu chinh ligu cho timg cé thé
bénh nhéin suy gan mirc d¢ trung binh két hop vai theo di chit ché tinh trang bénh va chirc ning
gan. Khong khuyén cdo str dung tolperison trén bénh nhan suy gan ning.

Céach dung
Udng thude véi mot ly nude ngay sau bita dn. Lugng thirc dn khong ¢ ¢6 thé lam giam sinh kha
dung cua tolperison.

5. CHONG CHI PINH
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Qu4 miin véi tolperison hodc cic chit ¢6 ciu tric héa hoc twong tu eperison hodc bit ky thanh
phin nao cua thude.

Nhuoe co.

Phuy nir cho con b,

6. CANH BAO VA THAN TRQNG KHI DUNG THUOC

Phdn img qué man

Sau khi luu hanh trén thi trudmg, phan img c6 hai duge bdo céo thudng xuyén nhét vé tolperison
la phan ing qua man, biéu hién tir cic phan img nhe trén da dén céc phén ung ning toan thin bao
gdm sdc phan vé. Céc tridu chimg cé thé gip bao gdm ban do, phat ban, may day, ngira, phit mach,
nhip tim nhanh, ha huyét ap hodc khé tho.

Nguy co xay ra cic phan g qua man thudng cao hon & nit giéi va bénh nhan c6 tién sir di ing
hodic qué mén véi cdc thude khac.

Cén than trong khi sit dung tolperison & bénh nhén c6 tién st qua man véi lidocain do ¢6 thé xay
ra phan ing chéo.

® Bénh nhén cin dugc khuyén cdo vé kha niing xay ra cic phan (g qua méan khi sir dung tolperison.
Khi ¢6 bét ky biéu hién qua min nao, cin ngimg thude ngay va nhanh chong tham khao ¥ kién béac
s¥.
Khéng duge ding lai thude sau khi xay ra qua min véi tolperison.
Cin theo ddi rit cin than & bénh nhén dang ding thudce diéu tri ting huyét 4p vi tolperison ¢ thé
Jam giam huyét 4p tam thai 10 - 30 mmHg sau khi diing mét lidu duy nhét ciing nhuw didu tri kéo 524
dai theo céc nghién ciru lim sang. '

i ' i . L INGT

Poi vai cac doi tuong diac biét nhu bénh nhéan cao tudi, khong can giam hodc thay d6i liéu. Tuy ING MAI
nhién, co thé ¢ su khéc biét giita cac ca thé va ¢6 thé can phai ca thé hoa lidu tolperison. 1 pic
Su khac bi.él gilra céc cd thé (Eé thé quan sét thiy trong Eét ca cz’zc nl}ém d6i tugng, dwa trén qua ;Nﬁ'ﬁ
trinh chuyén hoa xay ra chi yeu & gan,. Tolperison chuyén héa lan dau qua gan manh va chi 20% =
litu ding xuft hién trong mau dudéi dang khong ddi. Qua trinh chuyén hoa phu thugc vao

o NADPH, vi viéc thiéu coenzym nay s& ngin chin su phéan hily cua tolperison. Ca hai con duong

chuyén héa qua microsom phu thugc va khéng phu thuge vao P450 déu tham gia vio qua trinh
chuyén hoa cia tolperison in vitro. Sy hinh thanh chét chuyén héa hydroxymethyl 14 con dudng
chuyén héa chu yéu qua trung gian P450. CYP2D6 la enzym chii yéu trong qué trinh chuyén hoa,
tuy nhién sy tham gia cia CYP2C19 va CYPIA2 ciing dugce thé hién & mirc d6 thap hon. Piéu
ndy chi ra ring con duong chuyén hoa khong phuy thue P450 qua FMO3 & muc 9 thap. Cac
chit chuyén hoa dwoc phat hién va bing chimg gian tiép tir cic nghién ciru (tc ché da cho thdy su
tham gia ddng ké ciia arbonyl reductase trong qué trinh chuyén hoa cuia tolperison.

