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CONGTY CO PHAN DUCC HA TINH
S0 167, duang Ha Huy Tap, phudng Nam Ha, thanh phd Ha Tinh, tinh Ha Tinh
Tel: 0239.3855906*Fax: 0239.3856821

MAU NHAN Vi AL/PVC, HOP XIN DANG KY
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. HADIPHAR Hép 3 vi x 10 vién nén bao phim |

Thanh phén cho 1 vién nén bao phim:
Chiorphenesin carbamat  250mg Chi dinh, cach ding, chéng chi dinh va cac théng tin khac:
Ta duoc vira di.... Tvién Xem trong & hudng ddn sir dung thude kém theo,

Bao quidn: Nhiét do dudi 30°C, noi khé mat, tranh anh sang.
Tiéu chuan chat liong: TCCS

62 IV1SA10d

i

POLYSTAVI 250

Chlorphenesin carbamat 250mg
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CONGTY CO PHAN DUGC HA TiNH
56 167, duang Ha Huy Tap, phuang Nam Ha, thanh pho Ha Tinh, tinh Ha Tinh
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CONG TY CO PHAN DUGC HA TiNH
56 167, duting Ha Huy Tap, phuéing Nam Ha, thanh phd Ha Tinh, tinh Ha Tinh
Tel: 0239.3855906*Fax: 0239.3856821

MAU NHAN Vi AL/PVC, HOP XIN DANG KY
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CONG TY CO PHAN DUGC HA TINH
S6 167, duéing Ha Huy Tap, phuang Nam Ha, thanh phé Ha Tinh, tinh Ha Tinh
Tel: 0239.3855906*Fax: 0239.3856821
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HUONG DAN SU DUNG THUOC
1. Tén thute: POLYSTAVI 250

ﬂg .tg tim tay tré em
huwdng din sir dung trude khi ding
&nh phin céng thire thude:

(AT lN H
.y /f ;u‘fh phdn hoat chdt:
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Clorphenesin carbamat... .250,0 mg
Thanh phdn ta duge: Cellulose vi tinh thé (ty‘pe 101), calci carmellose, HPC, polysorbat 80,
magnesi stearat, colloidal silicon dioxyd, opadry QX White (macrogol (PEG) polyvinyl alcohol

graft copolymer, talc, titanium dioxide, glycerol monocaprylocaprate, polyvinyl alcohol).
4. Dang bao ché:

Vién nén bao phim

Mé ¢4 san phdm: Vién nén tron, bao phim mau tréing, hai mit khum, tron, canh va thinh vién
lanh 1an.

5. Chi dinh:

Chi dinh trong didu trj céc truong hop dau co co cing lién quan dén céc réi loan van dong nhu:

Pau thit lung, bién dang thodi héa dét séng, thoét vi dia dém, vgo/léch cét sdng, lodng xuong
cbt sbng, hoi chimg cb vai canh tay.

6. Céch ding va liéu ding:
Céch ding: Thube duge ding bing dudng uéng.
Li¢u dang: Théng thudmg, lidu cho ngudi 16n 1a 250 mg clorphenesin carbamat, uéng 3
lan/ngay. Lidu nay ¢6 thé dugce hiéu chinh dya trén tudi va triéu chimg ctia bénh nhan,
Sir dung thude trén nhimg dbi twgng dic biét:
Str dung thube cho ngudi cao tudi
Ngudi cao tudi thudmg ¢ cac chirc néing sinh 1y bi suy giam, vi viy can luu ¥ dén viée giam liéu.
Sir dung thudc cho tré em
Dir li¢u an toan cua thude khi sir dung trén tré em chua duoc thiét lép.
Nhirng lvu ¥ khac
Khi sir dung thudc trong thoi gian dai, khuyén céo thuc hién cic xét nghi¢ém lam sang (xét
nghi¢m mdu, xét nghiém nudc tidu, xét nghi¢ém chirc nang gan,..).
7. Chong chi djnh:
Chong chi dinh st dung POLYSTAVI 250 trong nhitng truong hop sau:
* Bénh nhan c6 tién sir min cam v6i bét ki thanh phin no cia thude va céc hoat chét
twong ty clorphenesin carbamat (methocarbamol,..).
 Bénh nhin méc cac bénh rbi loan vé gan (Modern Drug Encyclopedia, 13th
Ed.155 (1975) d4 m4 ta va xéc nhén théng tin nay).
8. Cinh bdo va thén trong khi dang thube:
Sir dung thudc céin than trong déi voi nhimg déi tugng sau:
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* Bénhnhén c6 tién st ton thuong gan (xem phin Chdng chi dinh)

