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AVITOP

Rx - Thuoc ding i theo don bdc sp.
Doc ki huomg ddn sic dung trude khi diing. Né éu can thém thong tin chi tiét xin hoi y kién bdc sy.

Thanh phin

AVITOP 5

Mai vién nén bao phim mau tréng chira: Hoat chét: Rosuvastatin 40mg (Dudi dang Rosuvastatin Calcium)
Ta duge: Colloidal Anhydrous silica, Crosscarmelose Sodium, Magnesium Stearate, Microcrystalline Cellulose, Lactose
Anhydrous, Opadry white 85G28725, Carnauba wax.

AVITOP 10

M&i vién nén bao phim mau héng chira: Hoat chit: Rosuvastatin 40mg (Dudi dang Rosuvastatin Calcium)

T4 duge: Colloidal Anhydrous silica, Crosscarmelose Sodium, Magnesium Stearate, Microcrystalline Cellulose, Lactose
Anhydrous, Opadry Light Pink 85G54159, Carnauba wax.,

AVITOP 20

M3&i vién nén bao phim mau vang cam chira: Hoat chit: Rosuvastatin 40mg (Dudi dang Rosuvastatin Calcium)

Ta dugce: Colloidal Anhydrous silica, Crosscarmelose Sodium, Magnesium Stearate, Microcrystalline Cellulose, Lactose
Anhydrous, Opadry Orange 85G53561, Carnauba wax.

AVITOP 40

Mdi vién nén bao phim mau tim chira: Hoat chét: Rosuvastatin 40mg (Dudi dang Rosuvastatin Calcium)

Ta dugc: Colloidal Anhydrous silica, Crosscarmelose Sodium, Magnesium Stearate, Microcrystalline Cellulose, Lactose
Anhydrous, Opadry purple 21560005, Carnauba wax.

Tén héa hgc: bis [(E)-7-[4-(4-fluorophenyl)-6 isopropyl-2-[methyl(methyl-sulfonyl) amino] pyrimidin-5-y!)(3R,5S)-3,5-
dihydroxyhept-6-enoic acid]

Nhém duge Iy: Thudc chdng rdi loan lipid ~ mau

Duyge luc hge

Rosuvastatin 1a mét chat irc ché chon loc va ¢d canh tranh HMG - CoA - reductase la enzym xiic tac cho chuyén 3-OH-3-

methyl- glutary] coenzym A sang mevalonat 13 tién chat cua cholesterol, nghién ctu in vitro trén dong vét va nghién ciru in

vitro trén té bao nudi cdy cia dong vit va ngudi cho thay rovuvastatin gin manh va cd tac dung chon loc @ gan, 12 md dich -

cho sy giam cholesterol. Nghién ctru ca in vitro va in vivo cho thay rovuvastatin chbng rdi loan lipid — méu theo 2 con -

dudmg. Thir nhat lam téng so luong céc thu thé LDL-C & gan & bé mat té bao dé lam Eéng thu thdp va dj héa LDL. Thir

hai, rovuvastatin (rc ché sy long hop VLDL & gan, lam giam s6 lugng tong cdng céc tidu thé VLDL va LDL,

Dugc dong hoc

Hap thu: Nghién ciru duge 1y 1am sang trén nguai, nong dd dinh trong huyet tuong dat 3-5 gi&r sau khi ubng thude. Ca nong

dd dinh (C,a,) va dién tich dudi dudng cong (AUC) déu tang véi ty 1é gan gidng nhu khi ting 1én. Sinh kha dung tuyét déi

khoang 20%. 4

Uéng rovuvastatin ciing thac an lam giam toc do hap thu thude khoang 20% qua danh gia C,,,, nhung khong ¢6 anh hucmg

dén mirc hdp thy qua danh gia AUC. Ndng dé rovuvastatin trong huyét tuong khéng khéc nhau khi ubng sang hoic chiéu,

Su giam LDL - C r& rét khi ding rovuvastatin luc doi hodc lic no, khdng ké theri gian ding thude trong ngay. i

Phén bd: Thé tich phan bd (Vd) trung binh lic 6n d;nh cua rosuvastatin la khoang 134 lit. Rovuvastati nISS% vao

protein - huyét tuong, chi yéu la gﬁn vao albumin. Su gin nay ¢ hdi phuc va khong phu thude vao ndn r%lljuoc trong

huyet tuomg,

Chuyén héa: Rosuvastatin chuyén héa yéu, khoang 10% chit thuée danh ddu duoe tim thay 13 chit chuyén héa. Chat

chuyén héa chinh 12 N-desmethyl rovuvastatin qua xic tic cua CYP 2C; va nghién ctru in vitro dd chimg minh [ N-

desmethyl rovuvastatin chi ¢6 1/6 — 1/2 tic dung trc ché HMG — CoA — reductase ctia chit me rovuvastatin. N6i chung >

90% hoat tinh ¢ che HMG - CoA - reductase 14 nh&r chit me rosuvastatin.