Thubc ndy co chira lactose. Bénh nhan c¢6 vin dé di truyén hiém gip nhu khéng dung nap
galactose, thiéu hut lactase hoan toan hodc kém hap thu glucose — galactose khong nén ding thude
nay.

7. SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Phy nir co thai
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Trong cac nghién ciru trén ddng vat, tolperison cho thay khéng cé tic dung gy quéi thai. Vi
khéng c6 nghién ctru vé viéc sir dung thude trén ngudi, nén chi nén sir dung tolperison trong thai
ky (ddc biét la trong ba thang dau) néu lgi ich cho me vuot trdi so véi nguy co cho thai nhi.

Phu nir cho con bu
Do chua biét tolperison co bai tiét qua sita me hay khong, khéng nén sir dung tolperison trong
thoi ky cho con b.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chua c6 bing chimg vé anh huong cua thude 1én kha ning lai xe, vin hanh may méc.

9. TUONG TAC, TUONG KY CUA THUOC

Twong tic cia thude

Céc nghién ciru vé tuong tac duge dong hoe vai co chit dextromethorphan ciia CYP2D6 cho thay
tolperison c¢é thé lam ting ndng do trong méau cla cic thude chuyén hoa chi yéu qua CYP2D6
nhu thioridazin, tolterodin, venlafaxin, atomoxetin, desipramin, dextromethorphan, metoprolol,
nebivolol, perphenazin.

Céc nghién ciru in vitro trén cac microsom gan va t& bao gan ngudi khdng cho thdy cé su e ché
hay cam {mg ¢6 ¥ nghia trén cac isoenzym CYP khac (CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP1A2, CYP3A4).

Nong 4o tolperison khong bi anh huong khi sir dung dbng thoi vai cac thude chuyén hoa qua
CYP2D6 do tolperison cé thé chuyén hoa qua cac con dudng khac.

Sinh kha dyung cia tolperison bi giam néu khéng uéng thudc cing bira n, nén uéng thude ngay
sau khi an.

Tolperison la thude gidn co tac dong trung wong nhung it c6 tic dung an than. Trong truéng hop
ding dong thoi tolperison cung voi cac thube gidn co tic dong trung wong khic, nén cén nhic
giam liéu tolperison.

Tolperison lam tang tac dung cua acid nifluminic, do dé céin cin nhic giam lidu acid nifluminic
hodc cdc NSAID khac khi ding dong thai véi tolperison.

Ngoai cac canh bdo vé viée dung tolperison cho bénh nhin dang diing thude diéu trj ting huyét
ap, nén xem xét cac tuong tac co thé xay ra. Tuy nhién, khéng c6 bing ching tryc tiép tir cic thir
nghiém 1dm sang. Dua vao dir li¢u hién tai, tolperison {rc ché cac phan xa theo hai co ché chinh:
tac dong dén sy tre ché kénh natri phu thude dién thé va tac dong den din truyén qua synap thong
qua (rc ché kénh natri va calci. Tuy nhién, céc co ché khdc khong thé loai trir hoan toan (vi du:
thong qua cac thu thé alpha). Do tolperison {rc ché truc tiép kénh Na* va & mirc do thap hon la
kénh Ca?* trong diéu kién thi nghiém nén khéng thé loai trir tuong téc vé mit 1y thuyét. Tuy nhién,
cac bao cdo cho thiy su irc ché kénh Ca®* thuéng xay ra & mirc d§ cao hon so vai tac dyung tc ché
kénh Na'. Co ché chinh xéc va mirc d§ tuong tic ¢6 thé van can duge lam rd.

Tolperison khéng gy ra sy 1& thugc vé thé chat hoc tinh than.
Tolperison khong anh hudng dén cac két qua xét nghiém.

Twong ky ciia thube
Do khong cé céc nghién ciru vé tinh trong ky cua thuoe, khong tron lan thude nay véi cde thuoe
khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC
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Céc tac dung khong mong mudn thudng gip nhit 14 rdi loan da va mé dudi da, réi loan toan thén,
ri loan than kinh va réi loan tiéu héa.

