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NATIDOF 8 CAPSULE

DE XA TAM TAY CUA TRE EM
POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
THUOC NAY CHI DUNG THEO DON THUOC

Mdi vién nang cimg chira:
Thanh phin hoat chét: Thiocolchicoside ........... 8 mg

Thanh phén ta dugc; Lactose monohydrate; Pregelatinized starch; Magnesium stearate, Colloidal silicon dioxide, Nang s6 2 mau
do - do (Gelatin, Quinoline Yellow. Patent blue V, Erythrosine, Titanium dioxide).

2. Dang bao ché

Vién nang cimg

Ma ta dang béo ché: Vién nang cimg, mau do- 4o, chira bjt thube mau vang nhat dén vang, déng nhat.

3. Chi dinh:

Diéu trj h trg chimg co cimg co gly dau trong bénh Iy cot séng cép tinh & ngudi 1om va thanh thiéu nién tir 16 tudi tro 1én.

4. Litu dung va cich ding:

Liéu khuyén cao va t6i da la 8 mg cit sau mdi 12 gid (tire 1a 16 mg mdi ngay). Thoi gian diéu tri duge gidi han trong 7 ngiy lign
tuc,

Nén trinh ding liéu cao hon liéu khuyén céo hofic su dung ldu dai (xem phin “canh bdo va than trong khi ding thudce”).

Tré em: D{ an toan cua thiocolchicoside & tré em chua duge chimg minh, khong ding Natidof 8 capsule cho 1ré em vi thanh
thiéu nién dudi 16 tudi

Cdch diing: Thube duoc ding dudmg ubng, thude nén duge ubng sau bira dn chinh hodc theo chi djnh cia bic 7.

5. Chiéng chi dinh:

Thiocolchicoside khang dugce sir dung trong cac trudng hop sau:

- Qua min véi thiocolchicoside hoac bt k¥ t& duge nilo dugce Tigt ké trong muc thanh phén cong thire thude:

- Ligt mém hogc truong Iy co thép;

- Phy nit mang thai va cho con b (xem ph?m “Sw dung th woe cho plue it o6 thai va cho con bi™);

= Phy nir trong dé tubi sinh dé khdng sur dung bién phdp trinh thai trong qud trinh 'diéu tri bing Natidof § capsule va trong vong |
thang sau khi kér thae diéu trj (xem phi’m Canh bdo véi than trong khi dimg thude va Sir dung thude cho phu nii ¢d thai va cho
con bty

- Nam gi6i khong sir dung bién phép trénh thai higu qua trong khi diéu tri bang Natidof 8 capsule vé trong vong 3 thing sau khi
két thiic dicu tri (xem phiin Canih bdo vér thén trong khi ding thude vé Sir dung thuée cho phu nit ¢é thai va cho con bil).

6. Cinh bio v thin trong khi diing thude:

Thiocolchicoside cd thé gy co gidt & nhimg bénh nhin bi dong kinh hodc ¢6 xu hudng bi co gift.

Cén giam lidu khi bi tiéu chay.

Tiém nang gy die gen

Cac nghién el tjén lim sang da cho lhu} mdt trong nhimg chit chpyén héa caa thiocolchicoside (SL39.0955) géy ra linh trang
I¢ch boi (tiirc 14 so rong nh_iém siic the khong bang nhau trong eie (€ bao dang phén chia) ¢ nong do Fﬁn voi ndng d¢ phoi nhiém
o ngudi quan sat duge & lidu 8 mg udng hai 1dn moi ngdy. Tinh trang léch bdi dugc coi ld mot yéu 10 nguy co gdy quéi thai. doc
tinh v6i phdifthai, say thai tr nhién va cac vin d& vé kha nang sinh sin & nam gidi va 14 yéu 16 nguy co tiém an gy ung thir. Nhur
magt bign phap phong ngira. nén tranh sir dung thude & lidu vuor qua lidu khuyén cdo hode tranh sir dung lau dai (xem phan Liéu
dung va cach dung).

B;';nh nhan (ca nam va ni) gﬁn durge thémg bdo cin thin vé& nguy co tiém dn néu mang thai va cac bién phap tranh thai hidu qua
can tudin tha (xem phin Chang chi dink va Sie dyng thuée cho phy nit co that va cha con bif).

Céc truomg hgp ton thuong gan sau khi dira thudc ra thi trirémg da duge biao cao lién quan dén thiocolchicoside.

