
Ry 

Lipocomb’ 10 m/10 mg 
Lipocomb® 20 3/10 ma 
Vién nang rosuvastatin / ezetimibe 

08 xa tdm tay tre em 
Doc ky huting dan su dung treée khi ding 
Thude nay chi ding theo don thuéc 

THANH PHAN CONG THUC THUOC 
Thanh phan hoat chat: | 
Vién nang Lipocomb 10 mg/16.mg: Moi vién nang chita 10 mg rosuvastatin (dudi dang rosuvastatin zinc) 
va 10 mq ezetimibe. 
Vién nang Lipocomb 20 mg 10 mg: Mii vién nang chita 20 mg rosuvastatin (dutdi dang rosuvastatin zinc) 
va 10 mg ezetimibe. 
Thanh phan ta duve: 
Td dit@e thude trong nang: Silicified microcrystalline cellulose (microcrystalling cellulose (E460) va colloidal anhydrous 
silica (E551), colloidal anhydrous silica (E551), magnesium stearate (E5/2), povidone (E1201), croscarmellose sodium 
(E468), microcrystalline cellulose (E460), mannitol (£471), sodium laurilsulfate (E514), low-substituted hydroxyprapy! 

cellulose (E463). 
Vo nang: 
Vién nang Lipocomb 10 mg/10 mg: 
Than va ndp vd nang: Yellow iron oxide (E172), titanium dioxide (E171), gelatine 
Vién nang Lipocomb 20 mg,/10 mg: 
Nap vd nang: Red iron oxide (E172), titanium dioxide (E171), yellow iron oxide (E172), gelatine 
Than vd nang: Yellow iron oxide (E172), titanium dioxide (E171), gelatine 

DANG BAO CHE CUA THUGC 
Vien nang elmng 
MG ta: 
Vién nang Lipocomb 10 mg/10 mg: Vién nang citng gelatin loai ty dong Coni Snap, c@ 0, than va nip hang mau vang, i 

trong chita 2 vin nén: 1 vién nén ezetimibe 10 mg hinh tron, mau tring hoge gan nhu trang, mat phang, canh val, co ki 

chit E céch diu tran mot mgt va ma 612 ¢.mat con lai; 1 vién nén rosuvastatin 10 mg hinh tron, mau tring hode gan nh 

trang, co khac ky hiéu Sod mgt mat, mat con Igi khang 66 wet khae. 
Vién nang Lipocom’ 20 mg/10 mg: Vién nang cing gelatin loai ty dong Coni Snap, ef 0, nap nang mau caramel va a] 

nang mau vang, bén trong chifa 2 vién nén: 1 vid nén ezetimibe 10 mg hinh iron, mau tréng hoge gan nhy trang, mat 
phang, canh vat, cé khae chit E cach didu trén mot mat wa ma 612 & mat con lai; 1 vin nén rosuvastatin 20 mg hinh won 

mau tring hoae gan nhu trang, cb khdc ky higu 2 é mat mat, mat can lai khang cé vét khac. 

CHi BINH 
Lipocamb due chi dinh phéi hyp wéi ché do dn trong diéu tri tang cholesterol mau nguyén phat cing nhu diéuiy| thay ; 

cho bénh nhan ngudi lin d duoc kiém soat tét khi ding déng thai cac thude thanh phan dui dang ché pham riéng biét 

vil cling mic lidu ¢ dang phoi hgp. ! 

LIEU DUNG VA CACH DUNG 
Ligu ding: \ 
Lipocomb due chi dinh cho bénh nhah nguili lén tng cholesterol mau duce kiém sodt bang céc ché phdm don thanh phin 
riéng biét vii cdc mitc liéu twang dung mite liéu dang phai hgp duge keuvén cao, 
Bénh nhan nén ed ché d@ an it chat béo thich hop va tiép tue duy tri ché 26 n nay trong qué trinh diéu tri bang Lipocomb. 
Lidu hang ngay duge khuyén cao la 1 vin nang diing cing hode khéng cing thie an. 
Lipocamb khang thich hep cho diéu tri khéi dau. Chi nén bat d4u diéu a7 bode higu chinh liéu trong tréng hop can thiét véi 
cae thude don thanh phan va sau khi da xéc dinh due liéu thich hop, c& thé chuyén sang dang phéi hyp cd dinh liu voi 
mite liéu tong ducng. 
Vién nang Lipocamb 10 mg/'10 mg va 20 mg/10 mg khang thich hep 2 didu tri cho bénh nhén can mite liu 
40 mg rosuvastatin. 
Nén ding Lipacomb true it nhat 2 gid hode sau it nhat 4 gig khi ding cae thude nhya gan acid mat. 
ire em: 
B18 an toan va higu qua cla Lipocomb & tré em dudi 18 ti chee deere xac dinh. Cac dif ligu hign cé duye md ta trong mud 
Tac dyng khéng mong mudn cia thudc, Dac tinh duge lye hoc we 8c tinh due dbng hoc nhung khang ci khuyéncdo | 
we liéu lugng. 
Negeri gras 
Liéu khoi dau 5 mg rosuvastatin due khuyén cdo cho nguiti gia >70 td) (xem muc Canh bao va than trong khi ding 
thudc}. Dang phdi hep khang thich hop cho tri ligu khoi dau, Chi nén b3t dau diéu tri hodc hiéu chinh lidu trong treng hep 
can thiét véi cdc thudc den thanh phan va sau khi da xae dinh duge fiéu thich hop, c6 thé chuyén sang dang phdi hep ci | 
dinh liéu véi mic liéu tung ducing. 
Bénk ohan suy than 

Khong can thiét diéu chinh ligu che nbing bénh nhan suy than nhe dén-trung binh. 
Liéu khoi dau rosuvastatin § mg dugc khuyén cao cho nhitng bénh nhan suy than mite dQ vita (thanh thai creatinine | 

< BO ml/phdt). Dang phdi hep cé dinh liu khéng thich hgp cho tr ligu khéi dau. Nén bat d4u didu tr hodc hiéu chinh lie 

vii cae dang ché pham don thanh phan. Chéng chi dinh dling rosuvastatin cho bénh nhan suy than nang ¢ tat ca cde mid 

liéu (xem myc Chang chi dinh va Bac tinh due déng hoc). i 
Génh nan suy gan: 
Khéng can thiét diéu chinh ligu cho bénh nhan suy gan he (diém Child Pugh 5 dén 6). Khéng khuyén cdo sitdung 
Lipocomb cho bénh nhan suy gan ¢ mite dé trung binh (diém Child Pugh 7 dén 9) hode mite d6 nding (diém Child Pugh >! 
(Xem myc Canh bao va than trong khi ding thudc va Bac tinh due déng hgc). Chéng chi dinh ding Lipocomb cho bénh | 

nhan dang mac bénh gan tién trign {xem mye Chéng chi dinh). 
Ching tie: ' 

Nong 0 rosuvastatin trang tuan hoan ting lén dé duge ghi nhén wén ede bénh nhan chau Alxem muc Canh bao va than 

trong khi ding thude va Bac tinh due déng hoc}. Lidu khdi dau duoc khuyén cao cho bénh nhan gée chau Ata 5 mg. Dan 
phéi hyp cé dinh liéu khéng thich hyp cho tri liéu khéi du. Nén bat ddu si dung hode diéu chinh liéu wén cdc ché pham’) 
den thanh phan. 
da hint gen: 
Cae truing hep da hinh gen dc biét dugc biét c6 thé dn dén tang néng 46 rosuvastatin trong tuan hoan (xem mue Bae 

tinh dug déng hoc). Khuyén cdo ding liéu hang agay Lipscomb thap hen cho cae bénh nhén cd da hinh gen dic biét nay 
Liéu ding cho bénh ohan c6 cde yéu té nguy eo gay bénh ca: 
Liéu khit dau khuyén cdo cho bénh nhan cé cdc yéu 16 nguy ov gay bénh cola 5 mg rosuvastatin {xem mye Canh béo 
va than trong khi diing thuée). Dang phdi hep cé dinh liéu khang thich hp cho tri ligu khdi dau. Nén bat dau sit dung hog 

diéu chinh liéu trén cdc ché phdm den thanh phan, 
Bey tei ket hep. 

i 

diéu chinh liéu trén ede ché phim don thanh phan. 
Hiei wry ket hop: 
Rosuvastatin la oo chat cla nhiéu protein van chuyén (nur OATP1B1 va BCRP). Nguy co bénh ly wé cot (bao gam tiéu 

co van) tng lén khi ding ding théi Lipocomb vai mat sd thude cé thé lam tang ndng 46 rosuvastatin trong huyét thanh 

do wong tac vii cae protein van chuyén nay (nhw ciclosporin va mét sé thudcie ché protease bao gdm ca dang ket hop 
ritonavir viti atazanavir, lopinavir, va//hoae tipranavir: xem mue Canh béo va than trong khi ding thude va myc Tutng tac, 

tuong ky clia thude). Nén cn nhae thay thé cdc logi thutic khde ngay khi cd thé va néu can thiét, can nhac tam nging dieu 

tri bang Lipocomb. Trong truiing hop khang thé tanh ding déng thai cdc thude nay véi Lipocomb, nén can nhac ky igi ich 
va nguy co cla vide diing thude déng théi va diéu chinh liéu ca rosuvastatin (xem muc Tudng tac, tung ky cla thude). 
Cach ding: 
Ding thuée theo duting wang. 
Nén diing Lipocomb hang ngay vao ching mat thai diém, sit dung thude cing hoac khong cing thie an. 

Nén nudt nguyén ca vién nang vi mot coc nutte. 

CHONG CHi DINH 
Chéng chi dinh Lipocomb cho: 
© bénh nhan man cdm vdi cdc thanh phan hoat chat (rosuvastatin, ezetimibe) hodc vai bat ky thanh phan ta duge nao cra 

thude dude liét ké trong mye Thanh phan cong thie thude. 

* bénh nhan dang mac bénh gan tién trién bao gdm cd cae wing hep tang transaminase huyét thanh kéo dai va khdng 

a nguyén nhan va khi néng dé transaminase huyét thanh tang hon 3 lan giéi han wén cla mite binh thutng, 

* phy ni cé thai va cho con bu, phy ni cé kha nang mang thai ma khong ding cac bién phap traénh thai thich hgp. 

* bénh nhan suy than néng (than thai creatinin < 30 mL/phut). 

* bénh nhan co mae bénh er. 

* bénh nhan dang si dyng déng théi phéi hgp sofosbuvir/velpatasvir/voxilaprevir (xem mye Turing tac tung ky cua 

thudc] 
* bénh nhan dang sur dyng ciclosporin: aa ner 

(Xem myc Canh bao va than trong khi ding thude, Tong tac tueng ky cUathudc va Bae tinh duse dong hee). 

CANH BAO VA THAN TRONG KHI DUNG THUOC 
Cac phan ing cé hai nghiém trong trén da: | 
Cac phan img bat igi nghiém trong trén da bao gdm hdi ching StevensJohnson (SS) va phan tng thud vai tang bach 

i toan va cae triéu chimg ton than (DRESS), co thé de doa dén tinh mang hode gay wf vong, dé duyc bao cao khi dung 

rosuvastatin, Tai thai diém ké don, bénh nhan can duc thing bao vé cae déu higu va triéu ching cua phan img nghiém 

trong trén da va due theo dai chat ché. Néu céc déu hidy va triéu ching eho thay phan img nay xuat hign, can nging 

sit dung Lipacomb ngay lap tire va cén nhac mot tr ligu khac thay thé. 

Néu bénh nhan da gap phai mot phan img nghiém trang nhur SUS hoge DRESS khi sit dung Lipacomb, thi khéing duye did 

ir| 'ai bang Lipocemb cho benh nhan nay vao bat ky thé diam nao. 