Bénh nhan bj suy giam chirc nang thin (The United States DISPENSA TORY, 27th
Ed.301 (1973) vi MARTINDALE The Extra Pharmacopoeia, 26th Ed.1891 (1972) 43
tuyén bd cén than trong déi véi dbi tugng b¢nh nhén nay va diéu nay di dugc tuan theo).
9. Sir dyng thude cho Phu nir ¢6 thai va cho con bi:

Phu nir c6 thai:

Chi str dung thudc cho phu ni¥ ¢6 thai hosic phy nir nghi ng& mang thai trong truong hop loi ich

diéu trj vuet troi hon so véi riii ro (dir liéu vé tinh an toan cta thuéc khi sir dung trén thai ky
chua duge thiét 14p).

Phuy nit cho con bii:

Khong khuyén céo sit dung thudc cho phu nir dang cho con by,

10. Anh hwéng ciia thube 1én kha néng ldi xe, vin hanh miy méc:

Bénh nhén sir dung thu6e khéng nén van hanh cac méy méc nguy hiém nhu 14i xe vi thudc ¢é thé
gy budn ngu, giam kha nang tip trung va giam kha ning van déng phan xa.

11. Twong tac, twong Ky ciia thude:

Sir dung POLYSTAVI 250 cin thén trong khi phéi hop véi cc thude o6 chira cc hoat chét sau:

Tri¢u ching Iim Co ché/yéu to

bi
T sang/bién phap xir li nguy co

Cic thude thugc nhém  phenothiazine

(clorpromazin hydroclorid,...) Cin than trong, 6

Thudc e ché hé thin kinh trung uong (ddn xuét | thé didu chinh lidy, vi

Chua o co ché

cua acid barbituric,...) sy dung chung c6 thé
Thudc trc ché enzyme Monoamin oxidase gdy ting tuong téc
Rugu

“Do khéng cd cdc nghién ciru vé tinh twong ky cia thudc, khong tron lan thude nay véi cac
thudc khée"

12. Tée dung khéng mong muén cia thude:

Tom tit vé tdc dung khéng mong mudn:

Trong téng s6 16400 ca, co 391 ca ghi nhédn c6 biéu hién tic dung khong mong muén cua
clorphenesin carbamat (chiém 2,38%) véi 433 tac dyung c6 hai dugc ghi nhén, Trong d6 phd bién
nhét 14 dau bung v6i 109 ca, 63 ca in khong tiéu, 46 ca phat ban va 45 ca budn nén.

Tac dung khéng mong mudn nghiém trong va nhitng trigu chirng ban ddu:

* Séc (tAn sudt chua rd): Séc c6 thé xult hién, vi vdy can theo ddi cén than. Néu quan sét
théy bt ky biéu hi¢n bt thudmg nao, cin ngung thuéc va thyc hién céc bién phap xi li
thich hop.