Trong dir lidu sau khi luu hanh, cic phan img qua mén do tolperison chiém khoang 50-60% cac
trudmg hop dugc bdo cédo. Phin 16n cac trudng hop thuomg khéng nghiém trong va ty hét. Phan
{mg qua man de doa tinh mang rét hiém khi dwgc bao cdo.

Tén suit gip tic dung khong mong mubn duge phan loai nhu sau:
Rit thudng gip (= 1/10)

Thudng gip (= 1/100 dén <1 /10)

it gap (= 1/1.000 dén < 1/100)

Hiém gap (> 1/10.000 dén < 1/1.000)

Rét hiém gip (< 1/10.000),

Chura biét (khong thé ude lugng tir dir liéu san co)

Robi logn than kinh

It gap: Chéng mit, ngt ga.

Hiém gip: Nhirc dau, rdi loan gidc ngu.

Roi logn tiéu héa

it gap: Kho chiu ¢ bung, budn nén, ndn, dau bung, khdé miéng.
Hiém gip: T4o bon, tiéu chay, réi loan tiéu héa.

Réi logn da va mé duéi da

Hiém gap: Tang tiét m hoi.

Réi loan tam thin

it gidp: Mét moi/kiét sirc, chdm chap, suy nhugec.

Rét hiém gip: La lan.

Roi logn mién djch

Hiém gip: Phan tmg qua man nhu ban dé, phat ban, ngira, tut huyét ap va tang nhip tim.

Rat hiém gap: Phan (g qua méan nhu may day, khé the, phit mach (mét vai truomg hop), soc phan
vé.

Huéng din xir tri ADR

Nging thudc néu xay ra phan (mg quéa man.

Thong biao ngay cho bac sy hodc dugce sy nhitng phan img cé hai gap phai khi sir dung thude.

11. QUA LIEU VA CACH XU TRi

Céc triéu chimg qua liéu c6 thé bao gdm budn ngu, budn nén, ndn, dau ving thugng vi, nhip tim
nhanh, tang huyét ap, chim van dong va choéng mit. Pa c6 bio cao veé nhimg truong hop nghiém
trong nhu co gidt, suy ho hép, ngung thd va hon mé.

Khéng 6 thude giai doc diic hiéu. Trong truong hop qua lidu, nén didu tri tri¢u chimg va diéu tri
ho trg.

12. PAC TINH DUQC LUC HQC

Nhom dwge ly: Thude gidn co tac dong trung uong

Mi ATC: M03BX04

Tolperison hydrochlorid la thudc gidn co tic dong trung wong c6 dic tinh tuong ty nhu thude gay
té tai chd. Co ché tac dung chinh xac cua tolperison chua dugc biét déy du. N6 ¢d ai lyc cao véi
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mé than kinh, dat nong dd cao nhat trong thin nio, tity séng va m6 than kinh ngoai bién. Tolperison
¢6 cdu triic twong tur lidocain va c6 tac dung 6n dinh mang gidng nhu lidocain. Tolperison lam
giam dong ion natri qua mang thin kinh bj c6 1ap phu thuge liéu, lam giam ca bién dé va tan sb
cia dién thé hoat dong. Ngoai ra, tac dung (rc ché kénh Ca®* phu thudc dién thé da duge ching
minh, cho thiy tolperison ciing lam giam giai phong cac chat din truyén thin kinh bén canh tac
dung 6n dinh mang.

Tolperison hoat dong & 3 muc dg:

« Ngoai vi - tolperison dn dinh mang té bio cia cac t& bao than kinh va sau dé triét tiéu bién d6 va
tin s6 cua dién thé hoat dong. N6 c6 kha ning trc ché xung dong ngoai bién bénh 1y gay ra béi
con dau ma c6 thé bit déu cac phan xa vin déng hodc thue vt khac nhau sé dan dén tang truong
Ive co.

« Trung tdm tiy song - tolperison 1am giam sw ting cia phan xa don va da synap phu thuéc liéu
vao murc sinh 1¥. Tac dung nay da duge chimg minh trong cdc mé hinh dong vat khac nhau.