Céc truong hop nghig¢m trong (nhu viém gan t6i cdp) da durge bao cdo & nhimg bénh nhén ding ddng thai NSAID hodc parace-
tamol. Bénh nhin ¢in duge canh bio ngimg thuégc vil lién hé véi bic sT néu xudt hién cac dau hiéu va tridu ching ton thuong gan
(xem phan Tdc dung khing mong mudn cua thude).

Thubic ndy ¢6 chira lactose monohydrate, b¢nh nhén méc cac ri loan di tmyén'hi(‘:m gap nhu khang dung nap galactose, thiéu
hyt lactase toan phdn hofic kém hép thu glucose-galactose khdong nén ding thube nay.

7. Sir dung thube cho phu nir ¢6 thai va cho con bi:

Trdanh thai o phy nit va nam gidi

Natidof 8 capsule chdng chi dinh & phy nit ¢6 kha nang mang thai va nam giéi khong sir dung bién phdp tranh thai hi¢u qua (xem
phan Chéng chi dinh).

Do tiém nang gy thé di hop ctia thiocolchicoside va cic chit chuyén hda cia thiocolchicoside, phu nit trong dé 1éi sinh dé cin
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su dung cdc bién phap tranh thai higu qui trong thoi gian diéu trj bing thiocolchicoside va trong vong 1 thang sau khi két thic
difu tri (xem phan D /igu an todn tién lgm sang).

Nam gidi cén st dung céc bién phép trinh thai hiu qua vit khéng nén cé con trong thoi gian diéu trj bing thiocolchicoside vi
trong vong 3 thang sau khi két thic diéu trj (xem phin Chéng chr dinh).

Pl nir co thai

Dir ligu vé vige sir dung thiocolchicoside & phu nir mang thai con han ché.

Céc nghién ciru trén ddng vit cho thy tac dung gdy quéi thai (xem phén Dir ligu an toan tién lim sang).

Chéng chi dinh diing Natidof § capsule trong thi kv mang thai (xem phén Chéng chi dinh).

Phy it cho con bii

Vi thiocolchicoside bai tiét vao sita mg nén chéng chi dinh st dung thiocolchicoside trong thi ky cho con ba (xem phén Chéng
chi dinh).

Kha néing sinh san

Thiocolchicoside va cae chilt chuyén hoa cuia thiocolchicoside o6 thé gdy thé dj hop ¢ céc ndng do khac nhav, day 1a yéu 16 nguy
co gdy ra cic roi loan vé khi nang sinh sn & ngudi (xem phan Dir lidu an toan tién 14m sang)

8. Anh hwéng ciia thudc 1én khi ning 14 xe, van hinh miy méc:

Khéng co dir liéu vé anh hudng cia thude dén kha nang ldi xe va vén hanh may mdc.

Ciic nghién cirn 1am sdng két lufin ring thiocolchicoside khong anh hudng dén chire nang tam thin vin déng. Tuy nhién. tinh
trang buon ngu ¢6 thé xay ra thuemg xuyén, ¢in phai luu v khi lai xe va véin hanh may mac.

9. Twong tée, trang ky ciia thudc:

Khéng ¢o tuong téc thude ndo duge bio cio.

Twong ky: Do khong c6 cic nghién ciru vé tinh tuong ky ctia thube, khong nén tron 1n thube nay véi cde thube khc.

10. Tée dung khing mong muén cua thude:

Céc tdc dung khdng mong muén duge trinh by theo tin sudt nhu sau: it thudmg gap (> 1/10), thudng gip (= 17100 va <1/10), it
&dp (= 171000 va <1/100), hiém gdp (= 1/10000 va <1/1000), rét hiém gap (< 1/10000), chua biét (khong thé wéc tinh tir dir ligu
sdn ¢b),

Réi loan hé mién dich

Phén trag phan vé nhur;

it giip: Natra

Hiém gaip: N&i may day.

Chua biét: Phii mach, phin img phan vé, sdc phan vé sau khi tiém bép.

Réi toan hé thdn kinh

Thurdmg giap: Bubn ngi

Chua biét: Ngdt do phin xa thdn kinh phé vi. thuong xdy ra trong vong vii phat sau khi tiém bip. co giat.
Réi loan tiéu héa

Thubdmg gap: Tiéu chiy (xem phan “Cdnh bdo va thén trong khi dimg thuée”), dau da day.
it gap: Budn nén, nén.