Dao thai: Sau khi udng, rosuvastatin va céc chit chuyén héa duge thai chi yéu qua phén (90%). Thoi gian ban thai (T/2)

khoang 19 gio,

Sau khi tiém tinh mach, khoang 28% d¢ thanh loc ctia toan co thé la qua than va 72% qua gan,

Chi dinh

1. Bo sung cho ché d¢ dinh dudng dé lam giam cholesterol toan phan, LDL — C, ApoB, nonHDL — C, triglycerid va lam
tang HDL — C & bénh nhén c6 tang cholesterol - mau nguyén phat (di hop tir ¢6 va khong c6 tinh gia dinh) va rdi loan
lipid - mau dang hén hep (Fredrickson nhdm Il a va Il b).

2. B sung cho ché d§ dinh dudng dé diéu tri bénh nhan cé ting ham luong triglycerid (Fredrickson nhém IV).

3. Lam giam cholesterol toan phan LDL - C va ApoB o ngudi ting cholesterol — mau déng hop tir ¢é tinh g gia dinh, dé
b6 trg cho cac cach diéu trj giam lipit — mau khéc (vi dy loc LDL — C) hodc khi cac phuong phép nay khéng cé hiéu
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Chéng chi dinh

Ngudi qué mn cam véi cdc thanh phan cia ché pham.
Phu nir ¢6 thai, phu nir cho con ba

Khéng dung rosuvastatin & ngudi c6 bénh gan tién trién holic khi c6 ting dai ding transaminase trong huyé
khong cat nghia dugc).

Liéu lugng va cich ding

Khuyen céo bit ddu diéu trj véi liu thap nhét ma thude ¢6 téc dung, sau do, néu can thiét, c6 the diéu chinh liéu theo nhu
cdu va dap (mg cia timg ngudi bénh bﬁng cach ting liéu timg dot cach nhau khéng dudi 04 tuan va phai theo déi cdc phan
u-ng ¢6 hai cia thuoc dc biét la cac phan (mg co hai d6i véi hé co.

Liéu khoi diu khuyen cdo la 5 mg hodc 10 mg, ubng ngay 1 lan cho ca bénh nhin chua timg ding thude nhom statin va
bénh nhén chuyén tir ding thude tre ché HMG - CoA reductase khac sang diing rosuvastatin,

Viéc chon lya liéu khai ddu nén luu y dén mie cholesterol cia timg bénh nhén, nguy co tim mach sau nay cung nhu kha
ndng xdy ra cac tac dung phu khong mong mudn.

C6 thé chinh lidu sau mdi 4 tuan néu can.

Vi tin suit tac dung khéng mong mudn tang khi ding liéu 40mg so véi cac liéu thap hom, viée chuan liéu lan cudi dén 40
mg chi nén dugc xem xét cho cac bénh nhén ting cholesterol mau niing cé nguy co cao vé bénh tim mach (dac biét la cac
bénh nhén ting cholesterol mau gia dinh), ma khong dat duge muc tiéu diu tri & lidu 20 mg va cac bénh nhan nay can phai
duge theo doi thudng xuyén. Cén c6 sur theo di cla bac st chuyén khoa khi bit diu ding liéu 40 mg.

Liéu diung & nguoi suy than:

* Pj thanh thai creatinin 30-60 ml/phut: lidu khoi diu 5 mg/ngay, téi da 20 mg/mét lan/ngay.

* P¢ thanh thai creatinin duéi 30 ml/phat: chong chi dinh hoc lidu téi da 10 mg/mét lan/ngay.

Canh bdo/thén trong

Cén cén nhic khi dung thudc thudc nhém statin di véi bénh nhén cé nhimg yéu td nguy co dan dén tdn thuong co. Thube
thugc nhom statin c6 nguy co gy ra cdac phan (mg cé hai dbi vai hé co nhur teo co, viém co, dic biét ddi vai cée bénh nhan
¢6 yéu t6 nguy co nhu bénh nhan trén 65 tudi, bénh nhén bi bénh thiéu ning tuyén gidp khong dugc kiém soat, bénh nhan
bi bénh than. Cén theo d6i chit ch& céc phan img ¢6 hai trong qua trinh dung thudc.

