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Thude nay ch ding ti 
THANK PHAN CAU TAO CUA THUGC: 
Thanh phdn hoat chat: 
Rosuvastatin............. 20. mg 

(duéi dang rosuvastatin calci) 

Thanh phan ta dyge: Microcrystalline cellulose M101, lactose monohydrat, 

crospovidon type B, povidon K30, magnesi stearat, hypromellose 2910 (6cp), 

hypromellose 2910 (15cp), PEG 6000, titan dioxyd, oxyd sft 68, talc, 

DANG BAO CHE: Vién nén bao phim. 
Mé 12 san phm: Vién nén bao phim tron, mau héng, hai mat tron, canh va 
thanh vién lanh lan. 
CHI DINH: 
Bé trd vao ligu phap 4n ung trong cdc truting hgp: Tang cholesterol mau tién 

phat (loai Ila ké c& tang cholesterol mau gia dinh kidu di hgp ti), réi loan lipid 

mau hon hgp (logi Mb), réi loan béta lipoprotein mau nguyén phat, ting 

triglycerid, va 44 lam cham tién trién xo vila dong mach vanh. 

Tang cholesterol mau gia dinh kigu déng h¢p tit B8 trg cho ché do an udng va 

cac bign phdp didu tri gidm lipid mau khac hoe khi cdc bién phap nay khéng 

phil h¢p. 
Phong ngifa bénh tim mach tién phat (gidm nguy co dot quy, nhdi mau co tim, 

thi) thugt tdi tao mach vanh) & ngudi co nguy co cao bénh tim mach kh6ng co 

biduhign lam sing ro rét vé mach vanh. 
CACH DUNG, LIEU DUNG: 
True khi bat du digu tri, benh nhan phdi theo ché d6 Zn kidng chudn giam 

cholesterol va tiép tye duy trl ché dO nay trong subt thoi gian digu tri. Si dung 

céc hudng dan didy tri hign nay dé diu chinh liéu rosuvastatin cho ting bénh 

nhn theo muc tidy digu tri va d4p dng cla bénh nhan. Co thé ung thudc bat ci 

lic nao trong ngay, trong hoae xa bila dn. 

Biéu tr] ting cholesterol mau: 

Ligu khdi d4u khuyén cao la 5 mg hode 10 mg x 1 lén/ ngay cho ca bénh nhan 

chua tiing dng thude nhém statin va bénh nhan chuyén tir ding thude te ché 

HMG - CoA reductase khdc sang ding rosuvastatin. Vige chon Iya lidu koi ddu 

nén lu y dén mic cholesterol ciia ting bénh nhan, nguy co tim mach sau nay 

cling nhu kha nang xay ra cac tac dung khdng mong mudn.-Higu chinh tidy dén 

liu ké tigp o6 thé thy hién sau 4 tun néu cdn thiét. Vi tn sudt tac dyng khong 

mong mun ting khi ding ligu 40 mg so véi céc liéu thap hon, vigc chudn liéu 

Jn cudi dén 40 mg chi nén dupe xem xét cho cdc bénh nhan ting cholesterol 

mau nang cé nguy ¢¢ cao vé bénh tim mach (dac biét la cat bénh nhan tang 

cholesterol mau gia dinh), ma khong dat dugc myc tigu diéu tr] liéu 20 mg va 

cae bénh nhan nay cdn phai dugc theo d6i thuing xuyén. Can ob su theo dot 

chat ch@ ola bac sf chuyén khoa khi bat dau ding ligu 40 mg. 

Dy phong bign ef tim mach: 

Trong cic nghién cdu giém nguy od bién o6 tim mach, liéu ding 18 20 mai 

ngay. 

Tré.em: 
Chi sit dyng khi ca hung dan cla bac sf chuyén khoa 
Tang cholesterol mau gia dinh kiéu di hgp ti trén bénh nhan te 6 dén 17 

tudi (Giai doan Tanner < I! - V): 
Tré em 6 - 9 tudi: Ligu ding théng thudng la 5 - 10 mg x 1 lin/ ngay. BG 

an toan va higu qua cha dude nghién cu 66i véi liéu lén hon 10 mg. 

Trd am 10 - 17 tudi; Ligu thong thudng la 5 - 20 mg x 1 ln’ ngay. BO an toan va 

higu qua chua duge nghién ctu déi voi liéu lén hon 20 mg. 

Vigc chinh liv cdn dupe tign hanh tuy theo dap ung va dung nap cla bonh 

nhan va phai duge chi dinh cla bac si chuyén khoa nhi. Bénh nhan phai theo 

ché dO Sn kiéng chudn gidm cholesterol trudc khi diéu tr) bang rosuvastatin va 

tigp tuc duy trl ché 46 nay trong suét thoi gian diéu tri. 
Tang cholesterol mau gia dinh kiéu déng hgp td: 

Tre em tit 6 - 17 tuBi: Lidu khdi du 5 - 10 mg x 1 1dn/ngay tly thude vao tui, 

cin nang, tign si ding statin. C6 thé tang ligu tdi da lén 20 mg thy thude vao 

dap dng va dung nap cla bénh nhan va phai duge chi dinh ciia bac si chuyén 

khoa nhi. Bénh nhan phai theo ché 9 an kiéng chuan gidm cholesterol truée 

khi didu tr) bang rosuvastatin va tip tyc duy ti ché 46 nay trong sudt thai gian 

didutr). 
Chua cé kinh nghigm sif dung liu cao hon 20 mg. Khéng sil dung ligu 40 mg 

cho déi turing nay. . 

Tré em < 6 tudi: Khong su dung trén déi tung nay do chua c6 bang ching vé 

dO an ton va higu qua. 

Nguéil cao tual: Nén bat dau véi liéu 5 mg x 1 lan’ ngay & ngubi tren 70 tui. 

Khong can diéu chinh liéu do tuéi tac. 
Bénh nan suy than: Khong can diéu chinh figu 8 cdc bénh nhan suy than tl 

he dén vila. Ligu khdi ddu khuyén cdo la & mg 6 bénh nhan suy thin vita (CrCl 

< 60 mi/ phit). Chéng chi dinh sif dung 1iéu 40 mg cho bénh nhan suy than vila 

va khéng si dyng rosuvastatin trén bénh nhan suy than nang. 