RGI loan gan mdt

Chula biét: Ton thuong gan do thube hodie viém gan tidu t& bio hoge I mét (xem phin “Canh bdo va thén trong khi ding
thude”),

Réi logn da vér mé dwdi da

it gap: cac phan (mg dj (mg trén da.

THONG BAO NGAY CHO BAC SINHUNG TAC DUNG KHONG MONG MUON GAP PHAI KHI SUDUNG THUOC,
11. Qui lidu va ciich xir tri:

Khéng ¢6 trigu chimg cy thé ndo cia qué liéu duge mé 14 & nhimg bénh nhén duge didu tri bang thiocolchicoside

Trong trutmg hop xdy ra qua lidy, nén dp dyung cde bién phdp diéu trj triéu chin g va theo doi y té (xem phin DiF liéw an toan tién
ldm séng).

12. Céc diic tinh dwge lye hoc:

Nhom duge 1y: Thude gidn co xuong. téc dung thin kinh trung uong.

Mi ATC: MO3BX05.

Thiocolchicoside 12 mt ddn xudt bén 1ong hop cé chira lwu huynh caa colchicoside. c6 téc dyng duge 1y 1am gian co,

In vitro, thiocolchicoside chi gén két voi cic thu thé GABA-A va thy thé glycine nhay cam voi strychnine. Tée dung gian co cia
thiocolchicosirdc, hoat déng nhu mét chét déi khing voi cic thy the GABA-A, ¢6 thé duge thye hign & mite trén tuy song, thdng
qua ciic co che dicu hoa phire tap, mac di khong the loai trir cor ché tae dung qua hé glycinergic.

Céc dfic tinh tuong tic cia thiocolchicoside véi cic thy thé GABA-A duge chia sé ca vé dinh tinh va dinh lugng vai chit chuyén
hoa chinh trong tuan hoan, din xuét glucuronic (xem phin Cde dée tinh dige dong hoc).

K;/rm ~ (_\'\c_,-1\\
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In vivo, cic dac tinh gidn co uta thiocolchicoside va Lhﬁl Lhuytn héa chinh cua thiocolchicoside da dugce chimg minh qua mat 50
md hinh dy doan trén chudt cnng va chuét nhit. Sy viing mt ctia tae dung gidn co & chudt co tiy song bj cét cho thiy tic dung
chit yéu ctia thude niy trén tay sbng.

Sau khi uong. tiém dudi da, tiém phiic mac hode tiém bap, thiocolchicoside duge phét hign ¢6 tic dung chéng viém va giam dau
trong mét $6 mo hinh thir nghiém.,

Ngodi ra, frong cic nghién clru duge 1Y dign ndo db. thiocolchicoside v chit chuyén hoa chinh cua thiocolchicoside duge phat
hién khéng c6 bat ky tae dung an thin nao.

13. Céc dic tinh duge djng hoe:

Hép thu

- Sau khi tiém bf‘ip_. Cmax cha thiocolchicoside dat duge sau 30 phat va dat gid tri 113 ng/ml sau liéu 4 mg va 175 ng/ml sau lidu 8
mg. Giatrj AUC ldm lugt 1a 283 va 417 ng.h/ml.

Chét chuyén héda ¢o hogt tinh duge 1y SL18.0740 ciing duge quan sat & nong do thap hon vai Cu,, 14 11,7 ng/ml sau 5 gior dimg
thude va AUC 1a 83 ng.h/ml.

Khong ¢6 dir liéu siin ¢6 doi vai chét chuyén héa khong hogt tinh SL59,0955,

- Sau khi ding dudng udng, khong phat hi¢gn thdy thiocolchicoside trong huyél twong, Chi ¢6 hai chiit chuyén héa dugc quan sér:
Chilt chuyén héa cd hogt tinh duge 1y SL18.0740 va chat chuyén héa khong hoat tinh S1.59.0955. Déi vi cé hai chét chuyén
héa, nong do dinh trong huyét tuong dat duge sau | gitr dung thiocolchicoside. Sau khi uong mot lidu duy nhét 8 mg
thiocolchicoside, C,,,, va AUC clia SL18.0740 lan luot 1a khoang 60 ng/ml va 130 ng.h/ml. Do vai SL59.0955, cie gid tri ndy
thip hon nhiéu: C,,,, khodng 13 ng/ml va AUC tr 15,5 ng.h/ml (dén 3 gid) dén 39,7 ng.h/ml (dén 24 gidy),

Phin bé

Thé tich phan bé hiéu kién ciia thiocolchicoside e tinh 13 khoang 42,7 L sau khi tiém bip 8 mg. Khéng c6 dit ligu sin co dbi
véri cd hai chit chuyén hoa.