* Hoai or thugng bi nhiém doe (hoi ching Lyell) (tAn suét chua r5): Hoai tir thuong bi
nhiém d6c 6 thé xudt hién, vi vy cin duoc theo ddi cin than. Néu quan sét thy bét ky
biéu hign bét thudmg nao, cin ngung thubc va thuc hi¢n céc bi¢n phap xir 1i thich hep.
(Hoai tir thuong bi nhifm dée da dugc canh bdo sau khi ghi nhén mét ca c6 phan tmg
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khong mong muén nay tai Nhit Ban. Bénh nhén trong ca nay ¢6 biéu hién sbt va héng
ban da dang vai céc vét loét xudt hién & méi va nhimg vét loét trén khoang 40% co thé,
tuy nhién bénh nhan da phuc héi bing liéu phép thay huyét tuong (plasma exchange) va
steroid liéu cao. Vi vdy, néu quan sat thdy bat ky bidu hién nao nhu sét, phat ban, 1o loét
moi...xudt hién, cin ngung thude va co céc bién phép xir li kip thoi.)

Cdc tdc dung khéng mong muén cé hai khdc:

Cac tic dyng khong mong mubn c6 hai ¢6 thé xuit hién khi dung thude:

Tan suat duge phan logi nhu sau: Rét thuémg gip (> 1/10), thuémg gip (= 1/100 dén < 1/10), it

gap (= 1/1.000 dén < 1/100), hiém gip (> 1/10.000 dén < 1/1.000) rét hiém gip (<1/10.000),

chua 13 (khéng thé wdc tinh tir dit liéu ¢6 sin).

It gip Hiém gip Chua rd tan suat
Pau di da
Thin kinh trung Chong mat/choéng véng T'! au{dau A ning
. Mét méi
wong (Chiy D) Budn ngu -
Cam giac yeu ot
Dau bung ) ';iééu: o
e Kho tiéu ® e
Hé thong tiéu héa © 1 Khé miéng
S G Viém ludi
r l
R&i loan tiéu hoa N
Budn nén
Giam bach cau
_. i ach ca

. A A
Giam tiéu cau

Phi/sung “h¢52)
Qué mén Phét ban (Chi$2). () Ngtra
Viém miéng

Cam gidc nong
(Cha ¥ 1): Néu xuét hién céc triéu chimg ndy, can ¢6 bién phap xir 1i thich hop nhu giam liéu
hodc ngumg sir dung thude.

(Cht ¥ 2): Ngung thude néu xudt hién du cdc tridu chimg nay.

(a): Bao gbm dau da day va cam giéc kho chiu & da day.

(b): Bao gom cam gidc con cao da day (ddy hoi, nang bung), ¢ néng va in khong ngon.

(c): Bao gdm céa phét ban va cham da do thudc.

Danh muyc tin suit xuit hién céc tic dung khong mong mudn va cdc gid tri xét nghiém lim
sang bét thwomg khi dang thude:

Téong s6 ca (bao gom nhirng ca ding liéu cao) 16400
Tong sb ca xdy ra tic dung khong mong mudn 391 (2,38)
Tong so tac dung khéng mong muon duge ghi nhin 433 (2,64)

Pau bung (dau da day, cam giac kho chiu ¢

da day) 109 (0,66)
Hg théng tiéu héa A

(Pay hoi, ning bung, ¢ nong, an khéng ngon 63 (0,38)
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VA con cdo o da day)

Budn nén

45 (0,27)
R4i loan tiéu hoa 34 (0,21)
Tiéu chay 15 (0,09)
Téo bén 8 (0,05)
Kho miéng 5(0,03)
Viém migng 4 (0,02)
Nén 2(0,0D
' Budn nén 1(0,01)
Tong: 286 (1,74)
Chong mit/chodng véng 35(0,21)
Buon ngu 18 (0,11)
H¢ thin kinh trung | Dau dawnang diu 9 (0,05)
wong Mét méi (cam gidc ué oai) 5(0,03)
' Cam gidc yéu ot 1(0,01)
Tong: 68 (0,41)
Phit ban (bao gom ca cham da do thudc) 46 (0,28)
Ngta 8 (0,05)
Viém miéng 5(0,03)
Qu4 mén Céam gidc nong 3(0,02)
Do tmg 2 (0,01)
Viém da 1(0,01)
Tong: 65 (0,40)
Tée duyng khéng i ki
g Pai thio duong 1(0,01)
mong mudn khac :
Tong: 14 (0,09)