Anh huwng trén hé eo xuvng: 
Anh huting tran hé oo wong nhu dau co, bénh eo va hiém gap hon 1 tidu eg van dé due ghi nhan trén nhing bénh nhan 

“Tac thuoc ic che protease: 

can duge thang bao vé nguy co mae bénh co va duye yau cau bao cao ngay néu gap bat cif trigu chung dau co, dau hoac 
yeu co khing rO.nguyén aban [xem muc Tic dung khéng mong muén cua thude). 
Do nong dé Creatine kinase: 
Khéng nén do néng d6 creatine kinase (CK) sau khi van dang gang sifc hodc khi cd sy hién dién cla mat nguyén nhan nao 
dé cd thé lam tang CK vi diéu nay cd thé lam sai léch két qua. 
Néu ndng dé CK tang cao dang ké tneéc khi diéu ti (Ién hon 5 lan gidi han trén cba mie binh thutiing) thi nén thyc bién mét 
xét nghiém dé xae dinh lai trong ving 5-7 ngay. Néu xét nghiém lap lai xac dinh ning dé CK invite khi diéu tri van. lén hon 
5 lan gidi han trén cua mie binh thiding thi khong nén diéu tri bang Lipacomb. 
Tre khi diéu tri: 
Gidng nh eae thudc tc ché men HMG-CoA reductase khac, phai than trang khi dung Lipocomb cho nhitng bénh nhan 
cd nguy co bi bénh co hoac tau co van, Cac nguy co nay bao gam: 

* suy giam chife nang than 

* nhuge giap 

* tién sur ban than hode tén sif gia dinh mac. bénh co di truyén; 
* tién sit bj bénh co do ding cae thudc dt ché men HMG-CoA reductase khac hoge fibrate: 
* nghién ngu 

© ten 70 wai 
® cae tinh tang cd the gay tang néng dé thude trong huyét tucng (xem myc Bae tinh duge dong hoe) 

* su dyng ding thii vai céc fibrate. 
O nhitng bénh nhan nay, can phaicén ahae giita nguy eo va Ini ich cua wiée diéu th va can phai theo dai lam sang. Néu 
ndng dé CK tang cao dang ké intite khi diéu tr (l@n hon 5 lan gidi han trén cla mife binh thudng) thi khang nén diéu tr) 
bang Lipacomb. 

Trang khi diéu tri: 
‘Vn yéu cau bénh nhan thong bao ngay khi.cé dau co, yéu eo hode cing co ma khong giai thich due, dic biét khi cd kam 
theo mét mdi hode sdt. Nén do nding do CK ¢ nhitng benh nhan nay. Phai ngung rosuvastatin néu ndng d6 CK tang cao 
déng «2 (In hon 6 lan gidi han tén cle mic binh thydng) hoae néu cae trigu ching vé.ca tram trong va gay khd chiu hang 
Tigay (noey ca khi néng d§ CK = 5 lan gidi han trén cla mit binh thuting). Viée theo doi dinh ky nOng do CK & nbimg bénh 

han khang co triéu ching khong ddm bao phat hién bénh co. 
Rat hiém co bao cao vay ra bénh co hoai wr rung gian mién dich (Immune-Mediated Necrotising Myopathy -!MNM) trong 
i sau Khi diéu rj bang statin (bao gom ca rosuvastatin). IMNM vii biéu hién lam sang la yéu on dui va co canh tay, 

nong d6 creating kinase huyét thanh, cdc trigu ching nay van tin tai ngay ca khi da ngimag diéu tri bang statin. 
rc it nghiém lam sang, chifaito bang chifng vé tang anh hutng trén co xuong trén mét sé lung nbd bénh nhan 
diéu tr rosuvastatin va diéu tri ding thdi véi cde thudc khac. Tuy nhién, tang nguy ec viém eo va bénh co dd dive ghi 
nan tré nhan dang ding cdc thudc tte ché HMG-CoA reductase khac cling vii cae dan chat cua acid fibric bao gom 
gemfibrozil, ciclosporin, acid nicotini¢, cdc thude tr nam nhom azole, cac thudc we ché protease va cdc khang sinh nhom 

crolid. Gemfibrozil Jam tang nguy @t bi bénh co khi ding dang thai voi mat si thude te ché HMG CoA reductase. Do do, 
png khuyén cao ket hop Lipocomb WB gemfibrozil. Nén than tong can nhac hiéu qua giam nong dé lipid cla viée phi 

hip Lipocomb vii cde fibrate hodc niagin so véi nguy eo cb thé xay ra khi két hop cde thude nay. 
Khong si dung Lipscomb cho bénh nhién bi bénh cap tinh, nghiém trang nghi ngé lien quan dén bénh co hoac c6 xu huting 
tién trién thanh suy than thi phat do tiéu co van (nhur nhiém khuan huyét, ha huyét ap, phau thuat on, chan thuong, cac 
ri loan nang vé chuyén héa, nai tiét wa chat dién giai; hoge cdc eon dong kinh khdng kiém saat dugc}. 
Acid fusidic: 
Khéng duge sif dung dong théi Linocomb vii céc dang bao ché cia acid fusidic tc dung toan than hoae trong vong 7 ngay 
sau khi ngitng diéu tj bang acid fusidic. 0 nhimg bénh nhan can thiét phai sit dung acid fusidic tac dung toan than, nén 
‘ging diéu tr statin trong subt thai gian diéw ty bang acid fusidic. BS cé bao céo-xay ra tidy eo vin (bao gam métsé 
truting hyp wt vong) ¢ nhitng bénh nhan ding déng thi acid fusidic va cae statin {xem myc Tong tac, wong ky clla thudc). 
Bénh nhan duge khuyén nén dikham ngay wong tung hop co bat ky tiéu chiing yéu co hoae dau oo nao. 
Co thé bat dau diéu tr lai bang statin 7 ngay sau khi ding liu acid fusidic cudi cling. 
Trong tring hyp dac biét, khi can sv dyng acid fusidie toan than kéo dai nhur diéu tri cdc nhiém khuéin ndng, cén phai can 
nhac st dyng dong thdi Lipocomb vé acid fusidic cho titng trutng hep cu thé va dudi su giam sat y 16 chat ché. 
Anh hung trén gan: 
Trong eac thi nghiém cd kiém saat sv: dung phai hgp thuéie ¢ nhifng bénh nhan ding ezetimibe vei mat statin, da ghi nhan 
truting hep tang ndng dQ transaminase lién tiép (2 3 lan gid han trén cla mite binh thuing). 
Khuyén cao nén lam cae xét nghiém chite nang gan trite va 3 thang sau khi bat dau didu tri bang resuvastatin. Can ngung 
hode gidm ligu rosuvastatin néu ndng d@ transaminase huyét thanh lin hon 3 lan gigi han ten cua mie binh thuttng, 
0 bénh nhan tang cholesterol mau thi phat do suy tuyén gidp ho&c héi chitng than hy, can diéu tri cde banh nay tutte khi 
bat dau diéu tr) bang Lipocomb. 
Do chua 10 cdc tac dung cd thé xay ra khi ndng dé ezetimibe trong wan hoan tang lén & bénh nhan suy gan mie dé trung 
binh dén nang, khdng khuyén cdo sit dyng Lipocomb cho cae bénh nhan nay (xem myc Bae tinh duye dong hoc). 
Anh hung trén than: 
Protein nidu, duge phat-hién bang que thir va cé ngudn gdc chu yéu ti Gng than, da duoc ghi nh§n ¢ nhing bénh nhan 
diéu tri bang rosuvastatin liu cao, dic biét ¢ liéu 40 mg, nhung phan én tinh trang nay thodng qua hoae khong Kay ra lien 
tye. Protein nigu chua dutfc ching minh la cé thé dy dodn duge banh than cép hoge tién rién (xem muc Tac dung khang 

mong mudn eta thud), 
Ching tac: 
Cae nghién ctu dege déng hoc cla fosuvastatin cho thay néng d6 thude trong tuan hoan & nguéi chau A cao han so véi 
nouiti da trang (vem mye Liéu ding va cach ding va muc Hac tinh dude dong hoc}. | 

Trong 

UG 

Tang néng d6 rosuvastatin trong tudn hoan d3 duye ghi nhan én bénh nhan ding ding théi rosuvastatin va céc thudc 

ite ché protease khac két hyp wii ritonavir. Can nhac Iai ich cula wide ha lipid mau khi sit dyng Lipocamb cho bénh nhan 

HIV dang ding thude ite ché protease va kha nang tang ndng do rosuvastatin trong huyét tung khi bat dau diing va tang 

liéu rosuvastatin @ bénh nhan diéu tri bang cac thude ve ché protease. Khang khuyén cdo sit dung thudc dng thai vei mgt 

sii thude ttc ché protease tit khi ligu cla Lipacomb duge diéu chinh [xem mye Liéu ding va cach ding va myc Tuding tac, 

tueng ky cla thude) 
Bénh phai ka: 
Cac tring hop dac biet cla bénh phéi ké d& duge bao cdo wai mot sd statin, dc bigt khi diéu tr} dai ngay (xem myc Tac 

dung khéng mong muén cla thude). Cac biéu hién cé thé bao gom kho thd, ho khan va suy gidm site khoe (mét mdi, gidm 

cén va sét). Trong tring hop nghi ngd benh nhan bj benh phai ké, nén aging didu tri bang statin. 

Hai thao dung: 
Mat sé hang ehiing cho thay cac statin lam tang glucose mau va trén mat s6 bénh nhan cd nguy co cao bi dai thao dudng, 

thudc cing c6 thé gay tng ndng dé glucose mau ké cd trén bénh han dai théo duting duge kiém soat t6t. Tuy nhién, Io 

ich cla gidm nguy co tim mach cua cac statin vuot 161 hon va do d6 khéng cd Ij do phai ngiing diéu tri bang statin. Benh 

han cé nquy co (néng 46 glucose lic déi 5,6 dén 6,9 mmol/L, chi sé kh6i co thé (BMI) > 30 kg/m2, rng triglycerid, tang 

huyét ap) nén due thea dai ca 1rén lém sang va cae xét nghiém sinh hda theo cac hung dan quac gia. 

Trong nghién citu JUPITER, tan suat bij dai théo duitng duge ghi nhgn la 2,8% ¢ hom ding rosuvastatin va 2.3% ¢ nhom 

ding gid due, hdu hét o bénh nhan co glucose lic doi ti 6,6 dén 6,9 mmol/L. 

Cac fibrate: 
dan toan va hiéu qua eta ezetimibe khi ding cing vai cae fibrate chua dune vac dinh. 

Néu nghi ngi cd shi mat & bénh nhan dang ding Lipocomb va fenofibrate, edn kidm tra tui mat va ngung diéu tri xem myc 
Tuting tac, wong ky cla thudc). As ia Al : 
Cac thuée chong dong mau: 
Néu Lipocomb due diing cing warfarin, cdc thude ching dang nhdm coumarin khac hode fluindione, ty sudt binh thuting 

hda quéc 1é (INR) nén dude theo dai mat cach thich hop (xem muc Tucmg tae, tung ky cia thud). 

Ciclosporin: 
Xem muc Chéng chi dinh va myc Tuong tae, tug ky cda thud. 
Tre em: 
86 an toan va higu qua cla Lipocomb khi ding cho tré em dui 18 tudi cha duge xac dinh, do dé khdng khuyén cao ding 

thude cho nhitng bénh nhan nay. 

Bénh gan va rugu: 
Can than trong khi ding Lipacomb cho bénh nhan wéng nhiéu gu va/ hode od tiéa sit mae bénh gan. 

Sodium: 
Thude nay chifa it han 1 mmal sodium (23 mg) trong moi vién nang, co thé duvac coll “khdng chira sodium” 

SU DUNG THUGC CHO PHU Ni CO THAI VA CHO CON BU 
Chéing chi dinh ding Lipocomb cho phy nif cd thai va cho con bi. 
Phy nif cb kha nang co thai can ding cac bién phap tanh thai thich hyp. 

Phu nif cd thai: 
Aosuvastatin: | 

Vi cholesterol va cdc sin pham cila suf sinh tng hap cholesterol la c4n thiét cha sy phat trién cila thai nhi, nén nguy 

eo co thé xay rate viée We ché men HMG-CoA reductase vuegt qua igi ich cua viée didu tr) khi cO thai. Cac nghién cttu tren 

ding vat cho thay bang ching cé gidi han vé déc tinh trén sy sinh san (xem mye Dilfiéu an toan tién am sang). Neu bgnh 

_ nhan co thai trong khi dang ding Lipocomb, phai nguing sit dung thude ngay lap te, 
aa | 
aT 

diéu tri bang rosuvastatin d tt ca cae mite liéu va dc bidt vii liéu lén hon 20 mg, 

Cac trefng hop bénh co va tigu co van da ditye ghi nhan trong cdc theo doi sau khi difa ezetimibe ra the truting. Tuy ahié 

tiéu co van rat hiém xay ra Khi ding den tri lidu vai ezetimibe va rat hiém xay ra khi ding ding théi ezetimibe vot cac thu 

khae d€ due biét lam tng nguy ce tiéu co vn. Trong truiing hop nghi ngétbi bénh co dya trén cae triéu ching ¢ co hoac 

dune khang dinh béi néng d@ creatine kinase, bénh nhan cn ngiing ding ngay ezetimibe, bat ky statin nao va hat ky thu 

nao lién quan dn tang nguy eg tiéu ea van ma bénh nhan dang st’ dyng déng thi, Tat ca cdc bénh nhan bat dau diéu tr 

Fpatinibe: | 
Chia cé cae dif liéu lam sang vé vide su dyng ezetimibe trong thai ky. 