Bénh ahan suy gan: 

Mic 60 tigp xi¢ véi rosuvastatin khéng ting 8 nhing benh nhan cd diém sé 

Child-Pugh $7. Tuy nhién mic 49 tip xtc véi thude tang [8n di dude ghi nhan 

&inhimg bénh nhan c6 diém sé Child-Pugh 8 va 9. Onhing bénh nhén nay nén 

xem xét dén viée danh gid chitc nang than. Chua co kinh nghigm trén cac bénh 

han c6 digm 8 Child-Pugh > 9. Ching chi dinh ding rosuvastatin cho cac 

banh nhan mac bénh gan phat trién. 

Chiiag tée: 0 benh nhan Chau A, liu khdi dau 1 5 mg/ tén/ ngay do gia ting 

néng do rosuvastatin huyét tudng. Chdng chi djnh sii dyng liéu 40 mg. 

Syda hinh di truyén: 
Mot s dang da hinh di truyén sé lam tang néng 4} rosuvastatin trong mau. 

Trong truting hdp nay can glam ligu si! dung cho bgnh mhan. 

Bénh nhan cé cdc yéu té anh hung dén bénh cd: 

Ligu khai d4u la 5 mg, chéing chi dinh sit dung liéu40 mg. 

Sif dyng trong diéu tr] phot hgp thud: 
Rosuvastatin [a chdt nén ia cdc protein van chuyén khéc nhau (OATP1B4 va 

BCRP). Nguy cd bénh co (bao gém tigu co van) tang khi ding déng thdi 
rosuvastatin vdi mét s6 san phdm thude cé thé am t&ng néng dO trong huyet 
tuong cla rosuvastatin do tudng tac vdi cdc protein van chuyén nay (ciclosporin 

va mot sO chat Uc ché protease bao gém phéi hop ritonavir vdi atazanavir, 
lopinavir, va/ hod tipranavir). Néu c6 thé, nén xem xét cdc loai thudc thay thé, 
ya néu can thiét, cdn tam thoi ngling diéu tr] véi rosuvastatin. Trong tring hop 
phai sis dyng déng thdi, c4n cn nhac loi ich va nguy co va phai digu chinh theo 
déi cin than liéu ding rosuvastatin. 
Chay: 
V6i ligu 10 mg: DE nghi sl dung Rotorlip 16. 
Voi liéu'5 mg: Bé ngh| chuyén sang sit dung san phim khac phi hop. 
CHONG CHI BINH: 
= Bénh nhan qué mn v6i rosuvastatin hode bat kj t4 dugc nao cla thudc. 
= Bénh nhan me bénh gan phat trién ké cd ting transaminase huyét thanh kéo 
dai va khéng 1B nguyén nhdn, va khi néng dé transaminase huyét thanh ting 
hon 3 ln gidi han trén cla mU¢ binh thutng (ULN). 

- Bénh nhan suy than ngng (dO thanh thai creatinin <30 ml/ phit). 

+ Bénh nhan c6 bénh ly vé co. 
= Bénh nhan dang ding cyclosporin. 

- Phy nd cé thai va cho con 04, phy nd cé thé 66 thai ma khdng ding cac bién 
phap tranh thal thich h¢p. 

= Ching cht dinh ding liéu 40 mg @ bénh nhan c6 yéu t6 nguy co benh ly cov tiéu 
covan. Cac y8u t6 nguy cd nay bao gdm: 
+ Suy than d vila (46 thanh thai creatinin < 60 ml/ phitt). 
+ Suy gidp. 

4+ Tién sil gia dinh hodc ban than c6 bénh ly cod tinh di truyén. 

+ Tién sittén thuong co truéc day g’y ra bai thudc ic ché HMG - CoA reductase 

khac hoae fibrat. 
4+ Nghién rugu. 

+ C4c tinh trang lam ting néng 49 thufc trong mau. 
+Bénh nhan la ngudi Chau A, 
+ Ding két hgp fibrat. 
CANH BAO VA THAN TRONG KHI DUNG THUOG: 
Anh hung tréa thon: 
Protein nigu, dudc phat hién bang que thi va 6 nguén géc chinh ti 6ng than, da 

dude ghi nhan & nhang bénh nhan diéu tr] bang rosuvastatin lidu cao, déc bigt 

1idy 40 mg, phan dn tinh trang nay thodng qua hodc thinh thoang xay ra. Protein 

nigu khong phai 1a ddu higu bao trudc cla tinh trang benh thin c&p hodc tién 

trin, G4n danh gid che nang than trong théi gian theo déi cac bénh nhan da 

dupe diéu tri voi liéy 40 mg. 
Anh hudag irén co xyong: Gac tac dong trén co xudng nhu gay ra dau cd va 

bénh cd va mot s6 hiém trudng hop tiu cd van da duyc ghi nhgn 8 nhOng bénh 

nhan duge digu tr] bling rosuvastatin @ tat ca cae liu va dc bigt dliéu > 20 mg. 

Rat hiém truding hop bj tigu cd van da dupe bao cao khi sit dung ezetimib két hop 

vii cdc chat dc ché HMG - CoA reductase. KhOng thé logi trif tuung tac duge 

dong hoc va edn than trong khi si dung ket hdp 2 togl thudc nay. Giéng nhu cdc 

chat tic ché HMG - CoA reductase khac, ty 18 gp phai trinh trang tiguca van lién 

quan dén rosuvastain (giai doan hgu tigp thi) thi cao hon khi sir dung & fiéu 40 

Do nang dé creatin kinase (CK): Khong nén do nang 46 creatin kinase (CK) 

sau khi van d6ng gang sic hogc khi cd su hién dién eda mot nguyén nhan nao.do 

cé thé lam tang CK vi diéu nay co thé lam sai léch két qua. Néu ndng dé CK tang 

cao dng ké trudc khi digu tri (> 5 Hin ULN) thi nén thy hign mot xét nghigmn dé 

xdc dinh lai trong vong 5 - 7 ngay. Néu xét nghiém lap lai xa¢ dinn néng 40 CK 

trudc khi diéu tri van l6n hon 5 In ULN thi khong nén: bat d4u didutr) 

Trude khi diéu tri: Giéng nhw cdc chat ic ché men HMG - CoA reductase, 

rosuvastatin c4n sit dung than trong & bénh nhan ¢6 cac yeu 16 nguy co-c6 thé 

dan dén tn thugng cd, bénh ly vé ca/ tidu co van. Cac yaut6 nay bao gdm: 

~ Suy gidm chifc nang than. 