Bénh nhén cdn bao cao ngay cho bac sy diéu tri cic diu hidu hodc triéu chimg dau co, mét méi, sét, nude tiéu sm mau,
budn nén hoic nén trong qua trinh str dung thudc.

Enzym gan:

Thube trc ché HMG — CoA — reductase ciing nhu moi thude 1am ha lipid — méau, déu ¢6 thé gdy bit thudng vé héa sinh ciia
chirc niing gan. Ty 1é ting dai ding (gip 3 ldn giéi han trén cua mirc binh thudng do ¢ >2 lan lién nep, vé transaminase —
huyet thanh khi ding 5-10-20-40mg/ngay rosuvastatin s& gap theo thir ty la &0,4 -0~ 0-0,1% sb bénh nhin. Trong hiu
hét cac trudng hop, su ting enzyme nay la thodng qua, s& giam di hodc het hén khi tiép tuc diéu tri hodc khi tam ngimg
thude vai ngay. C6 glip 2 trudng hop vang da, nhumg chua xic dinh dugc méi lién quan véi rosuvastatin, vang da s& hét sau
khi ngimg thudc. Khong gdp suy gan hogc bénh gan khong phuc hoi trong céc thirn ghu;m trén, Can lam test chirc nang gan
trude khi diing thude va 12 tuan sau khi bit ddu ding thube va mdi khi ¢é ting lidu va sau d6 la kiém tra dinh ky (vi du,
timg 6 thang). Thay doi chirc nang gan thudng gdp trong 3 thing dau diéu tri hang rosuvastatin. V&i nguorl co tang ham
lugng transaminase thi cdn theo ddi cho dén khi tro lai binh thudng. Néu ¢6 tang ALT hodc AST qué 3 lan mirc i da cua
gioi han binh thudng, thi phai giam lidu hoic ngimg thudc.

Bénh ccitieu co van:
Mbt s6 hiém trumg hop tiéu co van khi suy thén cép thir phdt do myoglobin niéu cé gap véi rosuvastanit@\&i cac statin
khac.

Than trong

Truée khi khoi dau dung rosuvastatin, nén kiém sodt sy ting cholesterol mau bing ché dj dinh dudng thich hop va tap
luyén thé luc, giam thé trong & ngudi béo phi va diéu tr cac bénh co ban.

Dung 20 mg rosuvastatin cho ngudi suy thdn nghiém trong (CL.<30 ml/phit/1,73m’) s& lam tang gdp 3 lin ndng dd
rosuvastatin trong huyeét tuong so vdi & ngudi tinh nguyén khoe manh.

Phu nir ¢6 thai va cho con bi

Khéng ding thudc cho phu nir ¢6 thai va cho con bi.

Phu nir ¢6 thé mang thai nén sir dung cac bién phap ngira thai thich hUp

Vi cholesterol va cac san pham sinh téng hqp cholesterol khac 12 can thiét cho sur phat trién bao thai nén nguy co tiém tang

do trc ché men HMG-CoA reductase s& chiém wu thé hon lgi ich cua viée diéu tri béng rosuvastatin trong sudt thoi gian
mang thai.

Cac nghién ciru trén déng vit cho thiy c¢é nhimg bang chimng gidi han vé déc tinh trén hé sinh san. Néu bénh nhan ¢6 thai
trong khi diéu trj bing rosuvastatin thi nén ngung thuéc ngay lap tic.
Anh huéng ciia thude 1én kha ning l4i xe va vin hanh may moc
Céc nghién clru dé xac dinh anh huong coa rosuvastatin trén kha nang lai xe va v@n hanh may moc chua duge thye hién.
Tuy nhién, khi l4i xe ho#ic van hanh may nén luu ¥ ring chong mit ¢6 thé xay ra trong thoi gian diéu tri. W08 Nog =
,-‘\‘?‘/ \11.:
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Tirong tic thude )
Gemfibrozil: Gibng nhu cic chit ¢ ché men HMG — CoA reductase khéc, ding dong thti Rosuvastatin VR
lam tang ghp 2 cac chi s6 Cmax va AUC cla rosuvastatin, Khéng nén ding két hep 2 thude trén. Trong truohg
dung két h(;rp Rosuvastatin va Gemfibrozil, liéu diing ctia Rosuvastatin khdng duge vuot quéa 10 mg/mot lan/ngay.

