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Vién nang rosuvastatin / ezetimibe

¢ xa tam lay tré em
Boc ki hudng dan su dung trsde ki ding
Thude nédy chi ding theo don thudc

THANH PHAN CONG THUC THUGC

Thanh phéan hoat chat:

Vién nang L ipocomb 10 mgy/ 10 mg: MBi vién nang chira 10 mg rosuvastatin (dudi dang rosuvastatin zinc)

v 10 mg ezetimibe.

Vién nang {jpocomb 24 mgy/ 10 myg: M) vién nang chia 20 mg rosuvastatin (dui dang rosuvastatin zinc)

vir 10 mg ezetimibe.

Thanh phén ta dugc:

T3 duyte thude trong nang: Silicified microcrystalling cellulose (microcrystalline cellulose (E460) v colloidal anhydrous
silica (E551)), colloidal anhydrous silica (E551), magnesium stearate (£572), povidone (E1201), croscarmellose sodium
(E468), microcrystallina cellulose (E4B0), mannitol (E421), sodium lauritsulfate (E514). low-substituted hydeoxypropyl
cellulose (E463).

Vi nang:

Vién nang Lipocomb 10 mg//10 mg: .
Thén va ndp vo nang; Yellow iron oxide (E172), titanium dioxide (E171), gelatine |
Vién nang Lipocomb 20 mg/10 mg; '
Nép vé nang: Red iron oxide {E177), titanium dioxide (E171), yeliow iron axide (E172), gelatine
Thén wb nang: Yellow iron oxide (E172), titanium dioxide (E171), gelatine

DANG BAO CHE CUA THUGC

Vién nang citng

M ta:

Vign nang Lipocomdy 10 may' 10 mg: Vién nang clmg gelatin loai w dong Coni Snap, ¢ 0, than va na“? nang mau vang,
trong chifa 2 vién nén: 1 vién nén ezetimibe 10 mg hinh trdn, mau triing hogc gén nur irdng, mat phang, canh vat, ¢o k
¢hit E cach digu trén mat mgt ve ma B12 & mét con lgi; 1 vién nén rosuvastatin 10 mg hind ran, mau trang hode gan nhe
1ang, oo khac ky higu =4 mot mat, mét con lgi khong co vét khac.

Vién nang Lpocomé 20 mgy/10 mg: ién nang cimg gelatin logi t ddng Coni Snap, o6 0, nép nang mau caramel va tha
nang mau vang, bén trong chita 2 vién nén: | vién nén ezetimibe 10 mg hinh 1dn, mau trdng hode gén nhy tréing. a1
phang, canh vat, cd khac chiF E cach diéu trén mit mit va mé 612 @ mat con lai; 1 vién nén rosuvastatin 20 mg hinh (o
méu tréng hoac gdn nhie trifng, ¢ khac ky higu £ ¢ metmét, mat con lai khéng oo vét khi.
CHi DINH

Lipocomb duge chi dinh phBi hop véi ehé db an wong difu ti 1ing cholesterol méu nguyén phét edng nhy diéd] thay the
cho bizah nhan ngidi lon 03 duoc kiém soat tit khi ding ddng thii cac thuic thanh phén duti dang ché phdm riéng bigt
vifi cing mifc liéu o dang phii hgp. 'l

LIEU DUNG VA CACH DUNG ' ' | | '
Liéu ding: \
Lipocomb duge chi dinh cho hénh nhéh nguiri ldn tang cholesteral mau 2.7c kifm sodt bang oc
riéng biét vii céc mie liéu twong durong mie lidu dang phdi hop duge khuyén cao. \ :
Bénh nhan nén cd ché 4 4n it chét béo thich hop vA 1l tye duy 1 £ 5 &n nay trong qua winh diéu ] bang Lipocomb.
Ligu hang ngay dute khuyén céo | 1 vién nang ding cling hodc khéng cung thic an.
Lipocomb khing thich hap cho diéu tri khit @4u. Chi nén b3t d4u diéu = ~odc hiéu chinh liéu trong trutig hop cén thigt i
cdc thudc don thanh phan vé sau khi 43 xac dinh durge liéu thich hop. = 2 chuyén sang dang phéi hp cd dinh liéu v
mire lidu tudng dugng. 8
Vién nang Lipocomb 10 mg, 10 mgva 20 mg/ 10 mg khing thich hp 2 3éu tri cho bénh nhan cn mire ligu
40 mg rosuvastatin.

Nén duing Lipacomb tredic it nhét 2 gitr hodc sau it nhét £ gitr khi dng c2- thufic nhyra gan acid mat.