- Nhuge gidp. 

= Tién sf ban than hoge tién sif gia dlnh mac bénh co di truyén. 

- Tién sib] benh co do sif dung statin hoge fibrat trudc do. 

+ Nghién rugu. 

- Bénh nhan > 70 tudi. 
= Cac tinh trang cd thé gay ra ting ndng dé thudc trong huyét tuong. 

- Sitdyng déng thoi vai cac fibrat. 

Trong nhitng trudng hdp nay nén can nhac Igi fch, nguy co va theo doi bénh 

nhan trén lam sang Khi digu tri bling statin. Néu két qua xét nghigm CK > 5 lan 

gidi han trén cla mic binh thuitng, khOng nén bat dau digu trl bang statin. 

Trong khi digu tr]: 

Benh nhan nén duge bao cdo vé tinh trang dau co, suy huge co thé hoae chudt 

rit, d&¢ biét néu cé trigu ching khd chiu hoac sdt. Nong do CK cin dugc dod 

nhing bénh nhan nay. Gn ngung ding thudc néu néng do CK tang tén dang ke 

(> 5 lan ULN) hoge néu cdc trigu ching cd nghiém trang va gay khé chju hang 

ngay (ngay ci khi ndng dO CK <5 lan ULN). Néu cdc trigu chung thuyén giam va 

mite CK tré tai binh thing, nén xem xét lai dé chi djnh rosuvastatin hogc mét 

chat ttc ché HMG - CoA reductase khdc 6 liéu thép nhat vdi sy theo doi sat sao. 

Thuting xuyén theo doi néng do CK & nhiing bénh nhan kh6ng triguching khong 

dupe bao 64m. BE c6 bao cdo rat hiém gap vé bénh ox hoai tit qua trung gian 

min dich (MNM) trong hodc sau khi diéu tri b&ng statin, bao g6m rosuvastatin. 

IMNM dutic dic trung lm sang bdi sy yéu co va ting creatin kinase, ca¢ trigu 

chiing nay vn ton tal dit ngung diéutrj statin. 

Trong cdc thit nghiém lm sang, khéng cb bing chdng vé sy gia tang cdc tac 

d6ng len hé co xuong & mot sO ft bénh nhan duge ding digu tr] déng thai véi 

rosuvastatin. Tuy nhién, sv gia tang ty 1é bénh viém co va bénh cd cla bénh 

nhan 68 dugc nhan thy 8 nhiing bénh nhan ding cac chat dc ché HMG - CoA 

reductase khdc cling vi cac dan chat cla acid fibric nhy gemfibrozil, 

cyclosporin, acid nicotinic, thu chéng ném azol, thudc uc ché protease va 

khang sinh macrolid. Gemfibrozil lam ting nguy co mae cac bénh vé co khi 

ding déng thai vai mot sé chat Uc ché HMG - CoA reductase. Do dé khong nén 

sUdung déng théi rosuvastatin va gemibrozil. Can can nhac lai Igi fch va nguy co 

khi sit dyng ph6i hdp rosuvastatin va fibrat hoje niacin. Ch6ng chi dinh si dyng 

rosuvastatin liéu 40 mg chung vdi fibrat. 

Khéng sit dyng déng thdi rosuvastatin va acid fusidic duting toan than hoje 

trong vong 7 ngdy ké ti: khi ngung diéu tr acid fusidic. Trong truting hop bénh 

han can si dung acid fusidic toan than, nén ngung ding statin trong sudt thoi 

gian diéu tr] acid fusidic. Ba c6 bdo cdo vé finh trang tiéy co van (bao gdm mot 

sé truding hop tit vong) & bénh nhan dung acid fusidic va statin két hdp. Bénh 

nhan cén dude tu van dé tim Iti khuyén y t néu ho cé bat ky trigu chitng yeu co, 

day hoac an dau thye thé. Ligu phap statin c6 thé duge tai sit dyng 7 ngay sau khi 

ding lidu acid fusidic cudi cing. Trong nhing truiing hgp dc biét, néu si! dyng 

Size 90% 

acid tusidic kéo dai (nhu dé digu tr] cdc bénh nhiém tring nang) can phai dugc 
xem xét trén ed sé tiing truting hgp cu thé va dudi sy giam séty Khoa chat ché. 

Khéng nén ding resuvastatin cho bénh nhan cé tinh trang nghiém trong cip 

tinh, nghi ng@ do bénh co hode c6 thé dan dén suy than thd phat do tiéu cd van 
(nhu nhim khudn huyét, tut huyét 4p, dai phdu, chan thudng, ri loan dién gidi, 
ngi tiét va chuyén héa nang: ho&c co gidt khong kiém soat dude). 

Anh huang trén gan: Giéng nhu céc chat dc ché HMG-CoA reductase khac, c3n 
than trong khi ding rosuvastatin d bénh nhan nghién rugu ngng va/ hoge co tién 

sisbénh gan. 
Cac thifnghiém chic nang gan duge khuyén cdo thyc hign truéc khi digu tr] va 3 

thang sau khi bat du digu trj bing rosuvastatin. Nén ngung hodc gidm ligu 
rosuvastatin néu néng d6 transaminase huyét thanh gap 9 lan gidi han trén cla 
mifc binh thuding. Cac di ligu hau tiép thj cho thay vai liéu 40 mg lam tang nguy 
cd tac dyng 06 hai trén gan (bao gdm tang transaminase). Gnhtng bénh nhan 

ing cholesterol thir phat do thiéu nang tuyén gidp hoac hoi ching than hu, th! 

nhiing bénh nay phai due digu tr] trutc khi bat ddu ding rosuvastatin. 