Tin suat cia tic dung khong mong muén phan logi dya trén bénh Iy neén, bién chimg, mirc
d{ nghiém trong, c6/khdng c6 phiu thujt (sir dung di¥ ligu ciia két qua khio sat):

Nam 96/ 7984(1,2%)
Gidi tinh

Nir 165/ 7198(2,3%)

Duéi 30 tudi 34/ 2699(1,3%)
Tubi Dudi 50 tudi 108/ 5837(1,9%)

Trén 51 tudi 116/ 6636(1,8%)
Pieu  tri  ngoai | Dilu tri ngoai tru 224/13236(1,7%)
tri/nhdp vién Nhép vién 37/1947(1,9%) |

L Khéng 206/12459(1,6%)

bién ching

Cé 37/ 1664(2,2%)

Nhe 10/ 790(1,3%
Mire 9 : (1.5%)

Trung binh 133/ 9883(1,4%)
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Ning 60/ 3556(1,7%)
Duéi 750 mg 53/3707(1,4%)
Liéu hing ngay (mg) | 750 mg 205/11473(1,8%) |
Trén 750 mg 2/80(2,5%) |
Khoang 1 tuin 87/ 3878(2,2%)
THH ghn =& dyng Khoang 2 mé.n 83/ 4685(1,8%)
Ak Khoang 4 tuan 47/ 3003(1,6%)
Khoang 6 tuin 23/ 1363(1,7%)
Trén 6 tuan 21/2239(0,9%)
Khéng phoi hop 25/ 1255(2,0%)
I Opyrjn ‘ 92/ 5246(1,8%)
Thuoc khéng viém 140/ 8462(1,7%)
Vit li trj liéu 4/ 336(1,2%)

Téac dung Icht‘mg mong mudn nghiém trong:
Sdc (tan sudt chua 13): Sbc co thé xuét hién, vi vay cén theo d&i cin than. Néu quan sét thiy bat
k¥ biéu hién bét thudng nao, cin ngung thube va thue hi¢n céac bi¢n phap xr 1i thich hep.
“Thong bao ngay cho bdc sj hodc duoc sy nhitng phan ung co hai gap phai khi sit dung thuéc”

13. Qua liéu va cdch xir tri:
Qud liéu:
Trén bao bi clia biét dugce chira clorphenesin carbamat (MAOLATE) & My (hién khéng con duge
luu hanh trén thi trudng) c6 d& cdp: “Trong nhimg truomg hop sir dung lidu duy nhét 12 g, budn
nén nhe va budn ngi c6 thé kéo dai trong 6 gio, nhung trudmg hop nay duge bao cao di hdi phyc
bing céc lidu phap duy tri chic nang séng thong thuong.
Cdch xir tri:
Gay nén, rra da day, sir dyng thude mudi (salt pills) va céc liéu phap duy tri chirc ning séng
thong thudng,
14. Déc tinh dwgc lue hoe:
1. Hop chit hojic nhém hop chit lién quan dén téc dung dwgc ly
Mephenesin, methocarbamol
2. Tdc djng dwge ly
Nhém duege ly: Nhom thube gidn co.
Ma ATC: DO1AEQ7
Vi tri tac déng va co ch é tac dong:
POLYSTAVI 250 c6 tc dung lam gidin co bing cach ire ché chon loc céc té bao thn kinh trung
gian (interneuron) ciia con dudmg phan xa da synap trong tity séng va trc ché hoat dong cua thoi
ca.
Két qua thir nghiém chitng minh cho tdc dung lam sang cia thuéc:

* Trong thi nghi¢m kich thich bing dién r& tiy séng lung & meo, thube nay te ché chon lgc

cdc interneuron trong con dudng phan xa da synap cua tuy sbng vA ngin chin sy truyén
cde xung than kinh dé c6 tac dung gidm co clmg co xuong,
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Trong tiy séng coa chuét céng, kha nang kich thich sgi truc nguyén sinh ctia cic neuron
van déng bi giam béi tac dong bn dinh mang synap va dan dén tac dung gidn co.