Tré em: i
B an todn va hidu qua cla Lipacomb & 18 em 4 18 2 ches duee w30 dinh. Cdc di ligu hign ¢4 duge mé 1a trang muyd-
Téc dung khiing mong muiin ciia thufic, D3¢ tinh dupt e hoc v 352 07 duge dgng hoe nhung khang oo khuyén céo
vé liéu hegn.
Nauint gié:
Liu khdi d4u 5 mg rosuvastatin dutre khuyn céo cho nguti gia >70 i (xem muc Canh bdo va than rong khi ding
thudic). Dang phéi hap khiing thich hap cha tri ligu khai d3u. Chi nén b3t £3u diéu 1ri hodc higu chinh ligu trong tueng hopt
cén thiét vifi cac thudc don thanh phan va sau khi 48 kac dinh dute iéu thich hp, cb the chuyn sang dang phii hop ¢ |
dinh ligu véti mire lidu trong dueng. ' -
Bénh nhan suy thin: :

Khéng cén thiét diéu chinh liéu cha nhitg bénh nhan suy than nhe dén trung binh.

Lidu khi d4u rosuvastatin & mg due khuy@n céo cho nhimg bénh nhén suy thin mifc dg vira (thanh thai creatinine
< B0 mL/phit). Dgng phdi hop cd dinh liu khang thich hap cho i ligu klull‘i'ij d4u. Nén bat ddu diéu ti hodc hidu chinh ié
vii cac dang ché pham don thanh phan. Chng chi dinh ding rosuvastatin cho bénh nhén suy than nang & (3t cd cac mig
liéu [xem myc Ching chi dinh vé Dac tinh duye dong hoc). I
Bénk nhan suy gan: " |
Khong can thiét diéu chinh liéu cho bénh nhén suy gan nhe (diém Child Pugh 5 dén 6). Khng khuyén céo sit dung
Lipocomb cho bénh nhan suy gan & mifc dd trung inh (diém Child Pugh 7 dén 8) hode mitc dd néng (digm Child Pugh >4
(Xem muc Canh bdo va than trong khi ding thude v Bic tinh duye ddng hoc). Chéng chi dinh ding Lipocomb cho bénh
nhén dang mac bénh gan tién wign {xem myc Chng chi dinh). |
Chiing tde: .
Néing di rosuvastatin trong tuén hoan tang 1én 43 dugc ghi nhén trén céc bénh nhan chau A {xem muyc Canh bao va thn
trong khi diing thudic va Bac tinh dure ddng hoc). Liéu khdi déu duge khuyén cdo cho binh nhan gc chau A la & mg. Daf
phéi hop ¢6 dinh liéu khéng thich hyp cho tri liéw khii d&u. Nén bt ddu st dung hodc diéu chinh liéu wén cac ché pham |
don thanh phén.
e hink gen;
Céc trsirng hop da hinh gen déc biét dugc bidt o thé dan dén tang ndng d0 rosuvastatin trong tudn hoén {xem muc Bic
tinh dugc dong hoc). Khuyén céo ding lidu hing nody Lipocomb thiip hom cho cac bénh nhén o da hinh gen dgc bigt nay
Ligu ding cho bénk nhan cd céc yéu t6 nguy o géy bénh co: -

Lidu khdi d4u khuyén céo cho banh nhan cé cdc y8u 18 nguy oo gdy bénh co'la § mg rosuvastatin {xem myc Canh bdo
vi than trng khi dlng thudc). Dang phdi hap cd dinh liéu khing thich hap cho tri liéu khai déu. Nan bat du sir dung hod
didu chinh liu teén cAc ché pham don thanh phén.
g trf két hop:

)

ché pham don thanh phin

diéu chinh liéu tén céc chi phém don thanh phén,

Didu 1ry két hap:

Rosuvastatin [a co cht e nhidu protein vin chuyén (nhi OATP181 va BCRP). Nguy corbénh Iy vé co (bao gbm tiéu

o van) 1ng Ién khi ding ding thisi Lipocomb viii mit s thudic o6 1he lam tang ning 63 rosuvastatin trang huyét thanh
do womg tac vii cac protein van chuyén nay (nhe ciclosporin vé mdt sd thudc ifc ché protease bao gdm cé dang két hop
ritonavie vifi atazanavir, lopinavir, vi/hodc tipranavir: tem muc Canh bén va thn trong khi diing thudc va mye Tuong tc,
weng ky cia thudc). Nén can nhic thay thé cdc logi thudic khéc ngay khi cd the va néu cdn thiét, can nhéc tam ngimg diéu
1ri bang Lipocomb. Trong trvimg htp khing thé 1rdnh dung ddng thir céc thudt nay vii Lipocomb, nén can nhdc ky loi ich
vé nguy oo cia viée ding 1hudc dbing thiri va didu chinh lidu cia rosuvastatin (xem muc Tuoing téc, tuong ky cla thudc).
Cach diing:

Diing thufc theo duime ufing.