Cac nghién cu trén dong vat vé viee sit dung ezetimibe don déc cho thay khang cdbang ching vé tac déng cd hai tryc 

tigp hodc gidn tiép dén qua trinh mang thai, sf phat tridn cua bao thai, qué tinh sinh dé hoge phat trién sau sinh [xem 

mue Dif liéu an toan tién lam sang). 
Phu nif cho con bu: 
Rosuvastaun: 
Rosuvastatin due tiét vao sifa ciia chudt. Chua cd dif liéu vé vide thude duyc 1141 vio sifa nguii me {xem myc Chang chi 

dinh). 

Erewmibe: 
Cac nghién cou trén chudt cho thay ezetimibe due tiét vao sita chudt me. Cha biét ligu ezetimibe c6 duge 1ét vao sira 
nguiri me hay khang. 

Anh hutfng dén kha nang sinh san: 
Chua cd dit lidu lm sang vé anh hurting cia ezetimibe dén kha nang sinh san cla nguéi, Ezetimibe khéng gay anh hudng 

dén kha nang sinh san cua chudt dye hoae chudt cai (xem myc Dif liéu an toan tién lam sang). 

ANH HUONG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY Mc 
Lipocomb khéng gay anh huting dang ké dén kha nang lai xe wa van hanh may mde. Cac nghién ciru vé énh huting cla 

rosuvastatin va/ hode ezetimibe dén kha nding ldi xe va van hanh may mde chura duge tién hanh. Tuy nhién, khi lai xe hoac 

van hanh may moc nén luu ¥ rang chéng mat cd thé xay ra trong thai gian diéu tri.

https://trungtamthuoc.com/



TUONG TAC, TUONG KY CUA THUGC 
Chang chi dinh ding dang thii: 
Ciclasparin: 
Khi ding déng théi rosuvastatin va ciclosporin, gid tri AUC cua rosuvastatin cao gap trung binh 7 lin so vii 1 sd nay 

@ nguiti tinh nguyén khée manh (xem mye Chang chi dint). 
Sit dyng déng théi rosuvastatin va ciclosporin khéng lam anh hurting dén ning do ciclasporin trang huyét wong, 

Chang chi dinh st dung ding théi Lipocomb va ciclosporin (xem myc Chang chi dinh). 
Trong mét nghién ctu vé 8 bénh nhan sau cay ghep than co thanh thai creatinine > 50 mL/phit ding ciclosparin liéu 
dn dinh, mdr liéu 10 mg ezetimibe den lam ting AUC ezetimibe trung binh 3,4 tan (tir 2.3 dén 7,9 lan) so véi nhom doi 
ching khoe manh, ding ezetimibe don dée we mot nghién edu khae (n= 17). Trong mot nghién cifu khae, mot benh nhan 
céy ghép than bi suy than nang dang ding ciclosporin va nhiéu thudc khac, cho thay cd su tang tiép nic vii ezetimibe 
gap 12 lan so vii nhém di chimg chi ding ezetimibe don doc. Trong mat nghién cifu chéo hai giai doan d 12 nguiti khde 
manh, ding 20 mg ezetimibe mai ngay trong 8 ngay vai mét liéu don 100 mg ciclosporin vao ngay thit 7 lam gia tang 

irung binh 15% AUC ciia ciclosporin (trong khoang tif giam 10% dén tang 51%) so vdi ligu den 100 mg ciclosporin. Chua 
c6 nghién citu ed kiém sodt vé énh hurting dén mifc tiép xuc ciclosparin ¢ bénh nhan edy ghép than khi sit dung dong thai 
wii ezetimibe. 
Cac phoi hep thude khéng due khuyén cdo: 
Céc thude ie ohé protease: 
Mac dir co ché tong tac chinh xe chute due biét ri, sit dung ding thiti thuite nay va thudie te ché protease co thé am 
Tang mite dé tiép xic vei rosuvastatin (xem muc Tueng tac, tutng ky cla thudc). Trong mot nghién city duoc dong hoe, 
sif dung déing thi 10 mg rosuvastatin va mot thude két hop cua hai chat we ché protease (300 mg atazanavir / 100 mg 
fitonavir) ¢ nguéi tinh nguyén khoe manh lam tang gia tri AUC va C;-. wong img xap x13 lan va 7 lan. Sit dung ding 
thi rosuvastatin va mat sé thudc ttc ché protease cd thé dime xem xét sau khi can nhae can than viee diéu chinh lieu 
rosuvastatin dua vao mite 4 gia tng dit kién mite tap xtc vii rosuvastatin (xem mye Ligu ding va cach ding, Canh ban 
vé than trong khi diing thudc va myc Tudng tac, twong ky cla thude). Dang phoi hep nay Khong thich hop cho tr] lieu khdi 

dau. Bidu tri khéi dau hode diéu chinh liéu néu can thiét chi nén ding cac thude rosuvastatin va ezetimibe riéng biét va sau 
khi da thiét lp durge liéu phi hep co thé chuyén sang dang thudc phai hgp cd dinh liéu cd ham lugng thich hgp. 
Cae thude ie ché protein van chuyén: 
Rosuvastatin 14 chat nén cla mt sd protein van chuyén bao gam OATP1B1 va BCRP. Su dung dong théi Lipocomb wii 

bac thudc tte ché cae protein van chuyén nay co thé lam tng néng dé rosuvastatin trong huyét tung va lam tang nguy 
be bénh co (xem myc Liéu ding va cach ding, Canh bao va than trong khi ding thude va myc Tueng tac, tong ky cua 

thud). 
Gembibrozil va cdc thude ha lipid kha: 

Si dung dong thi’ rosuvastatin va gemfibrozil [am tng gap 2 lan cdc chi'sé Cae v8 AUC etla rosuvastatin (xem myc Canh 
béo va than trong khi ding thud}, Nhéing sBliéu nghién citu vé twong 14¢ thude cho thay rosuvastatin khong co tutng tac 
due ding hoc vii fenofibrate, tuy nhién cé thé cd tuning tae dime lye hoe. 
Gemfibroail, fenofibrate, cae fibrate khac va liéu lam gidm lipid (21 q/ngay) cua niacin (acid nicotinic) va colchicin lam 

tng nquy eo bi bénh ex Khi ding ding théi vii cae thude de ché men HMG-CoA reductase, cd thé la do cde thude nay 
pO thé gay bénh eo khi ding riéng lé. Ning bénh nhan nay cing nén bat dau vdi lieu 5 mg rosuvastatin. 
Obénh nhan ding fenofibrate va ezetimibe, bac sican phai cho y dén nguy co cd thé gay soi mat va bénh tui mat (xem 
mye Canh bao va than trong khi ding thude va Téc dung khong mong mudn cua thudc). Néu nghi ngéco soi mat d benh 
nhan dang ding Lipocomb va fenofibrate, can kiém ta tui mat va ngumg diéu tri (xem mye Tac dung khong mong mudn 
cla thudc). Sif dung ding théi vii fenofibrate hoac gemfibrozil [am tng nhe nong dé ezetimibe (tyong tng khodng 
15. va 1,7 lan). Chua cd nghién citu vé sit dung déng théi ezetimibe voi céc fibrate khéc. Cac fibrate cd thé lam tang thai 
int cholesterol vao mat, dan dén-béntsdi mat-Trong eae nghién cit wén dong vat, dorkhi ezetimibe lam tang nang 
i cholesterol trong tdi mat, nhung khing phaixey rad 1at ca cae loai (xem myc Dir liéu an toan tien lam sang). Khang loa 
rit guy cet gay ra soi sac 14 lién quan dén viée diéu tri bang ezetimibe. 

Abi! fusigie: 
Cac nghién citu vé tueng tac giifa rosuvastatin va acid fusidie chua duge tién hanh, Nguy c¢ bénh ev bao gém ea iu 
of van co the tang ln khi ding déng thiti acid fusidic tae dung toan than vai cdc statin. Corché cia tung tac nay (vé duge 
lc hoc hay duoc dong hoe, hode ca hai) van cha duye biét. 84 cé béo cao va hién tygng tiéu co vn (bao gém mat vai 

Ihvdng hop wf vong| é bénh nhan sit dung két hop cdc thudc nay. 
Néu cin thiét phai diéu tj bang acid fusidic tac dung toan than, nén ngung ding rosuvastatin trong sudt thi gian diéu tr) 
hang acid fusidic, Xem them mye Canh bao va than tong khi ding thude. 
Cac tuvng tac khac: 
Thude khdng acid: 
Ding dng thai rosuvastatin voi mat hin dich khang acid co chita nhim va magnesi hydroxyd lam giém khaang 50% 
néng dO rosuvastatin trong huyét weng. Khi uding thude khdng acid cach 2 git sau khi dung rosuvastatin thi néng dé 
rosuvastatin trong huyét tucng sé gidm it hon. Mai tung quan vé mat lam sang cia tuong tae nay van chua duge biét. 
Su dyng thude khang acid lam giam ty [8 hap thu cla ezetimibe nhung khéng anh hudng dén sinh khé dung cita ezetimibe. 
Sy gidm ty 18 hap thu nay due coi la khdng gay anh hung dang ké trén lam sing. 
Erythromycin: 
Ding déng thdi rosuvastatin va erythromycin lam gidm 20% AUC, va 30% Cres cla rosuvastatin. Tuong téc nay c6 thé la 
do erythromycin lam tang nhu dong rudt, 

Freym cytochrome Pall: 
Ket qua t thi nghiém in vitro va in vivo ching td rng rosuvastatin khdng phai la chat ite ché hodc cam ung isoenzym 
cvinchrnme PAGO). Hrn nia. rosuivastatin fa mat chat nén-véu cho cdc enzvm nav. Do da, khong cé tuoing tae thude 

— 
fig : 
Két qua tit thi nghiém i vitro va fn vive ching 16 rng rosuvastatin khdng phai la chat tre ché hoge cam ting isoenzym 

cytochrome P450. Hon nita, rosuvastatin fa mat chat nén yéu cho cdc enzym nay. Do dé, khing c6 tuong tac thudc 

dé sy chuyén héa qua trung gian cytochrome P450. Khang ghi nhan ob twong tac dang ké vé mat lam/sang giita 

rosuvastatin vii fluconazole (chat (fe ché CYP2C9 va CYPSA4) hoac ketoconazole (chat tte ché CYP2AB va CYPSA4). 

Sf dung ding thii itraconazole (chat we ché CYP3A4) va rosuvastatin lam ting 28% AUC cla rosuvastatin. Sy Tang 

nay khdng due xem la co ¥ nghia vé mat lam sang. Do d6, khong co tuving tac thude do suf chuyén hda qua trung gian 

cylochrome P46. 
Cac nghién eitu tién lam sang cho thay ezetimibe khong gay ra cam tng enzym chuyén hda cytochrome P450. Khéng quan 

sat thay cdc wuuing tac duge ding dang ké wén lm sang gitfa ezetimibe va cdc thude duge chuyén hoa biti céc cytochromes 

PASO 1A2, 206, 208, 209 va SA4, hode N-acetyltransferase. 
Ge chat dit théng vitamin Ke 
Ging nhy eae chat ie ché men HMG-CoA reductase khdc, khi bat d&u diéu tri hode tng liu rosuvastatin df bénh nhan 

diéu ri dong thai véi cdc chét ddi khang vitamin K (nhu warfarin hoge thudc ching dang coumarin khac) 0 thé lam tang 

Iii si INA. Ngung ding hoae gidm liéu rosuvastatin cé thé lam gidm INR. Trong nhitng teaiing hep nay, can theo doi tri 

sf INR. 
GU dung déng thé ezetimibe (10 mg 1 lan méi ngay) khdng anh hung dén sinh kha dung cla warfarin va théi gian 

prothrombin trang mét nghién edu duge tién hanh tén 12 nam gidi truting thanh khoe manh. Tuy nhién, da co bao cao sau 

lu hanh vé tng tri sé INA @ nhimg bénh nhan sirdung ding théi ezetimibe va warfarin hoac fluindione. Néu Lipocomb 

ge si dung ddng thai vai warfarin, mét thude chéng déng mau coumarin khée hoac fluindione, phai theo dai trj sé INR 

mot cach thich hep (xem myc Canh bao va than trong khi dling thude). 