Chuyén hoa

Sau khi ding duéng udng, thiocolchicoside trudce tién duge chuycn héa thanh .15!»cone 3-demethylthiocalchicine hodc
SL.39.0933. Bude ndy chi véu xiy ra thdng qua qué trinh chuyén hoa & rudt, diéu nay gidi thich cho vige khong cd
thiocolchicoside dang khdng dbi trong tudn hoin khi ding qua duémg nay.

SL.59.0955 sau d6 dugc lién hop glucoronid thanh SL18.0740, chit néy ¢6 hoat tinh duge Iy trong duong véi thiocolchicoside
v do do duy tri hoat tinh durge 1y sau khi udng thiocolchicoside. SL39.0955 efing trai qua qué trinh khir methyl thanh
didemethyl-thiocolchicine.

Thai trir

- Sau khi tiém bép, thoi gian ban thai 1, bi¢u kién cia thiocolchicoside I3 1.5 gidy va d9 thanh théi huyét trong 1a 19.2 L/givr.

- Sau khi udng, tong lugng danh diu phéng xa chii yéu duge bai nér qua phan (79%), trong khi bai tiét qua mudi tiéu chi chiém
20%. Khong c6 thm-cn]blnmmde dang khéng ddi nao duoc bai tiét qua nude tiéu hode phan. SL18.0740 va SL59.0955 duge bai
tiét trong nude ticu va phén. trong khi didemethyl-thiocolchicine chi dugc bai tiét trong phan.

Sau khi udng thiccolchicoside, chit chuyén héa SL18.0740 duec thai trir vai thoi gian ban thai bidu kién 1a 3.2 dén 7 gio va chit
chuyén hoa SL39.0955 ¢ thai gian ban thai (t,2) trung binh 12 0.8 gié.

14. Dir lidu an toan tién lim sang

Hb so an toan ciia thiocolchicoside da duyc danh gid in vitro va in vivo sau khi dimg dudng tiém va dudng udng.
Thiocolchicoside duroe dung nap tét sau khi diing dudng udng trong thai gian 1én dén 6 thing o ca chudt va dong vat linh truong
khong phai nguoi. khi ding liéu Ip lai nhé hon hoac biang 2 mg."ka.-"ngAy o chudt va 2.5 mg/kg/ngiy & dong vit linh trudng
khéng phai ngurdi, va qua dudng tiém bip & dong vét linh trudng véi lidu 1p lai 18n dén 0.5 mg/kg/ngay trang 4 tudn.

O lidu cao, {thiocolchicoside g’:) nén & ché, tiéu chay & chudt va co giat & ca dong vt gam nham va khong phai g’im nhim sau
khi dung cip tinh qua dudng udna,

Sau khi ding ]n.u Iap lai, thiocolchicoside gay ra cac thay déi & dwomg tiéu héa (viém rudt. non) qua dudng udng va giy nén qua
dudng tiém bap.

Thiocolchicoside khong gy dat bién gen o vi khudn (thir nghiém Ames). tén thuong nhiém sAc thé in virra (thir nghiém dot bién
nhidm sic thé o 1 bao lympho ngudi) va ton thiong nhiém séc thé in vive (thir nghiém vi nhan trén iy xwong chudt sau khi tiém
phiic mac).

Chit chuvén hoa chinh dang lién hop glucoronid SL18.0740 khong giy dit bién gen ¢ vi khudn (thir nghiém Ames); tuy nhién,
gdy ton thtrong nhiém séc thé in vitro (thi nghiém vi nhan in vitro 6 18 bao lympho n&,ubn vil um thuong nhiém sic thc in vivo
(thir nghu,m vi nhiin in vivo trén tiy xuong chudt sau khi diing dudng ubng). Céc vi nhan chi yéu la két qua cua sy mét nhz-:nl
sfic thé (vi nhin co tam déng dmmg tinh sau khi nhugm tam déng bang ky thudt lai huynh quang tai chd [FISH]). cho thiy dic
tinh gy bat thurong sé luung nhiém sdc thé (thé dj hop).