Nén diing Lipocomb hang ngay vao cling mit thir diém, sir dyng thude cing hodc khdng cling thife &n.

Nén nudit nguyén cé vién nang vt mt chic nudc

CHONG CHi BINH

Chong chi dinh Lipocomb cho:

o bnh nhan man cam vai cac thanh phan hogt chat {rosuvastatin, ezetimibe) hode v bat ky thanh phén t@ duge néo o
thudc duc ligt ke trong myc Thanh phdn cong thise thude.

o binh nhian dang mac bénh gan tin wién bao gdm cd céc 1amg hop tang transaminase huyél thenh kéo dai va khing
1 nguyén nhdn va khi ndng df vansaminase huyét thanh tang han 3 in gidi han wén cla mifc binh thutg.

e phy nif cd thai vé cho con b, phu ni o khd ndng mang thai ma khiing ding cdc bién php tranh thai thich hgp.

» bénh nhan suy than ndng (thanh thai creatinin < 30 mL/phdt).

* hénh nhén ¢ méc bénh co.

» binh nhéin dang s dyng déng thi phéi hop sofoshuvir/velpatasvir/vor laprevir {xem muye Tirng téc ong ky cla
thudc)

= binn nhan dang sit dyng ciclosporin.

(Xem myc Canh bao v thdntrong khi diing thude, Teang tac wong ky clathu ic va Bie tinh duoe dang hoc),

CANH BAO VA THAN TRONG KHI DUNG THUGC

Cac phan (tng co hai nghiém trong trén da:

Cac phén (mg bt Igi nghiém trong trén da bao gém hii chimg Stevens-Johnsan (SJS) va phan ing thudc vai tang bach d

4i 10an v céc trigu chimg todn than (DRESS), co thé de doa dén tinh mang hojc gdy 1 vong, 4@ duge béa céo khi ding

rosuvastatin. Tai thii diém k& dan, bénh nhan cén duge thing béo vié cée déu hidu va tigu chimy cla phén ig nghiém

trong trén da v dugre theo i chijt che. NEu céc diu hidu vé riéu chimg che thay phan g nby xuudit hién, cén ngimg

sif dung Lipocomb ngay lap i va can nhdc mot 1 ligu khae thay th.

N bénh nhan da gap phai mgt phan img nghiém trong nhy SJS hoac DRESS khi sit dung Lipacamb, thi khng duge di#

u| Iai béing Lipacomb cho bénh nhan nay vio bt ki thii diém nio.

-,

TR TR

céan duge thong bao vé nguy co méc bénh co va duye yéu cdu bao cdo ngay néu gap bét o wigu chimg dau co, dau hode

yéu cokhdng ro nguyén nhdn (xem muc Téc dung khong mang mudn cla thudc).

Do néng do Creatine kinase:

Khing nén do ning 43 creatine kinase (CK) sau khi van ding géng sic hodc khi co sy hién dién cla m{t nguyén nhin nao

dé ¢6 the lam tang CK vi didu nay o6 1hé lam sai lch két qua.

Néu niing di CK tang cao dang ke tnric khi didu ui (lan hon 5 lén gioi han tén cla mie binh thumg) thi nén thyc hign mit

xét nghiém dé xéc dinh lai rong ving 57 ngéy. Néu xét nghiém lap lai xac dinh nfing d CK wetc khi didu t van lon hon

b 1éin gidi han trén cua mitc binh thutng thi khong nén didu 1 bang Lipocomb.

Truire khi diéu tri:

Giong nhu cac thudc te che men HMG CoA reductase khac, phai thén trong khi ding Lipecomb cho nhimg bénh nhén

od nguy oo bi bénh cor hodc tiéu covén. Cac nguy co nay bao gom:

* suy giam chire nang thén

* nhuge gidp

* (ién su ban than hodc tién st gia dinh mac bénh co di truyén;

« 1ién 5t bj bénh ca do ding cac thute (o ché men HMG-CoA reductase khac hoge fibrate;

* nghién ngu

« trén 70 i

* céc tinh trang ¢d thé gdy wéing ndng di thudc trong huyét reng (xem myc Baotinh duge ddng hoe)

® syt dyng dtng thi vin cac fibrate.