Heagrefar: 
Tieagretor cd thé anh hudng dén sy bai tiét qua than cla resuvastatin, lam tng nguy ec tich ly rosuvastatin. Mae dil co 

ché chink xc chufa dutte biét, nhumg trong mét sé treting hop, vide sit duna ding thi tieagrelar va rosuvastatin dan dén 

gam chife nang than, tng ndng 6 CPK va tiéu ed van. 
Thudc tinh thai dang udng/ Liéu phap thay thé horman: EL 
Ding déng théi rosuvastatin vdi thude wanh thi dang wong lam tng 26% AUC cia ethinylestradiol va 34% AUC cua 
norgestrel. Nén luu ¥ dén mic tang néng dO cée chét nay trong huyét tong khi chon thudengita thai dang udng. Chua 

4 dif liéu due ding hoc wrén nhitg bénh nhan ding déng théi rosuvastatin va li@u phdp thay thé hormon va vi vay khang 
thé logi trit kha ndng c6 Anh huding wong ty. Tuy nhién, su ket hop da dune sit dung rong ri @ phy nif trang ede thi nghiém 

lim sang va 08 dure dung nap 101. 
(cdc nghién ctu tueng tac thudc 1rén lm sang, ezetimibe khOng anh hudng dén duye dong hoc cla cdc thude tanh thai 
fang wong (ethinyl estradiol va levonorgestrel). 

"ple 
At dung ding thai colestyramine lam gidm dién tich dui duttng cong (AUC) trung binh cia ezetimibe tong {ezetimibe 
+ ezetimibe lién hgp glucuronide) khoang 55%. Téc dung ha cholesterol lipoprotein ty trong thap (LDL-C) cé thé bj giam 
i do sit dung ezetimibe dong thi vii colestyramine {xem myc Liéu ding va cach ding). 
(ic statin: 
Hhong co wong tac duge dong dang ké vé mat lm sang khi ding dng théi ezetimibe voi atorvastatin, simvastatin, 

fravastatin, lovastatin, fluvastatin hodc rosuvastatin. 

Cc thie khde: 
Dya trén cae dit lidu nghién citu vé wong tac thude cho thay khing c6 twong tac dang ké vé mat Jam sing khi ding chung 
nsuvastatin wai digoxin. 
Trong cdc nghién ettu tueng tac thude wen lm sang, ezetimibe khong anh hutng dén duc dong hoc cua dapsone, 

rextromethorphan, digoxin, glipizide, tolbutamide hode midazolam khi sit dung dong thdi. Khi str dung dang the van 
etetimibe, cimetidine khang gay anh huting dén sinh kha dung cua ezetimibe. 
Cac tueing tae dai hai phai diéu chinh ligu rosuvastatin (xem Bang 1 sau): 
Cin diéu chinh liéu rosuvastatin néu rosuvastatin dude sit dung dong thé vei ede thude gay tang mite tiép xtic voi 
‘esuvastatin. Nén dung liéu khoi dau Sg rosuvastatin mét lan mdi ngay néu mie phoi nhiém (AUC) dy kin tang = 2 lan. 
Léu tdi da hang ngay cila rosuvastatin phai duge diéuchinh sao cho mite tiép xde diy kién cla rosuvastatin khdng vue 
gud liu 40 mg rosuvastatin hang ngdy khi khing c@ tée nhan gay wong tac, vi du 20 mg rosuvastatin vai gemfibrozil 

(ing 1,9 lan) va 10 mg rosuvastatin voi ché pham két hop atazanavir/ritonavir (tang 3,1 lan). 
Néu quan sat thay mét thude am tang AUC cua rosuvastatin dui 2 ln, thi khang can giam liéu khdi dau nhung Aén than 
tong néu tang liéu rosuvastatin trén 20 mg. 
bang 1: Anh hitting cua thudc két hop dai vi mite tiép xtc voi rosuvastatin (AUC; theo thir ty giam 
din) tir cdc nghién cifu lam sang. 

AUC cua rosuvastatin tang gap 2 lan hoac hon 2 lan 

Ché dG ligu cia cdc thudc tuvng tac Ché dé liu cua Thay dai AUC cua 
rosuvastatin rosuvastatin * 

Sofoshuvir/velpatasvir/voxilaprevir (400 mg-100 mg- 10 mg ligu duy nhat t 7 Alan 

100 mg) + Voxilaprevir (100 mg) ngay 1 lan, 15 ngay 

Ciclosporin 75 mg ngay 2 fan dén 200 mg ngay 2 lan, 10 mg agay | lan, 10 ngay t 71 lan 
Bithang 

"Sur thay déi biéu thi bdtx lén thé hién ty lé thay déi cia vide sit dung ding thai va viée si dyng rosuvastatin don doc. 
Sy thay dai bigu thi biti % biéu thj sy thay di wong déi tinh theo % so wii sir dung rosuvastatin don doc Darolutamide 600 ay 2 lan, § ngi ig i 5? la Fae pee mg ngay 2 lan, § ngay 5 mg ligu duy nhat t 5.2 lan Ting bidu thy bi 47, gidm bidu thi bi “4 eeiuidls utd sal. 

Regorafenib 160 mg ngay | lan, 14 ngay 9 mg liéu duy nhat 13.8 lan Ms, et city tong tac 2 due thyc hién vai céc liéu-rasuvastatin khde nhau, bang nay che thay cae ty lé quan 

; A : an : r 7 a AUC = dién tich duoi dutng cong Atazanavir 300 mg/titonavir 100 mg ngay 1 lan, 8 ngay 10 mg. liéu duy nhat 3] lar Cae thuéc/ phi hyp sau day khang cé énh hudng dng ké vé mat kim sing di wéi ty \é AUC cia rosuvastatin khi ding 

= eee , 4 P , ding thir: 
Simeprevir 150 mg ngay 1 tan, 7 ngay 10 mg, liéu duy nhat t 2,8 lan Aleglitazar 0,3 mg ding trong 7 ngay; fenofibrate 67 mg ngay 3 lan trong 7 ngay; fluconazole 200 mg ngay 1 lan trong 

: er : 2 : 11 ngay; fosamprenavir 700 mg/ritonavir 100 mg ngay 2 lan trong 8 ngay: ketoconazole 200 mg ngay ? lan trong 7 ngay: 
Velpatasvir 100 mg ngay 1 lan 10 mg, ligu duy nhat t 2.7 lan rifampin 450 mg ngay 1 lan trong 7 ngay; silymarin 140 mg ngay 3 lan wong 5 ngay. 

hoes pars “ ; f P - , Dang phéi hgp nay khang thich hop cho tr ligu khdi déu. Biéu tr] khoi dau hoge diéu chinh liéu néu ean thiét chi nén ding 

Ombitasvir 25 mg/ paritaprevir 190 mg/ Ritonavir 100mg =| S mg, liéu duy nhat t 2.6 lan cac thud rosuvastatin va ezetimibe riéng biét va sau khi da thiét lap duge liéu phi hyp co thé chuyén sang dang thude 
ngay | lan/ dasabuvir 400 mg ngay 2 lan, 14 ngay phdi hgp cd dinh liéu co ham luyng thich hop. 

Grazoprevir 200 mg,’ elbasvir 50 mg ngay 1 lan, 11 ngay 10 mg. ligu duy nhat ¢ 2.3 lan Khéng ap dung 

RE cae a ; TAC DUNG KHONG MONG MUGN CUA THUGC 
evel 400 ma/ pibrentasvir 120 mg ngay | lan, 5 mg ngay 1 lan, 7 ngay t 2.2 lan Tom tat df lidu an ton tién lam sang: if gui ibe gm i | 

ney Cac tac dung khéng mang mudn cla rosuvastatin thutng nhe va thogng qua. Trong cae ther nghigm lam sang e6 dai chitng. 

ae ; ji ae ee ' cé dudi 4% bénh nhan ding rosuvastatin phai ngung thude do cae tae dung khéng mong mudn. 
Lopinavir 400 mg/ritonavir 100 mg ngay 2 lan, 17 naay 20 mg ngay 1 lan, 7 ngay +21 ln Trong cdc nghién cifu lam sang kéo dai dén 112 tudn, ezetimibe 10 mg moi ngay diige ding don doc d 2396 bénh nhan, 

5 a F : 5 z hode vii statin # 11908 bénti nhan hoac voi féndfitrate @ 185 bénh nha. Cac phan ting bat Igi thuting nhe vé thoang 

Clopidogrel 300 mg liéu ban dau, sau do 75mg sau 24 gif =| 20 mg, ligu duy nhat +2 lan qua. Tilé chung clla cde tac dyng khang mong muéinla wong dvong nhau giita ezetimibe va gia duge. Tuong tf nhu vey, 

F ; ; ty 6 ngung ding thude do cae phan ting bat loi 1a wong duong nhau giita ezetimibe va gid due. 

AUC cua rosuvastatin tang it hon 2 lan Theo s@ ligu hién c6, 1200 banh nhan da ding phdi hgp rosuvastatin va ezetimibe trang cdc nghién citu lm sang, Theo 

ce iiiaee ii aan A hao cao trong tai liéu d@ cing bé, ede tac dyng khong mong mudn thuéing gap nhat lién quan dén didu tr] phéi hen 

Ché dé liéu cha cae thudc tong tac Ché dé lieu cla Thay dai AUC cua rosuvastatin-ezetimibe ¢ bénh nhan tang cholesterol mau a tang transaminase gan, cdc van dé vé tiéu hoa va dau co. Day 

rosuvastatin rosuvastatin * la nhiing tac dyng khong mong mudn da duce biét cla cae hoat chat. Tuy nhien, khéng thé loai tn tng tae dune ding 

hoc gidfe rosuvastatin va ezetimibe, lién quan dén cac tac dung khéng mang mudn (xem muc Bac tinh doe dong hoc). 

Gemfibrozil B00 mg ngay 2 lan, 7 ngay 40 mg, liéu duy nhét + 1,9 lan Bang cae tac dung khang mong mudn: : 
Tan suat xuat hién ede téc dung khong mong muén dutie sap xép theo quy uttc sau: Thytng gap (21/100 én <1/10}, 

Eltrombopag 75 mg ngay 1 lan, 5 ngay 10 ma, liu duy nhat + 16 lan it gap (21/1000 dén <1/100); hiém gap (21/1000 dén <1/ 1000); rat hiém gap (<1/ 10000); khéng biét tan suse 
(khéng ude tinh due wr cae dif liéu hién cd). 

Darunavir 600 mg/ritonavir 100 mg ngay 2 lan, 7 ngay 10 mg ngay 1 lan, ? ngay ¢ 1,5 lan 

ii ar: hyp a : E 3 ‘ Phan nhém theo hé Thuong gap —_itga Hiém gap |Rathiém | Khéng biét tin suat 
Tipranavir 500 mg/ritonavir 200 mg ngay 2 lan, 11 ngay 10 mg, ligu duy nhat t 1,4 lan eo quan ip ; ee im | gap . 