Chdt irc ché protease

Dung ddng thdi rosuvastatin v&i ede thudce tie ché protease dudi dang két hop véi ritonavir anh huéng khic nhau dén tic
dung cua rosuvastatin, Chat uc ché protease két hop voi lopinavir/ ritonavir va atazanavir/ritonavir lam téng chi 6 AUC
(dién tich dudi duang cong) gap 3 14n, Trong trwdmg hep ding két hop, liéu rosuvastatin khéng dugc vuot quad 10 mg/n gay
Dang két hop tipranavir/ ritonavir hodc fosamprenavir/ ritonavir anh huong khéng dang ké hoac khéng gay anh hudmg dén
rosuvastatin.

Nén thin trong khi diing rosuvastatin vai chét irc ché protease dudi dang két hop vai Ritonavir.

CYP 34, Céc 4t liéu in vitro v in vivo cho thiy dé thanh loe etia rosuvastatin khéng phu thuge vio CYP 3A, & mirc ding
trong lam sang, diéu nay dugc khing dinh trong cac nghién ctru véi cde chat e ché CYP 3A, quen biét (ketoconazole,
erythromycin, itraconazole)

Ketoconazole

Phéi hop ketoconazole (mdi lin 200 mg, ngay 2 lén, ding trong 7 ngay) véi rosuvastatin (80mg) khéng lam ting néng ¢6
rosuvastatin trong huyét tuong,

Erythromycin

Phéi hop erythromycin (mdi lan 500 mg, ngiy 4 lan, dang trong 7 ngay) véi rovuvastatin lam giam 20% AUC va 31%
Cmax c¢oa Erythromycin nhung nhimg sur giam nay khdng ¢é y nghia ldm sang.

Itraconazole: itraconazole (mdi lan 200mg, ngdy 1 1dn, ding trong S ngay) lam ting 39% va 28% AUC cua rosuvastatin vdi
liéu trong tmg 12 10mg va 80 mg, nhumg sy tang nay khéng ¢6 y nghia lim sang.

Fluconazole

Phéi hop fluconazole (mdi ngay 1 1an 200mg dung 11 ngay) véi rosuvastatin (80 mg) Jam ting 14% AUC cia rosuvastatin,
nhung khéng ¢6 y nghia ldm sang.

Cyclosporine

Chang chi dinh ding rosuvastatin lidu cao (40mg/ngay) cing véi cyclosporine.

Phéi hop cyclosporine vai rosuvastatin lam thay d6i rd rét ndng do cyclosporme trong huyét twong, Tuy nhién, Cmax cia
rosuvastatin ting 11 lan va AUC ting 7 lan so v&i dir lidu da gip & ngudi khoe manh, Nhimng su ting nay 13 ¢ ¥ nghia lam
sang,

Péc tinh giy ung thu, bién dj va anh hudng dén khi ning sinh sin

Nghién ciru 104 tuan ddc tinh gdy ung thu cho chudt cdng voi lidu udng 2-20-60-80mg/kg/ngay thiy ty 12 céc polyp dém &
tir cung ting t3 rét & chudt cdi ding liéu 80mg/ke/ngdy, gip 20 lan liéu & ngudi 40mg/ngdy, dua vao AUC. Vi liéu thip
hon, khéng gap ting ty 1€ polyp.

Nghién cfru 107 tudn déc tinh gdy ung thur cho chugt nhét véi liéu ubng 10-60-200mg/kg/ngay, thdy cé ting u zuyen té bao
gan/ ung thu biéu mé tmg véi liéu 200mg/kg/ngay, gip 20 lan lidu & ngudi 40mg/ngay, dya vao AUC. Véi lidu thép hon
trén chugt nhat, khdng thiy tang tin sé u & té bao gan.

Rovuvastatin khéng gy bién di hodc manh vun ¢ hodc khéng ¢6 kém hoat héa chuyén héa qua test Ames véi salmonella
typhimurium va E.coli, qua thir nghiém u lymphé bac ¢ chudt nhat tring va test lam sai lac thé nhidm sic & t& bao chudt
dbng Trung quéc Rovuvastatin ¢6 tac dung &m tinh vai test in vivo nhan nho & chuét nhit.