Khi so sdnh v&i mephenesin va methocarbamol trén d8i tuong chudt cong di loai bo ndo
(decerebrate rats), POLYSTAVI 250 trc ché lién tuc hoat dong tu phat xung cua té bao
thén kinh vén dong y va dn dén tac dung gian co.

Trong céc thir nghi¢m duge tién hanh bing phuong phép sir dung tryuc quay (chut nhét
vi chuft céng), phuong phép sir dung dia nghiéng (chudt nhat), kiém tra cudng dd cua
lyc ndm (chudt nhat, chujt cong),...clorphenesin carbamat cho tac dung gidn co manh
hon va kéo dai hon so véi methocarbamol,

Téc ding gidn co (thir nghiém bing phuong phép truc quay & chuédt)

E ic dj
Tén hoat chét D50 (mgfkg) Thoi gian tic djng (phit)
Pwing uong Dudng tiém dwéi da
Clorphenesin carbamat 265,0 115 (100 mg/kg)
Methocarbamol 595.0 60 (200 mg/kg)

Téc dung lam giam ching teo nio kiéu Sherington, co cimg do thidu méu kiéu Pollock va
David & chubt céng cua clorphenesin carbamat manh va kéo dai hon mephenesin.

Trong thi nghi¢m v& di¢n néio 48 mén tinh & tho, clorphenesin carbamat cho thc dung an
than rét nhe, tac dung an thin nay khong anh hudng dang ké d&én mirc do kich thich ndo
cuc bd ngay ca khi ding véi liéu cho tic dung gifin co 13 rang.

Anh hwéng 1én séng nio véi lidu 100 mg/kg tiém trong da.

Phén xa hanh vi y thire
Tén hoat chiit Hanh vi Cau tric hé[Lai ddi thi| Ving dudi doi
ludi ndo gitta | trung gian sau
Clohencsin | ring, e g an | YOO8 | Nong i Nuuong 1
B e thin nhe dcmg{ ting tir d@n% ting tir d?ng tang tir 10
3. .. | 10 den20% 20 dén 40% dén 25%
Héi phuc sau 3 gio
Tac dung gidn co
nhe, tdc dung an Ngudng  tic | Ngudng tac
Methocarbamol than trc ché nhe dong tang fir | dong ting tir
Hoi phuyc sau 5 dén 50 dén 70% 40 dén 60%
6 git

* Dijc diém dugc 1y: POLYSTAVI 250 cho téc dung gidn co manh hon tir 2 dén 3 1an so

v&i methocarbamol (hoat chit cho tac dung gidn co manh hon so véi clormezanon). Téc
dung & mire df tiy sbng, vé téc dung re ché ddi véi phan img kich thich timg phan néo
b6 yéu hon so véi clormezanon.

15. Pic tinh dwgc djng hoe:
1. Nong d§ thude trong mau.

o Thoi gian dé dat dugc n("‘)ng d6 tbi da trong mau: Clorphenesin carbamat duogc uf)ng ldc

d6i v6i liéu 250 mg, ubng 1 lin/ngdy dat Cuac=3,62 pg/mL trong vong 1 gid sau khi
uéng.
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= Nnng dd thubc trang mau & lidu binh thuong: Clorphenesin carbamat dugc uéng ltic déi

v6i liéu 250 mg, udng 1 ln/ngiy dat Cou=3,62 ug/mL trong vong 1 gi¢r sau khi uéng va
giam dén theo thri gian bén thai T12=3,7 gio. POLYSTAVI 250 ¢6 chu ky gan rudt, diéu
ndy s& gbp phéin duy tri ndng d cta thubc trong méu 1au hon,

5h Clophenesin carbamat udng liéu duy nhat lic 41
¢ Thoi gian ban thai: 3,7 gio
4} e N=6
g
"5
3 3
.=
d
E 2
g
F |
=
0
01234 ¢ 12 24

Théi gian (gid)

Hinh 1. Néng d¢ trong méu ciia clorphenesin carbamat theo thsi gian,

2. Céc théng sb dwge dong.

* Héng sb ti 1& hép thu: Ka = 2,8 (gio!) (liéu duy nhit 250 mg).