Dronedarone 400 mg ngay 2 lan Khan i lie t 14 [a eae 
gngay co di lieu faily Réi loan mau va hé Gidm tiéu Giam tiéu caus 

ltraconazole 700 mg ngay 1 lan, 5 ngay 10 mg, fiéu duy nhat t 1.41an** bach huyét ne 

reer 4 Rai loan ha mien Cac phan tng| Qua man bao gém phat 
AUC cia rosuvastatin giam dich qua man bao ban, ngia, ndi mé day, sic 
i a ee ee Fa i dm ca phil han vé va phi machs 

Ché dé liéu cha cae thude tuong tac Ché dé liéu cua Thay dai AUC cia math? , e 
rosuvastatin rosuvastatin * 

Railoan nai tiat {dai thao 
Erythromycin 500 mg ngay 4 lan, 7 ngay B0 mg, liéu duy nhét 4 20% duting!. 2 

Baicalin 50 mg ngay 3.lén, 14 ngé j Rai loan dinh Giam cam giae gngay 3 lan, 14 ngay 20 mg, ligu duy nhat 1 4i dgfeg 74 china “ate 

te peat op he # a are 2 t a, 2 a . + 2 hea 

“Sur thay dai bieu thi boi x lan thé hién 0} lé thay déi cia vide sit dyng ding thifi va viée sit dung rosuvastatin don dic. i 

Sy thay d6i biéu th) bd % biéu thi sy thay déi tung doi tinh theo % so voi si dyng rosuvastatin don déc Rai loan tam than Tram cam?2.3 

Tang bigu thi boi 4". gidm bigu thi bdi “47 yuh sige Réiloan hé thin |dawddu23. [Di cam da day than |Benh ly than kinh ngoai 
Mot so nghién city tuong tac da duyc thyc hién vai cac liéu rosuvastatin khac nhau, bang nay cho thay cae ty !é quan kinh chang mat? kinh2, bin? 

trong nhat. matte nhé2 | RGi loan gidc ngu 
AUC = dién tich dui duimg cong | {bao gém mat ngu 

Cae thude/ phdi hgp sau day khéng 06 anh huding dang ké vé mat lm sang déi véi ty 1é AUC cla rosuvastatin khi ding va ac méngh? 
dang thai: chéng mats 
Aleglitazar 0.4 mgd ung trong 7 ngay; fenofibrate 67 mg ngay 3 lan rong 7 ngay; fluconazole 200 mg ngay 1 lan trong Rai loan mach Nang bit’; 
1 ngay; fosamprenavir 700 mg/ritonavir 100 mg ngay 2 lan trong § ngay: ketoconazole 200 mg ngay ? lan trong 7 ngay: tang huyét aps 
rifampin 450 mg ngay | lan trong 7 ngay: silymarin 140 mg ngay 3 lan trong 5 ngay. a 7 
Dang phdi hyp nay khdng thich hop cho tr) ligu khéi déu. Bidy tri khdi du hode diéu chinh lidu néu edn thidt chi nén ding ohsctaih hed cae 
cac thudc rosuvastatin va ezetimibe riéng biét va sau khi da thiét lap duc liéu phii hap cd thé chuyén sang dang thude re a iia kha tha? 
phdi hop cé dinh liéu cd ham lugng thich bgp. Lia 
Tinh tuong ky: 
Khong ap dyng 

TAC DUNG KHONG MONG MUON CUA THUGC 
Tom tat dif li@u an toan tien lam sang: 

Cac tac dung khéng mong mudn cua rosuvastatin thudng nhe va thodng qua. Trong cae thet nghigm lam sang ed d6i ching, | 
C0 duréi 4% bénh nhan déing rosuvastatin phai ngung thude do cdc tac dung khong mong mudn. 
Trong cae nghién edu lam sang kéo dai dén 112 tudn, ezetimibe 10 mg méi ngay dufge ding den doc ¢ 2396 hénh nhan, | 

https://trungtamthuoc.com/



'Tan suat phy thude vao sy ca mat hoac vang mat yeu to nguy co (glucose mau luc doi = 5,6 mmol/L, BMI > 30kg/m2, 
iriglyceride tang, tién sit cao huyet ap) - dat vii rosuvastatin. 
2 Dit ligu vé phan ding bat loi cua rosuvastatin dua trén dif ligu ti cdc nghién cifu lam sang va kinh nghiém sau khi dua 
ihude ra th) trtng. 
3 Cae phan ting bat Igi duc quan sat thay trong cdc nghién citu lam sang cla ezetimibe (don ti ligu hoc ding dong thi 

vei statin) hoae ezetimibe duge duge ghi nhan khi dua thude ra thi truding, ding don déc hoac phdi hgp voi statin. Cac phan 
ting bat Igi da due quan sat thay o nhitng bénh nhan duge diéu tr bang ezetimibe (n = 2396) va voi 1) le bién cf cao 
hen so vii gia duge (n= 1155) hade ¢ nhitng bénh nhan duge diéu tri bang ezetimibe két hop vii statin (n = 11308) va wei 
ty [é bién cd cao hon so vit chi ding statin (n = 9361). Cac phan ting bat loi sau khi dua thude ra thi trufing duge ghi nhan 
tif cdc bao cao sif dung ezetimibe don déc hoe két h¢p vii statin. 

Tong ty cac thude ire ché HMG-CoA reductase, tan suat xuat hién cdc tac dung khéng mong mudn cé xu huting phy thude 
liéu. 
Anh hudng trén than: 
Protein niéu, duge xée dinh bang que thi va hau hét co nguén gdc dng than, di duge ghi nhan ¢ benh nhan diéu tri bang 
rosuvastatin. Su thay dai protein niéu tit khong cd hode vét dén ++ hode nhieu hen dive ghi nhan <1% bénh nhan vao cde 
thai diém trong qué trinh digu tri véi liéu 10 va 20 mg va & khoang 3% bénh nhan diéu tri vdi liéu 40 mg. Sy thay dai nhe 
ti khéng c6 protein niéu hode vét sang + dvige ghi nhan voi liéu 20 mg, Trong hau hét cac treéng hop, protein niéu giém 
hodc hét mot cach tynhién khi tiép tye diéu ti. Tong quan vé dé liu up cde thit nghiém lm sang va kinh nghiém sau khi 
dua thude ra thi tudng chua xdc dinh duge méi quan hé nhan qua gia protein niéu va bénh than cap hoae tién wién. 
Nuc tiéu co mau d@ dude ghi nhan o bénh nhan diéu tri bang rosuvastatin va dif liéu the nghiém lam sang cho thay tan 
suat xay ra hién tugng nay 1a thap. 

Anh hutng dén hé co xuong: 
Anh huding tren he co xuong nhu dau co, benh co (bao gom ca viém co) va hiém gap la tiéu co van kem theo va khong kem 
theo suy than cap da duge bao cdo wén bénh nhan diéu tr bang rosuvastatin ¢ 141 ca cde mite lidu va dae biét vii lig 
> 20 mg. 
Tang ndng dé CK lién quan dén liéu da duge ghi nhan trén bénh nhan dang ding rosuvastatin, phan lén cac wing hop 
nhe, khOng co triéu chitng va thoang qua, Nén ngitng diéu tri trang tnuting hop ndng 46 CK cao (> 5 lan gigi han trén mifc 
binh thudng) (xem muc Canh bao va thén trong khi ding thudc). 
Anh hung trén gan: 
Tung ty cdc thude te ché HMG-CoA reductase kde, tang men gan phy thude liu da duge ghi han trén sé lugng nho 
bénh nhan ding rosuvastatin; phan lén cde truting hyp nhe, khdng cd trigu chitng va thodng qua. 
Cac bién cé bat loi dugi day da duve ghi nhan vei mat sé statin: 
* Adi loan chite nang tinh duc 
© Mot sd trating hop ngoai lé bi bénh phéi ké, dae biét khi diéu tri dai ngéy (xem muc Ganh bao va than trang khi ding 

thud). 
Ty lé cae bao cdo tiéu co van, bién co than nghiém trong va bién cé gan nghiém trong (bao gom chi yéu tang men gan} 
cao hon vii mite liu rosuvastatin 40 mq. 
Cac chi sé xét nghiém: 
Trong thit nghiém 14m sang don tr lidu c6 kiém sot, ty 1é tng men gan cao trén lam sang (ALT va/hoge AST = 3 lan gid 
han trén mite binh thyitng, lién tiép) wong ty giita nhom ding ezetimibe (0.5%) va nhom ding gia dure (0.3%). Trong cdc 
the nghiém ding ding thiti, ty le tang men gan la 1.3% 0 nhom benh nhan diéu tri bang ezetimibe dong thi vai mot statin 
va 0.4% ¢ banh nhan diéu tri bang statin don déc. Tang men gan thuitng khang cé ere khang lién quan dén i mat 
va we vé binh thuéng sau khi ngiing diéu tri hoae tép tuc diéu tri (xem myc Canh bao va than trong khi ding thudc). 
Trang cdc thé nghiém lam sang, CPK tang > 10 lan gidi han.trén cda gia 1) binh thuting d&-duge ghi nhan wén 4 trongaaing— 

sO 1674 bénh nhan (0,2%) ding ezetimibe don déc so vai 1 trong 786 bénh nhan (0.1%) ding gia duge va trén | tong 917 
(0.1%) bénh nhan ding dng théi ezetimibe véi mat statin so véi 4 trong s6 929 bénh nhan (0.4%) bénh nhan ding statin 
don doc. Khang cd qua nhiéu tring hep bi bénh co hoe tiéu eo van lien quan dén egetimibe so vei nhom chitng lién quan 
(chi ding gid duoc hod statin don doc) (xem mye Canh bao va than trong khi ding thude). 
Tre em: 
Hi an toan va hiéu qua cua Lipocomb khi ding cho tré em dutti 18 wai chua duce thiét lap (xem myc Bae tinh due lye 

hoe). 

Aosuvastatin: tng creatine kinase >10 lan giéi han trén ca mite binh thuiing va cae trigu chiing vé co sau khi tap thé duc 
hoie hoat ding thé chat tang cuting d& due ghi nh&n thuting gap hen trong mét thifnghiém lam sang 62 tuan trén 1 
em va 1ré vi thanh nién so voi ngudi lin. Mat khac, div ligu vé do an toan cla rosuvastatin trén tre em va tré vi thanh nién 
wong ty trén nguiti lin. 
Ezerimibe: 
Bénh nhi (6 dén 17 tudi) 
Trang mat nghién cfu lién quan dén bénh nhi (6 dén 10 tudi) bj tang cholesterol mau khing di truyén hoae di truyén dj hep 
(n= 138), tang ALT va/hoac AST (= 3 lan gidi han trén eda gia tri binh thing, fién tue) due ghi nhan wen 1,196 (1 bénh 

nhan) ding ezetimibe so voi O% ¢ nhom ding gid duc. Khong co tring hop tang CPK (> 10 lan gidi han trén cua gia tri 
binh thuting). Khang co truéing hyp nao bi bénh eo dive ghi nhan, 
Trong métnghién citu riéng biét 1én bénh nhan [a tré vi thanh nién (10 dén 17 tudi) bi tang cholesterol mau di truyén 
di hyp ti (n= 248), tang ALT va/hoae AST (2 3 lan gidi han trén eda gid tri binh thug, lién tuc) duge ghi nhan wén 3% 
(4 bénh nhan) diing ezetimibe,’ simvastatin so vai 2% (2 bénh nhan) trong nhom ding simvastatin den tri ligu: con sd nay 
twang tmg voi 2% (2 bénh nhan) va 0% tang CPK (= 10 lan gidi han wen clla gid tr binh theting). Khang trutng hop bi bénh 
co nao dude ghi all 

“sé 1674 bénh nhan (0,25) ding ezetimilie din dtc so véi 1 trong 786 b benh nhan (0.1%) ding gia 4 dug ya trén | trong gi7 
(0.1%) bénh nhan ding dong thai ezetimibe wai mdr statin so vai 4 trong s6 929 bénh nhan (0.4%) bénh nhan diing statin 
don déc. Khang cé qua nhiéu tring hop bj bénh co hode tiéu co van lién quan dén ezetimibe so vii nhom ching lién quan 

(chi ding gid duge hoe statin don doc) (xem myc Canh bao va than trong khi dung thude), 
Tre em: 
86 an toan va higu qua cia Lipocamb khi ding cho tré em dui 18 tudi chua duge thiét lap (xem muc Bac tinh duet lite 
hoc}. 

Rosuvastatin: tang creatine kinase >10 lan gigi han trén cua mife binh thurtng va cde triéu chimg vé co sau khi tap thé dyc 
hoae hoat dong thé chat tng cuting da duge ghi nhan thutmg gdp hon trong mét thitnghiém lam sang 52 tn wen tre 
em va tré vi thanh nién so vei ngudi lan, Mat khac, dif ligu vé dé an toan cua rosuvastatin trén tre em va tre vi thanh nién 
tong tu tren nguat lin. 
Ezermibe, 
Bénh nhi (6 dén 17 wai) 
Trang mot nghién city lién quan dén bénh nhi (6 dén 10 tudi) bi tang cholesterol mau khong di truyén hoae di truyén di hop 
ti (n = 138), tang ALT va/hode AST (2 3 lan gidi han trén cia gid tri binh thuting, lién tye) dune ghi nhan wen 1.1% (1 bénh 

nhan) ding ezetimibe so vei 0% c nhém ding gia dupe. Khong cd tring hyp tang CPK (= 10 lan gidi han ten cia gid tri 
binh thutng). Khong co trvéng hep nao bi benh ex duve ghi nhan. 
Trong mét nghién ety riéng biét trén bénh nhan la tre vj thanh nién (10 dén 17 tudi} bi tang cholesterol mau di truyén 
di hop w (n= 248), tang ALT va/hoge AST (= 3 1an gidi han trén cia gid tri Binh thuting, lién tue) duge ghi nhan trén 3% 
(4 bénh nhan) ding ezetimibe/ simvastatin so voi 2% (2 bénh nhan) trong nhdm ding simvastatin don tri liu: con sé nay 
tong ting vei 2% (2 bénh nhan) va 0% tng CPK (= 10 lan gid han trén cla gid tri binh thutfng). Khéng truting hop bi bénh 
co nao due ghi nhan. 