Nghién ciru vé sy sinh san teén chudt céng véi lidu uéng 5-15-50 mg/kg. ngay, chudt dve ding 9 tuan trudc va Vrong ky giao
phéi, chudt cai dung 2 tudn trude khi giao phéi va trong thoi ky giac phdi cho dén khi co chira ngax‘_ 7L Vi lidu 50 1
mg/kg/ngay (gip 10 lan liéu dung cho ngudi 40mg/ngay dira vao so sanh AUC), di khong théy ¢o tac dt o hai trén sy -
sinh san. Trén tinh hodn cho uéng rovuvastatin 30mg/kg/ngiy trong | thang, c¢6 gip céc t€ bao tinh tring khong 13, Cac té
bao tinh tring khéng 16 ciing gip & khi sau khi dong 6 thang lién véi lidu rovuvastatin 30mg/kg/ngay ke theo tao héc o
biéu md ong dan tinh. Dua vao so sainh AUC, thi ché ding gép 20 lan va khi diing gip 10 1An lidu & ngudi vot 40me/ngay.
Nhung két qua nay ciing gip véi cac thude khic ciia nhom statin.

Tré em
Nghién efru duge ddng hoc trén 18 beénh nhén (9 nam, 6 nir) tdi 10 — 17 dj hop ti F/7 udng heu mét lan va nhiéu lin
rovuvastatin, Cmax va AUC ciia thude & ngudi tré tuong dirong v&i cac gia trj gdp & ngudi 16n wéi ciing lidu lugmg.,

Ngudi cao tudi

Khang ¢6 khac biét vé nng d8 trong huyét tuong cia rovuvastatin gilra ngudi tré va ngudi cao tudi (>65 tudi).

Téc dung kh8ng mong mudn

Téc dung khéng mong mudn ¢6 the gip nhiéu hon & ngudi Chau A.

Noi chung rovuvastatin dung nap tét. Phan (mg c6 hai thirdmg nhe va tam théi. Tén xudt xdy ra cdc phan (mg khéng meng

muén ¢6 khuynh huéng phy thuée lidu diing.

Nghién ciru Jam sang trén 10.275 bénh nhén, ¢ 3,7% phii ngimg thudc do phan ing lién quan t6i rovuvastatin nhimg hién
tuong ¢o hat hay gap do rovuvastatin la dau co, tie bfm mét moi, dau bung, budn non. @uof *cg o
Réi loan hé mién djch: Hiém gip cdc phan Ung qua man ké ca phi mach.




Réi logn hé than kinh: Thudmg gip nhirc ddu, chong mit

Roi loan hé tiéu héa: Thuong gip tio bon, bubn non, dau bung.

R6i loan da va mé dwdi da: it gip ngira, phat ban va mé day.

Réi logn hé co xwomg, mé lién két va xwong: Thuong gip dau co; Hiém gap: bénh co, tiéu co van.

Cdc réi loan téng qudt: Thudng gip suy nhugc

Tdc dgng trén than: Protein niéu c6 ngudn géc tir dng than da dugc ghi nhan trén mdt s6 bénh nhan dung liéu 20mg va 40
mg. Trong hiu hét cac truomg hop, protein nidu giam hodc ty bién mét khi tiép tuc didu tri va khong phai la ddu hiéu béo
truéce ciia bénh than hay bénh than tién trién.

Tde dgng trén hé co xwong: Pau co va bénh co khéng ¢6 bién chimg, rit hiém trudng hop tiéu co van ma cé lién quan dén
ton thuong chirc nang than.

Ting nong d CK theo liéu ding: duge quan sat thdy trén mot s it bénh nhan ding rovuvastatin. Phin 16n céc truomg hop
1a nhe, khéng c6 triéu chimg va thoang qua. Néu nong 46 CK tang (> SULN), viéc diéu tri nén duoc ngimg tam thoi.

Tdc dgng trén gan: Ting transaminase theo liéu d3 dugc ghi nhan, phin 1én cic truéng hop déu nhe, khong cé triéu chimg
va thoang qua.

* Thong béo cho bac sy nhimg tac dung khéng mong muén gap phai khi dung thude.

Qui lidu

Khéng cé cich diéu tri diic hiéu cho qua liéu. Khi gip qua lidu cin diéu tri chiéu trimg va ¢6 bién phap hE\%Jhe‘im tach
loc mau khong 1am tang rd rét d¢ thanh lgc cua rovuvastatin.

Bio quin: Bao quan & nhiét 6 dudi 30°C. Tranh 4nh sang. DE NGOAI TAM TAY TRE EM.

Trinh bay: Hop 10 vién (1 vi x 10 vién).

Han diing: 24 thang, ké tir ngdy san xuét. Khong ding thudc qua han st dung.

Nha sin xuit: Ferozsons Laboratories Limited; Dja chi: Ferozsons Amangarh, Nowshera
Tel: +92-51-5562155 Fax: +92-51-2275089

TUQ. CUC TRUONG
P TRUGNG PHONG

/Vg : fy‘?”' Suy - fing