« Trung tim thé ludi - sy mat can bing giira cac day trén gai va kidm soat tre ché c6 thé din dén
mét hoat dong phin xa ting cudng va ting trrong luc co. Tolperison tre ché dudng phan xa lu6i
- tity sng trong than ndo va di duge chimg minh 1a ¢6 hidu qua trong viéc giam bét co cing
gamma thir nghiém ctia nguén géc thé ludi.

Co ché 1am ting luu lugng méu vin chua rd. Sy tham gia cua tac dung déi khang calci, chéng co
thiit nhe hodc khéng adrenergic nhe da duge dé xuit.

13. PAC TINH DUQC PQNG HQC

Hip thu

Sau khi udng, tolperison dugc hap thu tdt qua rudt non. Nong do dinh trong huyét tuong dat trong
vong 0,5-1 gitr sau khi uéng. Sinh kha dung khoang 20% do bi chuyén héa l1dn ddu dang ké.

Bira an giau chat béo c6 thé 1am ting sinh kha dung dudng udng cua tolperison 1én dén 100% va
tang ndng do dinh trong huyét tuong khoang 45% so véi udng luc d6i, kéo dai thoi gian dat néng
d¢ dinh khoang 30 phnt.

Chuyén héa

Tolperison dugc chuyén héa manh qua gan va thin. Cac chit chuyén hoa tao thanh khong ¢ hoat
tinh.

Trong cac nghién ctru trén dong vat vé sy phéin bd, su tich lily twong ddi cua tolperison da duoc
quan sét thiy trong ndo giira, cu ndo va hanh ndo, ciing nhu trong céc co quan thai trir chinh nhu
gan va thian

Thai trie

Tolperison va cac chit chuyén héa ciia né duge bai tiét gan nhu hoan toan qua than. 98% liéu ding
dugc bai tiét qua nude tidu trong vong 24 gid. Dudi 0,1% liéu dugc thai trir & dang nguyén trang.
Khi udng, thai gian ban thai cua tolperison & nam gi¢i khoang 2-4 gioy véi syr bién dong 1ém gitra
céc ca thé.

Tolperison c6 thé tich phan bé twong ddi 16m (5 L/kg); d6 thanh thai toan phan trong huyét tuong
la 1,9 = 0,4 Uh/kg. Tong ty 18 lidn két cua tolperison racemic véi protein huyét trong & ngudi la
95%.

Doi twgng dic bigt

Céc nghién ciru duge dong hoc da khong duge thuc hién & bénh nhan suy gan hodc suy than. Tuy
nhién, vé& mit 1y thuyét, viéc chuyén hoa lin ddu manh ¢6 thé lam ting nong do thude trong mau
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trong truong hop suy gan. Vi thuéc thai trir chi yéu qua than, suy than c6 thé din dén tich lily cac
chit chuyén hoa.
Do c6 sy da hinh di truyén cia cytocrom CYP2D6, su tich liy chét me 13 tolperison va giam su
hinh thanh chét chuyén héa hydroxyl héa hoa co thé xdy ra & nhom chuyén héa chim (khoang
15% dén s6) c6.
14. QUY CACH PONG GOI
Hop 03 vi x 10 vién nén bao phim, kém t& huéng dan sir dyng.
Hop 05 vi x 10 vién nén bao phim, kém t& huéng dan sir dung.
Hop 10 vi x 10 vién nén bao phim, kém t& huéng dan sir dung.
15. PIEU KIEN BAO QUAN
Bao quan trong bao bi kin, noi khd rdo, tranh anh sang, nhi¢t do dudi 30°C.
16. HAN DUNG
36 thang ké tir ngay san Xuat.
PN 17. TIEU CHUAN CHAT LUQNG: TCCS
18. TEN, PIA CHI CUA CO SO SAN XUAT THUOC
Co sé san xuit:
CONG TY DUGC PHAM VA THUONG MAI PHUONG DONG-(TNHH)
Dia chi: TS 509, t& ban db s6 01, cum CN Hap Linh, thanh phd Béc Ninh, tinh Bac Ninh, Viét
Nam.