U nhitng bénh nhan nay, can phai cdn nhat gilta nguy co vé Iy ich cda viéc didu irj va can phai theo dai [am sang. Néu

ning da CK tang cao dang ké nedc kh diéu tri {in hon 5 lén gidi han wén cda mitc binh thudmg) thi khang nén diéu uj

bang Lipocomb,

Trong khi diéu tri:

{50 véu cdu bEnh nhén thong béo ngay khi cd dau oo, yifu ca hode clmg co ma khang gidi thich duye, déc bigt khi cd kém

w0 mat moi hoge sot. Nén do ndng do CK @ nhimg bénh nhan nay. Phai ngung rosuvastatin néu ning dg CK tang cao

&g << (15n han 5 1 gi6i han trén o mie bink thigng) hodc néu cae trigu chimg vé ca wdm trong va gay kha chiu hang
v 2 khi ndng @9 CK < 5 lan gid) han teén cia mic binh thutrg). Vige theo doi dinh ky niing 9 CK & ahimg bénh

33 co vifu chimg khéng dim bao phat hign bénh co.

8 ém o6 bao cao xdy ra bénh co hoi wf trung gian mign dich (Immune-Mediated Necrotising Myapathy - IMNM) trong

g sau khi diéu 1 bang statin (bao gom ca rosuvastatin]. IMNM véi biéu hign 13m sang 12 y8u co dii va co cénh tay,

Bng ndng 49 creating kinase huyel thenh, cdc triéu chiing néy van 1n 13 ngay ca khi 42 ngimg &y 1) bdng statin.

Tioag =2 thuf nghigm I&m séng, chuaied bing chimg vé ting dnh hudng trén co xuong tén mét s3 lwumg nhd banh nhan
118y 1) b2ng rosuvasTalin va diéu I @ng thai wii cae 1hudc khac. Tuy nhién, 1dng nguy o3 vigm oo va bénh co da dure ghi

nhién wEn bénh nhan dang ding cdc thudc (rc ché HMG-CoA reductase khac cing véi cac dan cht cda acid fibric bao gim

gemfibrozil, ciclosporin, acid nicotiniicac thufc i ndm nhom azole, cac thudc (c ché protease v cac khang sinh nhom

Em:ii Gemfibrozil [2m tang nguy & bi bénh co khi ding ddng thi véi mdt s thude i ché HMG CoA reductase. Do da,