Ching t6e: CAc nghién cdu dugc dng hoc cho thay c6 sy gia tang mic 46 tiép. 
A véi thud tinh theo néng d@ va thai gian & bénh nhan Ghau A so voi ngubi da 
trang. 
Cac chat We ché protease: Da quan sat thay su tang mite dé tigp xe & nhing 

bénh nhan dung rosuvastatin cling vdi céc chat tic ché protease khdc nhau két 
hop véi ritonavir, Can cn nh&c ca vé foi (ch cla vide hg lipid bing céch sit dung 
rosuvastatin 6 nhing bénh nhan HIV co.sif dung chat te ché protease va nguy co 
Ying néng 60 rosuvastatin trong huyét tuong khi bat dau didu tri va chinh tig 
rosuvastatin. Khong khuyén cdo sif dung déng thai vdi céc chat Uc ché protease 
trirkhi da chinh liéu rosuvastatin. 

Khéng dung agp lactose: Bénh nhan co van dé vé di truyén hiém gip khong 

dung nap galactose, thidu hyt Lapp lactase hogc kém hap thu glucose - 

galactose khdng nén ding thud nay. 

Bénh phai ka: Cac trudng hop dac biét cla bénh phdi ké di duge ghi nhan khi 

didu tri bing mot sé statin, d&c bigt khi diéu tri dai han. Cac trigu ching c6 thé 

bao gém khd thd, ho khan va suy gidm sic khde(mét méi, sut can va sot). Nu 

rghi ngd bénh nhan da phat tridn bénh ph6i ké, nén ngung ding statin 
D4ithdo duéng: Mot sb bang ching cho thay ring statin c6 thé gay ting 
glucose mau va & mét s8 bénh nhan, cé nguy cd cao mac bénh tiéu dutng trong 

tuong lai, o6 thé gay ra mile tng dutng huyét va can duge cham séc cén than. 

Tuy nhién, nguy co nay khéng dang ké so vdi higu qua giam nguy co vé mach cla 

statin va do dé khéng nén ngung digu tr| statin. Ning bénh nhan cé nguy cd 

cao (duding huyét lic dol tu 5,6 dén 6,9 mmol |, BMI > 30 kg/m’, ting 
triglycerid, tng huyét 4p) nén duge theo doi ca vé lam sang va sinh héa theo 

hudng dan eda quic gia. 
Trong nghién clu JUPITER, tan sudt dai th4o dutng duge bao cdo Ia 2.8% a 

rosuvastatin va 2,3% 8 nhém gia duge, chi yéu 8 nhitng bénh nhan co duong 

huyét lc d6i 1a 5,6 dén 6,9 mmol! | 

Si dung trén tré em: Viée danh gi chiéu cao, cin nang, BMI va dac diém th 

cap clia su trufing thanh vé gidi tinh cia Tanner bénh nhan tl 6 - 17 tudi khi 

ding rosuvastatin dude gidi han trong hai nam. Sau hai nim digu tr} nghién ci, 

khéng thay Anh hung dén sinh truding, trong lvgng, BMI hay sy trying thanh vé 

giditfnh. 

Trong mot this nghim 1am sang tré em va thanh thiéu nién ding rosuvastatin 

trong 52 tun cho thay thuting gap phai tinh trang tang CK > 10 fan ULN va cac 

trigu ching co sau khi tap luygn hogc tang hoat dng thé chat han so véi 8 ngudl 

ton. 

Lién quan dén ta duge: 
Do c6 ta due lactose trong thanh phn, khéng nén sit dyng Rotorlip 20, cho 

bénh nhan 6 vn dé vé dung nap lactose, thiéu hut men lactase hodc bi ii. 

hap thu glucose - galactose. . 

sif DUNG THUGC CHO PHY NU.CO THAI VA CHO CON Bu: Se a 

Thuéc chOng chi dinh cho phy ni‘cé thai va dang cho con bi. Rp, ‘ 

Phy nif cé kha nding mang thal cn sis dyng cac bién phdp tranh thai thich hyp. ‘% 

Vi cholesterol va cac s4n phdm sinh téng hgp cholesterol rat quan trong cho sy A) 
phat trién cla thai nhi, nguy co tiém an tU sy dc ché men HMG - CoA reductase sy 

cao hon so véi Igi ich mang lai trong thai ky. Cac nghién ctu trén dong vat cung,” 

cdp bing chiing gidi han vé d6c tinh sinh san. Néu mOt bénh nhén cé thai trotg ey 

qud trinh sit dyng san phdm nay, nén ngung diéu tr) ngay lp te. Rosuvastatin 

duge bai tit trong sia chudt. Khéng co di ligu vé sy bai tiét trong sia anguti.s 1 

ANH HUGNG CUA THUG LEN KHA NANG LAI XE, VAN HANH MAY MGC a 

Cae nghién cau dé xac dinh anh huding cla rosuvastatin trén kha nang [ai xgv r 

van hanh may chua duc thy hign. Tuy nhién, dya trén nhiing déc tinh 

thi rosuvastatin dutng nhu khOng anh hubng trén cdc kha ning nay. Khi lai xe 

hoac van hanh may nén lwu y ring chong mat co thé xdy ra trong thoi gian diéu 

tr. 

TUNG TAC, TUONG KY CUA THUGC: 
Anh huang cia cdc thudc ding chung dén rosuvastatin: 

Chat uc ché'protein van chuyén: 
Rosuvastatin la chat nén cla cdc chat van chuyén protein bao gdm chat van 

chuyén thu nap 8 gan OATP1B1 va protetin van chuyén ra BCRP. SU dung déng 

thdi rosuvastatin va cdc chat fie ché cdc protein van chuyén ndi trén sé lam tang 

nding @6 rosuvastatin va tng nguy cd mac cac bénh vé cd. 