* Hang s ti 1& thai tri: Kel = 0,17 (gid") (liéu duy nhét 250 mg).

* D{ thanh thai: CFR = 9,67 (L/gi®) (lidu duy nhét 250 mg).

* Theé tich phan bd: Vd = 57,2 (L) (liu duy nhat 250 mg).
3. Hip thu

* POLYSTAVI 250 dugc hap thu qua hé théng tiéu héa.
Thi nghi¢ém ding dé theo dbi céc qua trinh duge dgng hoc duge thuc hién trén chudt céng véi
"*C-clorphenesin carbamat ding bing dudmg uéng, '“C—clorphenesin carbamat nhanh chéng hap
thu qua duong tiéu héa va dat ndng do tdi da trong méu sau 3 gid véi liéu 10 mg/kg, va sau d6
giam din.
Ngoai ra, & lidu 50 mg/kg, nong do thude trong méu dat t6i da va khéng déi dugce ghi nhén tir 3
dén 8 gidr sau khi cho ubng va cé thdi gian ban thai 1a 6,7 gid.
4. Phén b
O chudt cbng, sau khi cho ding '*C-clorphenesin carbamat dudng udng, ghi nhan duge C-
clorphenesin carmabat phan bd rong réi dén cic mé & khip co thé véi ndng dé phan bd trong mé
tuong duong v&i nong b trong mau. “C-clorphenesin carbamat duoc tim thdy c6 4i le cao voi
cdc mé & gan va tiy song.
5. Chuyén héa
Khi cho chudt cbng, chudt lang, khi va ché dung 14C-clorphenesin carbamat bang duong uong,
chét chuyén héa dugc tim thdy sau dé hau hét 1a dang lién hop véi acid glucuronic & khi va
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chudt lang, dang lién hop véi acid lucorunic, dang lién hop mudi sulfat va dang chuyén héa co
tinh acid dugce tim thiy & chudt cong va ché.

6. Thai trir

Khi cho mét ngudi khoe manh u-fmg lidu 250 mg clorphenesin carbamat & trang théi doi, khoang
92% liéu duge dio thai qua nude tidy trong 24 gid, trong d6 84% duoc dao thai dudi dang lién
hop voéi acid glucuronic.

“*C-clorphenesin carbamat dugc dao thai 73 — 93% qua nude tiéu & chut cong, chudt lang va
khi, 37 — 79% dugc ghi nhén dao thai qua nuée tidu & ché trong 24 gid.

16. Quy cach déng goi:

Vi AUPVC. Hop 03 vi x 10 vién; Hop 05 vi x 10 vién; Hop 10 vi x 10 vién.

Vi AIVAL Hop 03 vi x 10 vién; Hop 05 vi x 10 vién; Hop 10 vi x 10 vién.

17. Didu ki¢n bio quin, han dung, tidu chuin chit lwong ciia thube:

Diéu ki¢n bao quéan: Bao quén noi kho, dui 30°C, tranh 4nh sang,

Han ding: 36 thing ké tir ngay san xut,

Tiéu chuin chét luong thudc: Tiéu chudn co s&

18. Tén, dia chi ciia co s sin xuit thude:

Tén co s san xuét thube: CONG TY CO PHAN DUGC HA TINH

Dia chi: 86 167 — dudmg Ha Huy Tép — phuong Nam Ha — Thanh phdé Ha Tinh — Tinh Ha Tinh.
$6 di¢n thoai: 02393854617. Sé fax: 02393856821
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