Tac dung giy bt throng s6 lirgng nhidm séc thé cia SL18.0740 duge quan, sat thiy & cile nong do thir nghiém in vitro va nong
dd phoi nhiém trong huyét trong AUC trong thir nghiém i vivo cao hon (gdp hon 10 1an dua trén AUC) so véi ndng do phoi
nhiém duge quan sat thiy trong huyét tuong ngudi & lidu diéu tri.

Chit chuyén hoa dang aglicon (3- :Iemclh)lthlocolcluc:m 5L59.0953) hinh thanh chi wu sau khi ding duong uong giy ton
thuong nhiém sie thé in vitro (thir nghi¢m vi nhén in wrrouie, bio l\nlphu nguoi) vi ton thuong nlm.m sfie !hL in vivo (thir
nghi¢m vi nhéin in vivo trén my xuong chudt qua dudng udng). Cdc vi nhin chi véu 1a két qua do mit nhidm sdc thé (vi nhén ¢0
tém dgng duong tinh sau khi nhudm tim dong bang ki thuat FISH hog@ie CREST) cho thily ddc tinh gay bt thuéng sd luong
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nhiém sfc thé (thé di hop).

Tic dung gay bit thudng s6 lugng nhiém séc thé ciia SL59.0955 duge quan sat thy & céc ndng do thir nghiém in vitro vii & mirc
do phoi nhidm trong thu nghiém in vivo gan véi ndng d§ duge quan sat thiy trong huyét trang ngudi ¢ liéu dicu trj § mg hai lin
méi ngay qua duong udng.

Tac dung giy bit thuong 6 luong nhidm sic thé len té bao dang phén chia c6 thé din dén té bao dj bdi . Di bdi 1a sy bat thudng
vé 50 lugng nhiém séc thé va thé di hgp, duge coi la véu 18 nguy co gay qudi thai, dge tinh ph6i/sy thai tr nhién. cic vin deve
kha nang sinh sin & nam giéi, anh huong dén 1€ bao mam va 14 yéu 16 nguy co tiém én gdy ung thu théng qua anh hwong dén ¢
béo soma,

Su hi¢n dién ctia chit chuyén héa aglycon (3-demethylthiocolchicine-S1.59.0955) sau khi tiém bap chua duge danh gia, do dé
khéng the logi trir kha niing hinh thanh chét nay khi sir dung theo dudmg ding nay.

O chudt, licu uépg 12 mg/ke/ngdy l.hiocolchicogidc gdy ra che dj tir nghiém trong cling dée tinh déi voi thai nhi (chdm phét trién,
chét phoi. vin dé vé ty 1¢ phdn bo giGi tinh). Liéu khong gy déc 1a 3 mg/kg/ngay.

U the, thiocolchicoside cho thiy dée tinh ddi véi me tir liéu 24 me/kg/ngdy. Ngodi ra. ciing quan sat thiy céc bét thuomg nho
(thira xueng suém, chim cdt hoa xuong).

Trong mdt nghién ciru vé kha nfing sinh sin duoc thyc hign trén chudt. khéng quan sat thiy bét ky vin dé ndo vé kha nang sinh
san d lidu 1én dén 12 mg/kg/ngay, tire 14 & mire licu khong gdy ra bit ky tic dung lam sing ndo. Thiocolchicoside va cc chat
chuyén héa c6 hoat tinh cua thiocolchicoside gay bat thudmg s6 lugng nhiém sic thé & cac mie nong dj khac nhau, day 13 véu to
nguy co gdy ra cc vin dé vé kha nang sinh san o ngudi.

Kha nang géy ung thur chua duge danh gia.

15. Quy ciich déng goi:

Hop 3 vix 10 vién; vi AlwWPVC va Alw/Alu,

Hap 5 vix 10 vign; vi Alw/PVC va Alu/Alu,

Hop 10 vi x 10 vién; vi AlWPVC va Alw/Alu.

16. Didu ki¢n bio quin, han diing, tiéu chudn chit lwgng cia thude:

Diéu kign bio quin: Noi khd rdo, nhiét d khdng qué 30°C, tranh dnh sang.

Han dung: 36 thang ké tir ngay san xuét.

Tiéu chudin chit lwgng cia thube: TCCS

17. Tén, dia chi ciia co s& sian xuit thude:
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