Cyclosporin: Trong qua trinh diéu tri déng thai rosuvastatin vidi cyclosporin, gid 

trj AUC ca rosuvastalin trung binh cao hon 7 14n so-véi & nguai tinh nguyén khoe 

manh. Rosuvastatin dupe chéng cht dinh 6 nhiing bénh nhan dang ding 

cyclosporin, Dung déng thai khang anh huting dén néng 46 trong huyét tusng 

cha cyclosporin. 

Thuée de ché protease: Mac di chua biét 6 co ché tuong téc, ding déng thd 

rosuvastatin véi mat sO thudc Ue ché protease sé lam ting mic d6-tiép xic voi 

rosuvastatin. Vi dy trong mot nghiéa ct ic dOng‘hos, su dung déng thai 10 

mg rosuvastatin va sy két hdp 2 thudc ropease (300 mg atazanavir / 100 

mg ritonavir) 8 ngudi Khoe manh lam tan va Cmax cia rosuvastatin ting 

én dn lugt 3 va 7 [dn. Vige sv dung chung rosuvasiatin va céc thudc Ue che 

protease cé thé duge cn nhac sau khi da diéu chinh liu rosuvastatin phi hop. 

Gemfibrozil va cdc thudc Ja lipid mau khde: Su dyng déng thdi cdc thude nay vai 

rosuvastatin sé lam Bing gap doi Cmax va AUC cla rosuvastatin 

Dya trén di ligu ty mot s8 nghién edu cho thay khéng 66 tudng tac dugc dong 

hoc véi fenofibrat, tuy nhién sy tuong tac dugc dhng hoc co thé xdy ra. 

Gemfibrozil, fenofibrat, cdc fibrat khac va liu gidp ha lipid mau (21 g/ ngay) cla 

niacin (acid nicotinic) lam tng nguy cd bgnh co khi ding déng théi vdi cdc chat 

tic ché HMG - CoA reductase vi cae thuéc nay cling co thé gay bénh cd khi duoc 

cho ding don dc. Chéng chi dinh ligu 40 mg khi ding déng thal véi fibrat va 

nhng bénh nhan nay cing nén bat dau véi ligu 5 mg. 

Ezetimib: Sit dung déng thoi 10 mg rosuvastatin va 10 mg ezetimib din dén gia 



ting gp 1,2 lan gia tri 
mau. KhOng thé loai e'dyng, 
rosuvastatin va ez 
Thwéc khang agi 

Sen eae cd 

nhan tang cholesterol 

9 mong muén gida 

khang acid 6 

suvastatin trong 

ic thudc khang 
lam sang 

huyét tuang kt Ti iam i 

noel aati : 
Enjthromycin: ¥ dua 0) el 3 din dén gidm 

https: j ps I nhathycnsecann LF UThg thudc: (Gép ¥ b6 sung lan 2) 

Néu cdn thiét phai diéu tri bing acid fusidic, cdn ngung ding rosuvastatin 

trong subt thai gian diéu tr) bang acid fusidic 

Tré em: CAc tugng tac chi duge nghién ciu tran ngudi lén. Mule d6 tudng tac 

trong qudn thé tr em chua dude biét r6. . 

TAC DUNG KHONG MONG MUGN GUA THUGC: Dya vio tdn suit gp phai, ta 
phan loai tac dung khong mong mudn (ADR) nhu sau: Thuting gp (1/ 100s 

ADR < 1/10), ft gap (1/ 1.000 s ADR < 1/100), hiém gap (1/ 10,000 s ADR < 

4/1,000), rat higm gp (ADR < 1/ 10.000), chua xac dinh, 

20% gid tri AUC a a) Cmax cia rosydastatig Nguyén nhan cla ES 

sytudng tac nay ting nhu don i erythromycin. Hees | Thudng | |, Him Rat niém | os ae di 
. * 0 wa xa¢ djnh 

Thude chuyén héa qu ‘ti cdc nghién ctu in sear gop ied id 98p ia, 

vitro va in vive cho tha dfn kiddy’ phaetStngt chat Uc ché hay chat Ral loan _ 

cAm Ung enzym cytochrom P450: erosuvastatin la mot co chat yéu cho mute Gidm tiéu eau 

cae isoenzym nay. Do 46, dy kign khdng 6 tuong tac thudc do chuyén héa 

trung gian qua cytochrom P450. Cling khong ghi nhan cé tudng tac lién quan Roi loan eae ie aah 

trén lam sang gia rosuvastatin vdi fluconazol (chat uc che CYP2C9 va mign dich sed-nihl mech 

CGYP3Ad) hode voi ketoconazal (chat tic ché CYP2A6 va CYP3A4). aa ak 

Cac titeng te edn phal chinh liéu rosuvastatin: Trong cac truing hop can si ia if Cae 

dyng chung rosuvastatin va cac thudc lam ting mic 6 tiép xtc voi RG loon 

rosuvastatin, cn phai digu chinh ligu rosuvastatin. Bat d&u,véi liéu 5 mg/ ngay um fia Trém cam 

néukha nang ting AUG g3p d6i (hogc hon). Ligutdi da can gm day than! 

dvfic digu chinh dé mic dO tiép xc voi rosuvastatin khong cao han khi ding inh ngoai bien, 

ligu 40 mg/ ngay chng (hoa khéng) voi Cac thude khac. VI dy nhu 20 mg pai toan | hie ou Bénh 6a day|rél loan gic ngdl 

rosuvastatin véi gemfibrozil (ting 1,9 lan) hoge 10 mg rosuvastatin vdi than kinh tenon mat than kinh, |(bas gém mall 

ritonavie/ atazanavir (tang 3,1 1an). 
9 mat tri nhd jngu va gap dc] 

mong) 

RO: foan hd 

Téc dng cia cdc thude ding chyng lan mic 64 Nigp xj wéi rosuvastatin ii. hae ; 

Mite 09 thay a1 va trung Hoy ko thd 

Liu ding cia thude ding chung | Liéu rosuvastatin AUC cila that 
rosuvastatin Roi loan 8 Tao bon, 