Nhing thit nghisny lam sang nay kiting phir Hop ae Se'Sanh tae phan tig bat Io him nay Fa ' 
Thong bao cho bac sj bat ky téc dung khong mong muén nao xay ra khi su dung thuéc. Biéu nay bao 
gém ca nhitng phan ing bat loi chia duwe liét ké trong te hiréng dan su dung nay. 

QUA LIEU VA CACH XU TRI 
Trigu ching: 
Khang cd céc dir ligu duge cong bd vé qua ligu rosuvastatin, 

Khéng cd diéu tri dac hiéu trong truting hop qué liéu rosuvastatin, 
Trong cae nghién cifu lam sang, ding ezetimibe 50 mg/ngay cho 15 ngudi tinh nguyén khoe manh trong 14 ngay, hode 
40 mg/ngay cho 18 bénh nhan co tang cholesterol mau nguyén phat trong thai gian dén 56 ngay, thuting thay thudc duge 
dung nap tét. Trén déng vat, khang cé déc tinh dune ghi nhan sau khi ding liéu den 5000 mg/kg ezetimibe trén chudt 
cOng va chuét nhat va 3000 mg/kg wén cha. 
Mot val truéing hgp qua liu voi ezetimibe da duge ghi nhan, hau hét khéng lién quan dén cac bién cé bat igi. Cac bién 
cO bat Iti duge ghi nhan khong nghiém trong. 
Cach xu tri: 
Trong trudng hyp qué liéu, cén ap dung cée bién phap diéu tri hé tre va diéu tri tiéu chifng. Can theo doi chife nang gan 
va néng d6CK. Loc mau hau nhw khong cé hiéu qua. 

Ac TINH DUOC LUC Hoc 
Nhom duce \y diéu wi: thude ha lipid: ede thude ite ché HMG CoA reductase ket hop vei cdc thude lam ha lipid khac: 
Ma ATC: CIOBADE 
Rosuvastatin: 

Cot oh tée dung: 
Rosuvastatin la chat we ché chon Ipc va canh tranh HMG CoA reductase, enzym cé tac dyng chuyén 3-hydroxy-3- 
methylglutaryl coenzyme A thanh mevalonate, mot tien chat cla cholesterol. Bichrtac dung ch yeu cua tosuvastatin” 
la. @ gan, co quan dich cua viée ha cholesterol, 
Rosuvastatin fam tang sd lugng thy thé LDL trén bé mat 1é bao, tang hap thu va dj hda LDL, (fe ché qua trinh sinh tang hop 
VLDL tai gan, do dé lam giam téng sé tigu phan VLDL wa LOL. 
Tac dung diee lve hoc: 

Rosuvastatin lam giam sy tang LDI-cholesterol, cholesterol toan phan va triglyceride va tang HDL-cholesteral. Thude ciing 
lam giam ApoB, nonHDL-C, VLDLC, VLDLTG va tang ApoA-| (xem bang dui). Rosuvastatin cing lam giam LOLC/HDLC, C/ 
HOL-C toan phan va nonHDL-C/HOLC va ty lé ApoB/ApoA-t. 
Liéu dép éng tén bénh nhén tng cholesterol mdu nquyén phat (type Ha va Ib): 
(phan tram trung binh thay déi so véi tnetic diéu tri) 

Liéu N LOLC Total-C HDLC TG nonHOlt = |ApoB ApoA-l 

Giaduge = |13 “| 4 3 a -] 4 0 

5 mg 17 Ab 33 13 36 Ad 38 4 

10mg 7 52 36 14 410 4g 42 4 

20 mg 7 55 40 8 23 a -AB 5 

40 mg 18 -O3 Ab 10 -28 -Gf) -64 0 

Tae dyng diéu tri dat duge wong ving 1 tan sau khi bat dau diéu tri va 90% dan ting tH da dar diroe trong 2 wan. Bap ting 

eee a ete Be ge eee ee ee Pe ee eee ee eee ew ee eS ie ee he ee a a ee ee ee a ae | 

la @ gan, co quan dich cua viéc ha cholesterol. 
Rosuvastatin lam tang so lugng thy thé {OL trén bé mat té bao, tng hap thu va di hda LOL, ire ché qua trinh sinh tang hop 
VLOL tai gan, do dé lam gidm ting sé tigu phan VLDL va LOL. 

Tee dung dvec le fige: 
Rosuvastatin lam giam sy tang LDL-cholesteral, cholesterol loan phan va triglyceride va tang HDL-cholesterol, Thudc cing 
lam giam ApoB, nonHDL-C, VLDLC, VLOLTG va tang ApoA-| (xem bang durdi). Rosuvastatin cing lam giam LOLC/HOLC, C/ 
HOLE taan phan va nonHOL-C/HDL-C wa ry l@ ApoB/‘Apoa-l. 
idu dip ing trén bent ahdn ting cholesteral mau nguyén phat (type Wa va Mb): 
{phan trim trung binh thay d6i so véi tertie diéu ti) 

Liéu N LDL-C Total-l HDL-C 1G nonHDLC {ApoB ApoA- 

Giddugc [13 ] 4 q 4 | 3 0 

5 mg li A5 33 13 36 Ad 38 4 

10 mg 7 52 36 14 10 Ag A) 4 

20 mg 7 -55 40 8 23 I AG i) 

40 mg 18 63 4G 10 28 60 54 0 

Téc dyng diéu tri dat dugc trong vong 1 tudn sau khi bat dau diéu tr va 90% dap (ing t6i da dat due trong 2 tuan. Bap ting 
t6i da thuiing dat duge sau 4 wan va duy tri sau dé. 
Ezetimibe: 
Cir ehé tae dung: 
Ezetimibe thudc nham hep chat méi co tac dung ha lipid, tte ché chon loc sy hap thu cholesterol va cae sterol thyc 

vat of lién quan tai rudt. Ezetimibe cd hogt tinh duting udng va cd co ché tac dyng khée so voi cdc. nhém hep chat ha 
cholesterol khac [nhuf céc statin, nhua gan acid mat [resins], dan chat cua acid fibric va céc stanol thyc vat). Bich phan 
tu cla ezetimibe la chatvan chuyén steral, Niemann-Pick C1-Like 1 (NPC1L1), chiu tach nhiém hap thu cholesteral va cae 

phytosteral ¢ rudt. 
Ezetimibe khu tri d ving tia ban chai cla rudt non va tie ché hp thu chalesteral, dan dén giém cung c&p cholesterol 
tit uét vao gan; céc statin [Am giam t6ng hyp cholesterol tai gan va cac ea ché riéng bigt nay cling nhau gidp hd tre cho 
viée ha cholesterol. Trong mét nghién cvu lam sang 2 tuén wén 18 bénh nhan tang cholesterol mau, ezetimibe ire ché hap 

thu cholesterol d rudt 54% so vai nhomding gia duac. 
fe dung ditee ive hoe: 
Mat loat cdc nghién cifu tién lam sang dug tién hanh dé xée dinh tinh chon Inc ctla sy tte ché hap thu cholesterol cila 
ezetimibe. Ezetimibe tre ché hap thu ['40] cholesterol ma khdng anh huting dén hap thu triglyceride, acid béo, acid mat, 
progesterone, ethinyl estradiol hoac chat béo hda tan vitamin A va D. 
Cac nghién eitu dich 18 43 chimg minh y lé mac bénh tim mech va ty lé te vong thay dai theo néng dd cholesterol téng 
va LOL-C va nquire lai vei néng db HOLL Hiéu qua cua ezetimibe trén ty 16 mac bénh tim mach va ty lé Ww vong chua dugc 
ching minh. 
Ding dong théi rosuvastatin-ezetimibe: 
Miéu qua lam sang va dé an toan: 
Mat nghién citu am sang ngau nhién, mi di, nhdm song song trong 6 tuan dé dénh gid da an toan va hiéu qua cua 
ezetimibe (10 mg) dugc ba sung vao phic dé diéu tridn dinh bang rosuvastatin so vei tang ligu rosuvastatin w 5 lén 
10 mg hodic tir 10 mg lén 20 mg (n=449). Dit ligu gdp da ching minh ezetimibe bé sung vao ché dd liéu rosuvastatin én 
dinh § mg hoge 10mg lam giam LOL cholesterol 21%. Trai Iai, gap dai liéu rosuvastatin lén 10 mg hoac 20 mg lam giam 
LDL cholesterol 5.7% (sy khac biét givtacde nhém 1,2%, p< 0,001). Ezetimibe két hop vii rosuvastatin & mg lam giam 
LDL cholesterol manh hen so vii ding msuvastatin 10 mg (khac biét 12.4%, p < 0,001), trong khi do ezetimibe két hop vii 
rosuvastatin 10 mg lam gidm LOL cholesterol manh hon rosuvastatin 20 mg (khac biét 17.5%, p < 0,001). 

Mat nghién cifu [am sang ngau nhién tang 6 tan duge thiét ké dé danh gia higu quava do an toan cua rosuvastatin 
40 mg diing dan doc hoge phdi hgp vai petimibe 10 mg trén bénh nhdn c6 nguy eo bi bénh mgch vanh cao (n = 469). 
Bénh nhan ding rosuvastatin/ezetimibe dat dug myc tigu ATP Ill LDL cholesteral cao han cd y nghia so voi bénh nhan 

ding rosuvastatin don déc (< 100 mg/dL, 94,0% so véi 79,1%, p < 0,001). Rosuvastatin 40 mg cd higu qua trong viee cai 

thién mite dé xo vita cla lipid trong nhom quan thé e6 nguy ea cao nay. 
Mgt nghién citu [am sang ngau nhién, chan mé trong 12 tudn dé danh gid mite giam LDL trang méi nhém didu tr) 
(rosuvastatin 10 mg két hop vii ezetimipe 10 mg, rosuvastatin 20 mg/ ezetimibe 10 mg, simvastatin 40// ezetimibe 
10 mg, simvastatin 80/ ezetimibe 10 mg). Mite gidm so vii true diéu tri véi cdc phdi hgp rosuvasatin lidu thép la 59,7%, 
cao hen cd ¥ nghia so vii cac phéi hgp simvastatin ligu thap 55,2% (p < 0,05). Biéu tr vii combo rosuvastatin ligu cao 
‘am giam LDL cholesterol 63,5% 90 wii giam 57.4% vai phai hop simvastatin liéu cao (p < 0,001). 
Tre em: 
Co quan quan ly duge pham chau Au daimién tnt viée bat bude phai dé trinh két qua nghién citu voi Lipocomb wén 181 
ca cdc nhdm cua quan thé bénh nhi trong diéu tri tang cholesterol (xem myc Liéu ding va cach ding vé théng tin st’ dung 
thude cho tre em). 