Ciclosporin 75 - 200 mg x 2 lan | 10 mg x 1 land ngay i non, dau ‘Viem ty Tiéu chay 

nay trong 6 thang trong 1G ngay | |__ Tang 7.1 len Wu Rea | bung 
Atazanavir 300 mg/ritonavir 100 a ‘ Tang 

mg x 1 lén/ ngay trong 8 ngay 10 mg liéu duy nat Teg 21. 8r eae transaminase ia 

Simeprevir 150 mg x 1 lén/ ngay ; a gan 

trong 7 ngay 10mg ligu duy nat | Tang 2.8 lin ROI loan vé Ban @6, HO! ching 

inavi if 
ta, mé Stevens - 

Lopinavir 400 mg/ ritonavir 100 | 20 mg x 1 ldn/ ngay 5 neva poe, m 
mg x2 trv ngay trong 17 ngay | _ Wong 7 nay Tang 2.1 lan dutl da doy ohasmn 

Clopidogrel 300 mg, sau a6 75 loan oo aoa sen 
me * ties ne ic 20 mg liéu duy nhét Tang 2 lan Ae Bau ca (kim gan, bénn ly 

alan “ : ae pong sr) bau e9 vim) — | Bau khdp | hoai tit co qua 

emfbrac 600 ma x 2 Hn! PORY | an mg iby duy nhat | Tang 1.9 89 Hi Titu co van ee an el 

Eltrombopag 75 mg x 1 lan/ ngay 40m 7” 
ip lidu duy nhdt | Tang 1,6 lan Réi logn 

trong $ ngay = trén than Tigu mau 

Darunavir 600 mg/ ritonavir 100 } 10 mg x 1 lén/ ngay Tang 4,5 tén va hé niéu 

mg x 2 [nf ngay trong 7 ngay trong 7 ngay : Rel loan ve 

Tipranavir $00 mg/ ritonavir 200 " “ 2 ngye, hé Va tod nam 

mg x2 ln/ ngay trong 11 ngay 10 mg ligu duy nhat Tang 1,4 lan ‘snk sis 

—— “ mg x a noay Chua x4c dinh Tang 1,4 lan pig Suy hue Phu nd 

Itraconazol mg x ngay 2, ft 

trong § ngay 410 mg Wu duy mhat | Tang 1,4 lin fdr sult sult ign phy thude vie ben nhan cé hay Khbng cdo yl 16 nay 

Ezetimib 10 mg x 1 ln ngay | 10 mg x 1 l&n/ ngay icé (duting huyét Ide d6i 2 5,6 mmol/ |, BMI > 30 kg/ m', ting triglycerid, tién 

trong tL ngay ‘trong 14 ngay Tang 1,2 ln isi ting huyét dp) 

Fosamprenavir 700 mg/ ritonavir 

100 mg x 2 ldn/ ngay trong 8 ngay 

Aleglitazar 0,3 mg trong 7 ngay 

Sitymarin 140 mg x 3 lén/ ngay 
trong 5 ngay 

10 mg liu duy nhét | Khong thay déi 

‘40 mg trong 7 ngay | Khdng thay déi 

10 mg liéu duy nhat | Khong thay a6i 

Ging gidng nhu ede chat de ché men HMG - CoA reductase khdc, cac tac dung 

phy gp phai phy thu6c liéu ding. 

Tac d6ng trén thn: Protein nigu, dug phat hién bang que thi va cd ngu6n gc 

chinh tis éng thin, 42 dugc ghi nhan 6 nhdng bénh nhan diéu tri bang 

Sy thay déi iugng protein nigu tu khong c6 hode chi co vet dén 

Fenofibrat 67 mg x 3 lan/ ngay ' 
trong 7 ngay 410 mg trong 7 ngay | Khong thay déi 

Khding thay 44: Ritampin 450 mg x 1 lan/ ngay ‘ trong 7 ngay 20 mg ligu duy nbat 

\ a a “, a 

Keloconanl 200 ma x2 én! nG21| aq eng tgu duy nat | Khong thay di 

Fiuconazol 208 mg x 1 lan/ ngay : m q 
trong te ngay 80 mg ligu duy nhdt | Khong thay i 

Erythromycin 500 mg x 4 ldn/ “a, iam 2 
oiy wong? aly 80 mg ligu duy nhat Giim 20% 

Baicalin 50 mg x 3 lin/ ngaY } 29 mg tigu duy nhdt | Glam 47% 
trong 14 ngay 

Anh hudng cia rosuvastatin lén cdc thuée ding chung: 

Khang vitamin K: Gidng vai cdc thudc tie ché HMG - CoA reductase khac, khdi 

du digu tri hoa t&ng/ gidm liéu rosuvastatin khi dimg déng thot véi thude 

khang vitamin K (nhu warfarin hay Cac thudc khang ding coumarin khac) co 

thé lam ting chi s8 INR. Cdn ngung ho§e diéy chinh lidu 68 gidm INR va trong 

cc triting hgp nay cn theo dai cdn than chi sfinay. 

Ligu phdp thay thé’ hormon/ thudc iréah thal dang dng (HAT): SU dyng ding 

thdi rosuvastatin va thuéc trénh thai dang u6ng dan dén sy gia tang ethiny! 

estradiol va norgestrel AUC tung ung la 26% va 34%. N6ng d9 thubc trong 

huyét tong gia ting nén dugc xem xét khi Iya chon ligu thudc tranh thai dang 

uéng. Khdng cé di ligu duge déng hoc & cac ddi tugng ding déng thoi 

roswvastatin va HRT va do dé khong thé dude loai triy tc dng tuang ty. Tuy 

nhign, sy két hop d4 duge si dung rong rai 6 phy nt trong cdc thd nghiém lam 

sing va duge dung nap tat. 

Ce thudc khdc: 

Digoxin: Chua ghi nhan tuong tac gitta digoxin va rosuvastatin, 

Fusidic Acid: Nghién clu vé tuong tac gia resuvastatin va acid fusidic chua 

dudc tién hanh, Nguy co cdc bénh vé cd bao gdm ca tiéu od van cé thé tang lén 

Khi ding déng thai acid fusidic va statin. Co ché tuong tac (dugc déng hoc, 

due déng hoc hodc ca hai) vn chua dugc bift rd. Ba c6 bao cdo vé cdc trugng 

hgp tigu cd van (bao gdm mt 96 trubng hyp tY vong) & bénh nhan si dung 

chung 2 thud nay. 

duong tinh ++ hogc cao hon da duge nhgn thdy 8-< 1% bénh nhan khi diéu tr) 

bing rosuvastatin 10 mg va 20 mg va kkhoang 3% bénh nhan khi digu tri bang 

rosuvastatin 40 mg. Lugng protein nigu ting nhe ti khong 66 hoadc co vét dén 

dudng tinh + dude ghi nhan 6 liéu 20 mg. Trong hau hét cdc truiing hgp, protein 

nigu giam hoae ty bién mat khi tiép tye diéu tr) va khong phai | du higu bao 

trudc clta bénh than cp tinh hay tign trign. Da ghi nhan mot sé trudng hep tiéu 

mau khi bénh nhan digu tr bang rosuvastatin, tuy nhin con (t di ligu lam sang 

vé van dé nay. 

Tdo dong tran hg cod xvong: Tac dng trén he co xudng nh dau cd, bénh cova 

mot sé higm trutng hyp tiu cé-vin cé hodc khong kém theo suy than da duge 

ghi nhan 8 nhOng bénh nhan dude diéu tri bing rosuvastatin 6 tat cd cdc ligu va 

dac bigt Glidu> 20mg. 

Tang néng d6 CK theo ligu ding dugc quan sat thay & bénh nhan ding 

rosuvastatin, phan \dn céc truding hgp nhe, khong c6 trigu ching va thodng 

qua. Néunéng 0 GK tang (> 5 !én ULN), vige diéu tej nn ngung tam thi 

Tae dng tran gan: Cling giéng nhu cac chat Uc ché HMG - CoA reductase: 

khac, ting transaminase theo ligu 68 duge ghi nhan d mot s6 ft bénh nhan 

ding rosuvastatin, phan én cdc trubng hgp déu nhe, Khang ¢é triéu ching va 

thoang qua. 

Cac tac dyng khong mong muon dd dugc ghi nhan khi sif dung statin bao gém: 

réi loan chite ning tinh dyc, b@nh phdi ke (d&c biét khi didu tr] du dai), tidu co 

van. Ti 18 g3p phai cdc téc dung phy inghiém trong trén gan (tang 

transaminase}, than tang cao khi ding liu trén 40 mg. 

‘DOl vai tra em: Trong mot mghién ctu lam sang kéo dai 52 tuan, thutng gap 

phai cdc trudng hgp cé creatin kinase tang > 10 lan ULN va ting cac trigu 

chiing dau co sau khi tap thé duc hodc hoat dong thé chat tr nhé va thanh 

thidu nién hdn so véi ngudi trang thanh. Trang mét sé nghién edu khac lai cho 

thay dO an toan cla rosuvastatin trén tré em va thanh thiéu nian th) tudng 

duong so véi nguii |dn. 

QUA LIEU VA CACH XU TRI: Khong 6 phucng phap digu tri dc higu khi dung 
thude qua liéu. Khi qua liéu, benh nhan nén duge digu tr] trigu ching va ap dung 

cae bién phap hd tro khi can thiét. N&n theo déi chifc hang gan va néng 46 CK. 

Vigc thdm phan mau c6 thé khong cé igi. 

Ac TINH DUGG LYC Hoc: 
Ma ATG: C1OAA0? 

Rotorlip 20 chia rosuvastatin, la chat Ue ché canh tranh vdi methylglutary! 

coenzym (HMG - CoA) reductase, lam ngan can chuyén HMG - CoA thanh 

mevalonat, tiém chat cla cholesterol. Thutc tc ché sinh téng hop cholesterol, 
lam gidm cholesterot trong t@ bao gan, ich thich tng hgp thy thé LOL 
(lipoprotein ti trong th3p), va qua d6 lam tang van chuyén LOL tis mau. Két qua 
cudi cing [A gidm néng dé cholesterol trong huyét tudng. 

Rosuvastatin fam gidm LDL rat higu qua. Ngoai ra, thuée cdn lam tng néng 46 
cholesterol HDL (lipoprotein ty trong caa) va do dé lam he cdc ty sO LOL/ HOL 

va cholesterol toan phdn/ HDL, Thude cing lim giam triglycerid huyét tudng 

bing cach lam tang thai VLDL (lipoprotein ty trong rat thap) t6n du nbd thy thé 

LOL. 
Trong cde nghién edu lim sang, bang ching cho thay cac statin lam gidm 16 
rét bin c6 mach vanh, moi bién oé tim mach da cé va gidm tong s6 tif vong d 
ngudi cé bénh mach vanh. 

Ac TINH DUOC DONG HOG: 
Hap thu: Néng dé dinh trong huyét tuong cla rosuvastatin dat duge khodng 5 
gid) sau khi ung. Sinh kha dyng tuyét 661 khoding 20%. 
Phan b6: Rosuvastatin phan bd réng rai 3 gan [A not chi yéu tong hdp 

cholesterol va thanh thai LOL - C. Thé tich phan bé cla rosuvastatin Khoang 
134 L. Khoang 90% rosuvastatin két hgp vdi protein huyét tuong, chi yéu li voi 

albumin. 
Chuyén héa: Rosuvastatin It bj chuyén héa (khoang 10%). Cdc nghién clu in 

vitro vé chuyén hoa ¢6 sit dung cdc té bao gan cla nguti xéc dinh rang 
rosuvastatin [8 mét chat n&n yéu cho sy chuyén ha qua cytochrom P450. 
CYP2C9 [A chat déng enzym chinh tham gia vao qué trinh chuyén ha, 2619, 