DAC TINH DUOC BONG HOC 
Dieu tri phdi hop rosuvastatin va ezetimibe: 
Sit dung dng thai 10 mg rosuvastatin va 10 mg ezetimibe lam tang 1,2 lan dién tich dui dutng cong cia rosuvastatin 
trén bénh nhan tng cholesteral mau. Khong loai tri co tong tac dupe lye hoc d khia canh 14¢ dung khéng mong mudin 

giifa rosuvastatin va ezetimibe. 
Rosuvastatin: 
Hap thu: Nong dé rosuvastatin trong huyét tong tai da dat due khodng & gif sau khi udng thude. Sink kha dyng tuyét 
dai cila thudc khoang 20%. 
Phan bo: Rosuvastatin duge hap thu chu yéu @ gan, day la ce quan chinh tong hep cholesterol va thanh thai LOL. The tich 
phan bd cla rosuvasatin khoang 134 L. Khodng 90% rosuvastatin gan vii protein huyét wang, chi yéu wéi albumin. 
Chuyén fda: Rosuvastatin it bj chuyen héa (khoang 10%). Cac nghién city chuyén hia in vitro su dung 18 bao gan gui 
cho thay rosuvastatin la co chat yéu cla qua tinh chuyén héa qua cytochrom P450. CYP2C9 la isoenzym chinh ehuyén 
hda thud, trang khi 2019, 3A4 va 2D6 tham gia d mute da it han. Cac chat chuyén hda chink dugc xac dinh la cac chat 
chuyén hod N desmethyl va lactone. Chat chuyén héa N desmethyl it hoat tinh hon khoang 0% so voi rosuvastatin trong 
khi dang lactone duge xem nhu khang 66 hoat tinh trén lm sang. Rosuvastatin chiém hon 90% hoat tinh ite ché HMG-CoA 
reductase trong tuan haan. 
Thi wit: Khoang 90% liéu rosuvastatin dupe thai tnt dudi dang khang bién déi qua phan (bao géim ca cae hoat chat duge 

hap thu va khéng duge hap thu), phan con lai duge thai tri qua nude tiv. 
Khoang 5% duge thai tri dutti dang khang bién doi qua nutte tiéu. Thdi gian ban thai thai tri trong huyét wong khoang 
19 gid. Thiti gian ban thai khdng ting khidiing cdc liéu cao hon. Gia tri tung binh nhan cua dO thanh thai trang huyet 
iting khoang 50 litygit (hé si bién thién 21.7%). 
Tung ty cae thud tfc ché HMG-CoA reductase khac, chat van chuyén qua mang OATP-C lin quan dén hap thu o gan cua 
rosuvastatin. Chat van chuyén nay dang vai tr) quan trang trong viée thai tif qua gan ela rosuvastatin. 
Tint twyén tink: Nang do rosuvastatin trong tun hoan tang ty lé theo ligu. Khong cd sy thay dOi vé cac thang sd duge 
dGng hoc sau khi ding liéu lap lai hang ngay. 
Cae dat tang bénh nhan dac bigt: 
Tuat tée wa gid tinh: Khéing cd anh huting clia tudi tac hoac gidti tinh biéu hién trén lam sang dén dune dong hoe cua 
rosuvastatin d nguti lin. Su tiép xdc ctla rosuvastatin ¢ tré em va tre vi thanh nhién bi tng cholesterol mau di truyén a 
hgp tf duding nhur tuting ty hode thap hen so vii ¢ bénh nhan nguii ln bi rai loan lipid mau (xem myc “Tre em” durtti day). 
Ching tée: Cac nghién edu due dong hoe cho thay AUC va Cinax trung binh tang gap 2 lan ¢ nguiti chau A (Nhgt Ban, 
Trung Quéc, Philipin, Viét Nam va Han Quéc) so vii nguti da wang; AUC va Coa trung binh ¢ nguitt An BO gée A tang 

khoang 1,3 lan. 
Phan tich duce ding hoc quan thé cho thay khong cé sy khac biét biéu hién trén lam sang vé duge ding hoc giita nguii 

da trang va nguiti da den. 
Suy than: Trong mot nghién cur tén cae bénh nhan cé mite dd suy than khde nhau, bénh than ne dén trung binh cho 

thay khdng anh hudng dén néng dé trong huyét twang cila rosuvastatin hoae chat chuyén héa N- -desmethy|. Bénh nan suy 
than nang (thanh thai creatinin < 30 mL/phiit} cé néing dé thudc trong huyét tweng tang gap 3 lan va ndng dé chat chuyén 
hoa Ne ‘desmethy! 14ng gp 9 Mn so véi wén nguiti tinh nquyén khOe manh. Néng di rosuvastatin trong huyét wong ¢ trang 

thai fin dinh wén bénh nhan dang loc mau cao hen khoang 50% so voi trén nguifi tinh nguyén khde manh. 
Suy gan: Trong mt nghién cifu vii cac bénh nhan suy gan amie dO khéc nhau, khang co bang ching wé viée tang nong 
6 rosuvastatin trong wan hoan ¢ bénh nhan co mite diém Child-Pugh 7 hodc thap hon, Tuy nhién, 2 bénh nhan co diém 
Child-Pugh 8 va 9 cho thay mite tng néng dO thude trong tan hodn it nhét gp 2 lan so wai bénh nhan ob mite diém 
Qhld-Pugh thap hon. 
Khing'cé kinh nghiém tran c&c bénh nhan ctrmete diém Child-Pugh trén 9. 
&e hin gen: cae protein van chuyén OATP1B1 va BCRP cé lién quan dén vide thai inf cdc thudc tre ché HMG-CoA 
féductase, bao gém ca rosuvastatin. Trén bénh nhan co da hinh gen SLCO1B1 (QATP1B1) va/hoac ABCG2 (BCRP), cd 

nguy co ning do rosuvastatin trong tuan hoan tang lén. Ba hinh fiéng le SLCO1B1 ¢.5210C va ABCG? c.421AA lién quan 

&n ndng dO rosuvastatin trong tuan hoan cao hen so vii cac kiéu gen SLCOIBI c. 52177 hoae ABLG? c.42 100. Cac kidu 
gen dae biét nay chura duc thiét lp trong thyc hanh lam sang, nhyng ¢ cdc bénh nhan co kigu da hinh may, khuyén cao 

st dung liéu hang ngay Lipocomb thap hon. 
Jté em: Hai nghién cifu dude dong hoe vii rosuvastatin (dling dang vien nen) 1rén tre em cé ting cholesterol mau di truyén 
di hop w 10-17 hode 6-17 tai (tdng sé 214 bénh nhan) da chiing minh nang ip thude trén tré em tong dung hoae thap 

hon so véi bénh nhan nguii én. Néng dé rosuvastatin ca thé dy dodn dugc vé lidu va trong khoang thi gian 2 nam. 

Ezetimibe: 
Aép tho: Sau khi ding dung uéng, ezetimibe due hap thu nhanh chong va lién két voi ty lé cao duti dang ‘glucuronide 
phenolic cd hoat tinh duge If (ezetimibe glucuronide). Nang dd tdi da trung binh trong huyét twang (Coa) xuat hién trang 

ving 1 dén 2 gid déi vai dang ezetimibe glucuronide va 4 dén 12 gid dai vdi ezetimibe. Khang xdc dinh ditge sinh kha dung 
uyét déi clia ezetimibe do hap chat nay hau nb khéng tan trong méi trudng nuttc thich hop dé tiém. 
Se dung déing thei voi thite an (bifa An gidu chat béo hode khdng cd chat béo) khong anh hung dén sinh kha dung duitng 
ubng cla ezetimibe, Ezetimibe co thé duge ding cing hode khang cling véi thitc an. 
Phan b6: Ezerimibe va ezerimibe glucuronide gan két véi protein huyét tung nguiti thea ty lé wong ting 99,7% va 88 dén 
925. 
Chuyén Ada: Ezetimibe duge chuyén hda ch yéu d rudt non va gan thang qua lién hgp glucuronide (phan (ing pha 2) va 
sau cfd thai trif qua mat. Chuyén hda oxy héa tdi thiéu (phan img pha 1) duge ghi nhan & tat cd cac loai duge danh gia. 

Etetimibe va ezetimibe glucuronide fa cae. hop chat chuyén hia chinh eta thude duge tim thay trong huyét wong, chiém 
tittina tino khndine Wl dén 986 va AA don ON tne bernan thife tenn heads tin M4 mantionthe oh aantiontten olencsem 

ice
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Oa hink gen: cae protein wan chuyén OATP181 va BCRP cd fién quan dén viée thai tif cdc thudc tte ché HMG-CoA 
reductase, bao gdm ca rosuvastatin, Trén bantrnhan cé da hinh gen SLCO1B1 (OATP1B1) va/hoac ABCG2 [BCAP), cd 
nguy co ndng dé rosuvastatin trong tan hoan tang lén. Ba hinh riéng le SLCOIB1 c.521CC va ABCG? c.4271AA lién quan 
8n ndng da rosuvastatin trong tuan hoan cao hon so wii cdc kigu gen SLCOIB1 c.5211T hoge ABCG? c.42 100. Cac kidu 
gan dac biét nay chufa duge thiét lap trong thye hanh fm sang, nung é cde bénh nhén co Kigu da hinh nay, khuyén céo 

sf dung liéu hang ngay Lipacomb thap han, 

fe em: Hai nghién eifu duge dong hoc voi rosuvastatin (ding dang vién nén) 1rén tre em co tang cholesterol mau di truyén 

di bgp wt 10-17 hoge 6-17 wai (tang sé 214 bénh nhan) da chiing minh ning dé thude wén 1é em twang dunng hade thap 

hin so vei bénh nhan ngueti kin, Néng d6 rosuvastatin co thé dy dodn duge vé liéu va trong khoang thdi gian 2 nam. 

Ezetimibe: 
Ap thu: Sau khi ding duéng udng, ezetimibe duoc hap thu nhanh chong va lién két vai ty 1é cao durti dang glucuronide 
phenalic cd hoat tinh duge If (ezetimibe glucuronide). Nang dé 161 da trung binh trong huyét tetong (Coax) xual hién trong 

ving 1 dén 2 git déi'véi dang ezetimibe glucuronide va 4 dén 12 gid ddi voi ezetimibe. Khéng xdc dinh duge sinh kha dung 
tuyét déi cla ezetimibe do hyp chat nay hdu nh khing tan trang mai tring nutte thich hop dé tiém. 

dung ding thii véi thite an (bia an gid chat béo hode khang cd chat béo) khéng anh huding dén sinh kha dung dung 
udng cila ezetimibe. Ezetimibe cb thé duce ding cing hode khong cing vai thie an. 

in in bo Exetimibe va ezetimibe glucuronide gan két vdi protein huyét twang nguiti theo ty 1é wong (tng 89,7% va BA dén 

én Adar Ezetimibe duye chuyén hda chu yéu ¢ rudt non va gan thdng qua lién hop glucuronide [phan ting pha 2) va 

sau d6 thai tit qua mat. Chuyén hda oxy hoa toi thiéu (phan ting pha 1) diye ghi nhan d tat. cd cac loai duge danh gid. 
timibe va ezetimibe glucuronide la cdc hopchat chuyén héa chinh cila thude duge tim thay trong huyét wong, chiém 

fvavng ting khong 10 dén 20% va BO dén 90% tdng luning thude trong huyét tueng, Ca ezetimibe va ezetimibe glucuronide 
diye thai wi cham khdi huyét wong vii bang ching cho théy vao lai chu trink gan rudt vai mét long dang ké. Thai gian 
bin thai cla ezetimibe va ezetimibe glucuronide khoang 2? git. 
Thay tit: Sau khi banh nhan udng MC azetimibe (20 mg), ezetimibe toan phan dude tinh vao khoang 934% ting lugng 
pi ‘dng xa trong huyé iting. Khoang 78% va 11% {ugng phang xa duge dung due tim thay twang ting trong phan va nutte 
1i3u, trong thii gian 10 ngay. Sau 48 gid, khéng co mite phéng xq cd thé phat hién duge trong huyét wong. 
Cae déi tvong bénh nhan dae biét: 
Juditde va gids tink: Nong dO ezetimibe toan phan trong huyét wong ¢ nguiti cao tubi (= 65 tdi) cao gap 2 lan so voi 
Goguiti re tudi (18 dén 45 tai). Mie do giam LDL-C va dif lidu an toan ¢ nguiti cao tdi tueng ty é nguibi tré khi diéu 11 
bing ezetimibe, Do dé, khng cn thidt higu ehinh liéu cho nguiti cao tudi. 
Nang dé ezetimibe toan phan trong huyét wong ¢ phy nif cao han mét chit so vai d nam gidi (khoang 20%). Mute dG gid 
LOL-C va dir lidu an toan ¢ phy nif va nam gid tufong ty nhau khi digu tri bang ezetimibe. Do dd, khang can thiét hiéu chinh 
fu theo gidi tinh, 

uy nian: Sau khi ding liéu don ezetimibe 10 mg cho bénh nhan suy than nang (n=B; thanh thai creatinin tung binh 
< 30 mL/phut/1,73m2), dién tich dui duéng cong trung binh ciia ezetimibe tong tang khoang 1,5 lan, so vai ngudi tinh 

nguyén khde manh (n=9). Két qua nay duge xem nhu khong ¢6 ¥ nghia lam sang. Khong can thiét higu chinh liu cho bénh 

man suy than. 
Nit bénb nhan khac trong nghién city nay (sau khi ghép than va ding nhiéu thude, bao gém ca ciclosporin) co nong 
( ezetimibe toan phan wong wan hoan tang gap 12 lan. 