3Ad4 va 206 tham gia d mifc 46 thap hon. Chat chuyén héa chinh due xdc dinh 

1iN-- desmethyl va lacton. Chat chuyén héa N - desmethy! cé hoat tinh yéu hon 

khodng 50% so vdi rosuvastatin trong khi dang lacton khong 6 hoat tinh vé 

mat lam sang, Rosuvastatin chiém hon 90% hoat tinh de ché HMG - CoA 
reductase trong tudn hoan. 
Thai tri: 
Khoang 90% liéu rosuvastatin dupe thai tris 6 dang khong d6i qua phan (bao 

gdm hoat chat duge hap thu va khéng duge hap thu) va phan con Iai duge bai 

tiét ra nudc tiéu, Khoding 5% dulgc bai tiét ra nude tigu dudi dang khing dai. Thai 

gian ban thai trong huyét tudng khoang 19 gid. Thi gian ban thai kh6ng ting 

khi ding lidu cao han. D6 thanh thai trong huyét tudng trung binh khoang SO lit/ 

hi (h@ sé bien thién la 21,7%). Gidng nhu cdc chat Uc ché HMG - CoA reductase 

khac, sy van chuyén rosuvastatin qua gan cdn dén chat van chuyén qua mang 

OATP - C. Chat van chuyén nay quan trong trong viéc dao thai rosuvastatin qua 

gan, 
Tinh tuyén tinh: Mic 46 tip xic cla rosuvastatin tinh theo néng db va thbi 

gian tang tl '@ véi lidu ding. Khéng cé su thay 661 ndo v8 cdc thong 8 dugc 

dong hoe:sau nhiéu ligu ding hang ngay. 
Duge déng hoc trén cde déi tugng dac bigt: 

Judi tac va gidi tinh: Tac dong cla tudi ta¢ hoa gidi tinh trén dupe doing hoc 

cia rosuvastatin khong lién quan vé mat lam sang trén nguéi trugng thanh, 

Dude dng hec cila rosuvastatin trén tr em va thidu nién bi tang cholesterol 

mau gia dinh kigu dj hyp ti thi tuong ty hodc thap hon trén ngubi trudng thanh 

bj r8i loan md mau. 

Ching 160: Cac nghién ctu dude dong hoc cho thay AUC va Cmax tang khoang 

gp 2 lan & ngudi Chau A sting 4 chau A so voi nguiii da trang sng @ phudng 

Tay. Ngudi chau A - An D6 cing cé AUC va Gmax gp khodng 1,3 lén, Mot phan 

tich duge dong hos theo quin thé dan cu cho thay khong c6 sy khdc biét cO ¥ 

nghia 18m sang vé dudc dong hoc d.céc nhom ngubl datrdng va nguti da den. 

Suy than: Trong nghién cu trén ngudi suy than Snhigu mic d khdc nhau cho 

thdy ing bénh than 1 nhe dén vita khong anh hudng dén ndng 06 
rosuvastatin ho&c chat chuyén hda N - desmethyl trong huyét tuong. Bénh 

nhan suy than nang (6 thanh thai creatinin huyét tuong < 30: mi/ phit) cé 

néng dé thudc trong huyét tudng tang cao gép 3 ldn va néng dO chat chuyén 

hda N - desmethyl ting cao gp 9 ldn so véi nguii tinh nguyén khde manh, 

Néng d0 cua rosuvastatin trong huyét tuang 8 trang thai Sn dinh $ nhdng bénh 

nhan dang thdm phan mdu cao hon khoang 50% $0 -V6l nguii tinh nguyén khde 

tran ngudi tén thuong gan d nhidu mic d} khac 
vé tang mie tigp xc cba rosuvastatin & nhang 
Pugh $7. Tuy nhién, 2 bénh nhan voi diém sb 
6 tidp xc cla rosuvastatin tang lén it nhat gap 2 

hild - Pugh th8p hon. Khéng cd kinh nghigm 6 

Suy gan: Trong nghién ct 

nhau, khong co bang 
banh nhan 6 diém so Chil 
Child - Pugh la 8 va 9 c6 mb 

ldn so véi nguii c6 di 
nhiing bénh nhan vi Child - Pugh > 9. 

Cac dang da hinh, yén: Sy phan bs cfc chat de che HMG - CoA 

reductase, bao gémgfosuvastatin, Ijan{quan/dén cac protein van chuyén 

QATP1B1 va BCRP. 6 nhing bent da hinh di truyén SLCOIB1 

(OATP181) vay hodc ABGG2 (BCRP) co mguy co tang tiép xiic vdi rosuvastatin. 

Cac hinh thai da hinh ring lé cla SLCO1B1 c.521CC va ABCG2 c.421AA co 

ign quan d&n ting mic dQ titp xic vdi rosuvastatin (AUC) so vii cat kigu gen 

cla SLCOIB1 c.521TT hodc ABCG2 ¢.421C6. Vige dinh kigu gen cy thé nay 

chua duge thiét lap trong lam sang, nhung d6i vi nhing bénh nhan mang céc 

dang da hinh nay nén disng liéu rosuvastatin hang ngay thap hon. 

Tré em: Hai nghién cou vé dupe ding hoc voi rosuvastatin (vién nén) Otré em 

bj ting cholesterol mau gia dinh kiéu di hyp ti tir 10 - 17 tuéi hode 6 - 17 tudi 

(tng ching 244 b&nh nhdn) cho thdy mde d6 tig xc vii rosuvastatin & tré em 

tuong duong hodc thép hon bénh nhén la ngubi trudng thanh. G6 thé dy dean 
duc mic d6 tiép xtc rosuvastatin vé liéu lugng va thoi gian trang khoang thai 

gian 2nam. 

QUY CACH BONG GOL: Hop 3 vix 10 vin. 
HAN DUNG: 36 thang ké ti! ngay sin xual. 

piéu KIEN BAO QUAN: 
Noi khd, nhigt 66 khéng qua 30°C, trénh anh sang. 

TEU CHUAN: TGCS 

San xuat fal: 2 
6 
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Lé B2 - B3, Khu céng nghiép Tan Phi Thanh - giai doan 1, xa Tan Pho Thanh, huyén Chau Thanh A, ti 

DT: (0293) 3953454 e@ Fax: (0293) 3953555 

Moi thdc mac-v8 s4n ph4m, 
xin vul tong lién he 

( @0292.3899000 
E-mail: dhgpharma@dhgpharma.com.vn 

w.dhgpharma.com.vn 

IC TRUGNG 

PTRUGNG PHONG 

hu, Qube Chinh