gan: Sau khi ding liéu den ezetimibe 10 mg, dién tich dui duting cong tung binh ela ezetimibe ting tng khoang 

te 10 bénh nhan suy gan nhe (dim Child Pugh § hog Gi), 50 viol Uén guilt tinh nguyén khoe manh. Treng ot nghién 

si dung liéu lap lai trang 4 ngay (10 mg/agay) & bénh nhan suy giam chife néng gan mifc 46 trung binh (diém Child 
Pogh 7 dén 9), AUC trung binh cia ezetimibe téng tang khoang 4 Kin vao ngay | va ngay 14 so vai gui tinh ng uyen khoe 

_aanh, Khéng can thiét hiéu chinh liéu cho hénh nhan suy gan nhe. Do téc.dung.chua..d.clavid 
Vang tan hodn & bénh nan suy gan mite dé trung binh hode nang {diém Child Pugh > 9), khéng kh uyén cao dung 

a cho cae bénh nhan nay [xem muc Canh bao va than trong khi ding thudc). 
am: Duo déng hoc cla ezetimibe ¢ tr em 2 6 tudi trong wy ¢ nguii lin, Hign chua co dif liu dirge ding hoe wen 

1 em < 6 tudi, Kinh nghiém lam sang trén tré em va bénh nhan tdi thanh thiéu nién bao gom ea bénh nhan bi tang 
cholesterol mau gia dinh ding hep wr (HoFH), tang cholesteral mau gia dinh di hap w (HeFH) hode bénh ly di tuyén hiém 
gip tang hp thu phytosterol (sitosterolaemia). 

spiel AN TOAN TIEN LAM SANG 
bt nghién citu sit dung déng thir ezetimibe véi cac statin, déc tinh quan sét duge vé co ban thuting lién quan dén cae 
statin, Mat sé déc tinh thé hin ri rét hon so vdi khi quan sat trong qua trinh diéu wi bang caée-statin den die, Biéu nay 

db tueng tac duge ding hoc va dutte lye hoe khi diéu tri déng thai. Khiing cd cde tong 1c nhu vay xay ra trong cae nghien 
cfu lam sang. Bénh oo chi xudt hin vrén chudteging phoi nhiém vii liéu cao hon nhidu lan so vai liéu didu tj wan nguii 
(Hoang 20 lan mite AUC déi véi céc statin va 600 dén 2000 lan mite AUC cla ede chat chuyén hia cd hoat tinh). 
Trong mét loat cde nghién citu vn vive va in vite vii ezetimibe, ding don dic hode dang théi wéi cae statin, khong thay doc 
tigh én gen, Cac thi nghiém dai han vé kha nang gay ung thi cla ezetimibe cho ket qua am tinh. 
Sit dung ding thi ezetimibe va cae statin khong gay quai thai trén chudt edng. Tran thd mang thai, m6t sd lugng nha dj vat 
Gxunng (dat xuong ngye va dét séng, giam sé lupng dit sng dudi) di duge ghi nhgn. 
Rosuvastatin: 
Dy liéu tién lam sang cho thay khong ed mai nguy hai dac biét nao ten nguil dua trén cde nghién citu co ban vé due ly an 

tan, de tinh trén gen va kha nang sinh ung thy, Cac xét nghiém dae biét vé anh hurting win hEAG chua duoc danh gia. 
Khing ghi nhan eae phan mg bat Igi trong cdc nghién cou lam Sang. niwing quan sdt duge trén dong vat é mite dé phoi 
MieM tueng ty mite phar nhiém tén lm sang nhu sau: thay di mé bénh hoc trong nghién citu déc tinh lidu lp lai ed thé 
de tar duno dutoe IW eta rosuvastatin dune ghi han irén chudt phat. chudt cfing va anh hurting @ mite dé thap hon arén ti 
ge thal tn cham knot huyét tung vei bang ching cho thay vao lai chu trinh gan rugt voi mat lugng dang ke. Thai gian 
bin thai cla ezetimibe va ezetimibe glucuronide khoang 22 gid. 
Thai eit; Sau khi bénh nhan udng '4C ezetimibe (20 mg), ezetimibe toén phan duge tinh vao khoang 93% tang lung 
prdng xa trong huyét twig. Khoang 78% va 11% lugng phong xa duge ding dupe tim thay ting ting trong phan va nuttc 
Tau, trong théi gian 10 ngay. Sau 48 git, khong co mife phong xa co thé phat hién duc trong huyét tng. 

| Cae doi trong bénh nhan dac biét: 
Judi tae va gid tinh: Nang do ezetimibe ‘oan phan trong huyét wong ¢ nguti cao tdi 2 65 tudi) cao gdp 2 lan so voi 

@ ngudi tré tudi (18 dén 45 tuoi), Mite dé giam LDL-C va dif ligu an toan 6 nguti cao tdi tong ty d nguivi tré khi diéu ti 
bing ezetimibe. Do dé, khéng can thiét hiéu chinh liéu cho nguiti cao tual. 

Nang dd ezetimibe toan phan trong huyét wong ¢ phy nif cao hon mét chut so vei d:nam gidi (khoang 20%). Mic do giam 
LILC va dif liéu an toan @ phu nif va nam gidi tung ty nhau khi diéu ti bang ezetimibe. Do dd, khong can thiét higu chinh 

Hau theo gidi tinh, 
Suy than: Sau khi ding liéu don ezetimibe 10 mg cho bénh nhan suy thn nang (n= 8: thanh thai creatinin trung binh 

= 30 mL/phit/1,73mé), dién tich duai durting cong rung binh cla ezetimibe tong ting khodng 1,5 lan, so voi ngudi tinh 

muyén khde manh (n=9}. Két qua nay duge xem nhu khdng cd ¥ nghia fm sang. Khdng cén thiét hiéy chinh liéu cho bénh 

man suy than. 

Mat banh nhan khac trong nghién cifu nay (sau khi ghép than va ding nhiéu thude, bao gom ca ciclosporin) cé néng 

ezetimibe toan phan trong tun hoan tang gép 12 lan. 

7 gan: Sau khi ding liu don ezetimibe 10 mg, dién tich dui duting cong trung binh cua ezetimibe ting tang khoang 

17 lan ¢ bénh nhan suy gan nhe (diem Child Pugh 5 hode 6), so voi tren Agu tinh nguyén khde manh. Trong mot nghién 

oj sif dung lidu lap lai trang 14 ngay (10 mg/ ngay) 0 bénh nhan suy gidm chic nang gan mite 46 trung binh (diém Child 

Pagh ? én 9), AUC rung binh cia ezetimibe tGng téng khodng 4 lan vao ngay 1 va ngay 14 so wii nguii tinh nguyén khoe 

anh. Khdng cfn thiét higu chinh lidu cho benh nan suy gan nhe. Do tac. dyng.chua 10.clia.wide ‘ng néng-d6.ecetumibe 

tong wan hoan & bénh nhan suy gan mite do frung binh hoae nang (dim Child Pugh > 9), khéng khuyén cao ding 

timibe cho cdc bénh nhan nay (xem myc Canh bao va than trong khi ding thudc). 
; em: Duge dong hoc cia ezetimibe & te em & 6 tudi tong ty & ngudi lén, Hign cha cd dif ligu cage dGng hoc wén 
1 am <6 tudi. Kinh nghiém lam sang trén tré em va bénh nhn tudi thanh thigu nién bao gdm ca bénh nhan by tang 
cholesterol mau gia dinh ding hgp wr (HoFH), tng cholesteral mau gia dinh dj hgp ty (HeFH) hoac bénh ly di truyén hiém 

sb hap thu phytosterol (sitosterolaemia). 

LIEU AN TOAN TIEN LAM SANG 
Tiong nghien ¢ eitu su dyng dang thai ezetimibe voi cac statin, dic tinh quan sat due vé co ban thuting lién quan dén cac 
statin, Mot s6 doc tinh thé hin ri rét hon so véi khi quan sat trong qua tinh didu tri bang cdc statin don doc. Diéu nay 

co tong tac dufge déng hoe va duge lye hoc khi diéu tr ding théi. Khong cé cae wong tac nhu vay xay ra trong cac nghién 

cfu lam sang. Bénh co chi xuat hign trén chudtiedng phe nhiém wai liéu cao ben nhiéu lan 80 vii liu diéu tr) tren nguti 

(doang 20 lan mite AUC déi vai cdc statin va S00 dén 2000 lan mite AUC cla cae chat chuyén hda c haat tinh), 

Tong mot loat cae nghién clu én vive va in wero val ezetimibe, ding don dic hode ding thii vii cdc statin, khang thay déc 
tiah trén gen. Cac thif nghiém dai han vé kha nang gay ung thu cua ezetimibe cho két qua am tinh. 

St dung dong thii ezetimibe va cac statin khang gay quai thai trén chuét cdng. Trén tho mang thai, mGt sd lugng nho dj tat 
Cxuung (dat xvang ngye va dét séng, giam sé lueng dét séng dudi) 44 duye ghi nhen. 

Rosuvastatin: 
Di liéu tién lam sing cho thay khéng c6 mdi nguy hai dae biét nao tren nguia dua trén cdc nghién edu co ban vé duoc ly an 

ican, doc tinh én gen va kha nang sinh ung thy. Cac xét nghiém dac biet vé anh huting wén HERG chira duge dan gia. 

Khong ghi nhan cac phan ting bat qi trong céc nghién cifu lam Sang, nhung quan sat duoc wen dong vat o mitc dO phoi 
nhiém wing ty mite pha nhiém trén lam sang nhu sau: thay di mé bénh hoc trong nghién citu doc tinh liu Kip lai cd thé 

do tac dung duge ly cla rosuvastatin dutge ghi nhan tran chudt nbat, chudt cing va anh hudng o mite do thap hen tran ti 

mat d chd, nhung khéng quan sat thay tran khi. Ngoai ra, d6c tinh wen tinh hoan da duge quan sdt thay wen khi va cha 

of mite liéu cao hon. . Boe tinh trén sinh san thé hién 1d chudt cing vii giam kich thutte chudt con, giam trong lung chudt 

con va giam ty lé sing sdt cua chudt con due ghi nhan d mic lidu gay doc vei chudt me, tue phoi nhiém toan than cao 

hon wai lan so vii mite phot nhiém dieu ti, 
Ezetimibe: 
Cac nghién city doc: tinh tnuting dién cla ezetimibe tan dong vat di zac dinh khing cd co quan dich d6i vii doc tinh, Tran 

chi ding ezetimibe trong 4 tuan (= 0,03 mg/kg/ngay). néng 6 cholesterol trong ti mat tang len 2,5 dén 3,5 lan. Tuy 
nhién, ghién ctu | nam trén cha ding lidu lan dén 300 mg/kg/ngay khang lam tang ty lé mac soi mat hoge cae tac dung 

kha tren gan mgt Tam quan trong cua nhitng dit ligu nay déi voi ngueti hién chya 10. Khéng thé loai trit nguy eo gay bénh 
lign quan dén diéu tr bang ezetimibe. 
E:etimibe khdng anh hutng dén kha nang sinh san cla chudt céing duc va cai, khdng gay quai thai d chudt céng hoae thd, 

cing nby khéng anh huding dén sy phat trién tutte va sau khi sinh, Ezetimibe qua duc hang rao nhau thai ¢ chudt cing 
mang thai va tho ding liéu lap lai 1000 mg/ko/ngay. Su dyng déng théi ezetimibe va lovastatin gay chét phai thai. 

QUY CACH BONG GOI 
Hip giay chira 3 wi (OPA/Al/PVC//Al) x 10 vién nang ceding cling ti huing dan sit dung thude. 

BIEU KIEN BAO QUAN 
Bio quan d nbiét dé dui 30°C. Gilt thude trong bao bi gac dé tranh anh sang va &m. 

HAN DUNG 
33 thang ké tr ngay san xuat. 

TIEU CHUAN CHAT LUONG 
Tiéu chuan co st. 

TEN VA DIA CHI CUA CO’SO SAN XUAT 
EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY 
Oa chy trv sé 1106 Budapest, Keresztiri it 30-38., Hungary 
Ba chy san aude: 9900 Karmend, Matyas kirdly ut 65., Hungary 
8 chi ding gi va xudt avoing: 1165 Budapest, Bokényféldi it 118-120., Hungary 
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