@ibng khuyén céo ket hop Lipocomb 8 gemfibrozil. Nén than trong can nhat higy qué giam nong 40 lipid cis viéc phdi
Lipocomb vii céc fibrate hodc nigBin 5o v nguy oo cd the xay ra khi k&t hop cac thude ny.
Khéing st dyng Lipocomb cho bénh nlién b] bénh cap tinh, nghiém trgng nghi ngo lién quan d8n bénh co hodc 66 xu hutng
1ién trién thanh suy than thix phat dotiBu co vén (nhu nhiém khudn huyét, ha huyét ap, phau thudt kon, chén thuong, cac
i loan ndng vé chuy@n hoa, ndi 1ét vé chét dién gidi; hode cac con dgng kinh khing kiém sodt dugc).
Acid fusidic:
Khang dvgc st dyng déng thei Lipocomb v cac dang biao ché cia zcid fusidic 1 dyng toan than hoge trong vang 7 nggy
sau khi ngimg diéu 1ri bang acid fusidic, U nhitmg banh nhan can thiét phai si dyng acid fusidic tac dyng toan than, nén
ngung diéu i statintrong subt thei gian diéu 1 bing acid fusidic. 83 o bio choxdy ra tiéu oo vin (bao gdm mét s
g hgp W vang) & nhimg Bgnh nhan ding ddng thii eeid fusidic va céc statinxem mye Tung the, wang ky cia thudc).
Bénh nhén dugc khuyén nén dikham ngay wong tving hop oo bt ky iéu chimg yéu co hodc dau oo néo.
Ca thé b3t déu didu i Jai bng stann 7 ngay sau khi dung li2u acid fusidic cudi cling.
Trong tasimg hop déc bigt, khi cdn st dyng acid fusidic toan thn kéo dai nhy diu 1 cac nhigm khudn ndng, cén pha can
nhac si dyng ding thei Lipocomb vé: acid fusidic cho timg trudmg hop cu the va dudi sy giam sét y 18 chat ché.
Anh huimg trén gan:
Trong cée thr nghigm cd kiém sodt s dyng phdi hgp thudc & nhimg bénh nhn ding ezetimibe vifi mot statin, da ghi nhén
tnrirng hop tng ndng 49 ransaminase lién tép (= 3 1&n gioi han trén cla mic binh thutng).
Khuyen cao nén lam céc xét nghigm chitc ndng gan trude vé 3 thang sau khi bilt ddu diéu wi hing resuvastatin. Can ngung
hoge giam liéu rosuvastatin néy ndng 47 transaminase huyet thanh In han 3 1dn gidi han trén cua mic binh thitig.
U bénh nhan tang cholesterol mau thir phat do suy tuyén gidp hodc hn chitng thn hy, can diéu 1 cac bénh nay e khi
bt ddu diéu trj béng Lipocomb.
Do chua 1d cde téc dung co the xdyra khi nng do ezetimibe trong twén hoan tang lén & banh nhan suy gan mi d Trung
binh dén njng, khing khuyén cdo it dung Lipocomb cho céc bEnh nhén nay (xem myc BEc tinh duge dgng hoc).
Anh hutng trén thén:
Protein niéu, duge phathién bang que thir va co ngudn gac chi yéu tr Gng than, 88 duoc ghi nhdn & nhimg bénh nhan
diéu 1rf bang rosuvastatin liéu cao, dac bigt d liéu 40 mg, nhuing phén ki tinh vang nay thodng qua hode khang Y@y ra ién
tyc. Protein nidu chita dutte ching minh [ c6 thé dy dodn duye bénh than cap hodo tién rién (xam muyc Téc dung khiing
mong mudn cla thufic).
Ching tc:
Cac nghin iy dut diing hoc cua fosuvastatin cho thy ndng 49 thudc trang tfin hoan & nguii chau A cac hon so vl
noutri da trdng (xem myc Lidu ding Vi cach ding va muyc B&c tinh duge dong hoc). |
“Tac thuoe tc che protease: '
Tang néing dj) rosuvastatin trong tun hoéin da duwc ghi nhin 1én bénh nhan diing g this rosuvastarin vé céc thudc
it ché protease khac k8t hgp v ritonavir. Can nhat Igi ich cda viéc b lipid méu khi str dyng Lipacamb cho bgnh nhdn
HIV dang diing thudc tfc ché protease va kha nang ting ndng d0 rosuvastatin rong huygt wung khi bt ddu ding va ting
liéu rosuvastatin & bénh nhan difu i bang céc thudc Uc ché protease. Khang khuyén cdo st dung thudc dong thi vii md1
50 thud e ché pratease trir khi li8u eda Lipocomd duge diéu chinh (xem mye Lidu diing va cach ding va muc Tuong tc,
twong ky cla thudc)
Bénh phai ké:
Car tryma hop déc biét cla bénh phoi k& da dugc bao cdo v mit s8 statin, ddc bigekhi diéu vj déi ngay (xem muye Tac
duyng khng mong mutin cia thudc). Cée bieu hién cd th bao gdm kha the, ha khan va suy giam sitc khde (mét mdi, giam
cén v sdtl. Trong timg hop nghi gl bénh nhan bj bénh phiii k&, nén ngimg didu i bang statin,
Dai thao duing:
| Mét s6 biing chimg cho théy céc statin [m ting glucose méu v trén mt 6 binh nhén cb nguy co'cao bj dai théo durimg,
 thudic ciing e thé g8y ting ndng di glucase mau x ¢4 trén bénh nhén déi thao duirmg due kigm sodt b Tuy nhién, I
ich clia gidm nguy oo tim mach cia cdc statin vt i han va do dd khang cd [ do phai ngimg diéu 1) béing statin. Bénh
hén 06 nguy o (ndng 6 glucose ic d6i 5,6 dén 8.9 mmal/L, chi s khdi ca thé (BMI) > 30 kg/m2, 1ang triglycerid, tng
huy@t &p) nén duye theo d6i 2 tén 1Am sang va cac xét nghigm sinh hoa theo céc hudng dan qudc gia.
Trong nghién ciru JUPITER, t4n suét bi déi théo Buing duge ghi nhan 13 2,8% d nhom diing rosuvastatin va 2,3% ¢ nhom
\ dung g3 drge, hdu hét o bénh nhén cd glucose e ddi 1if 5,6 dén 6.9 mmol/L.
ac fibrate:
i an 103N va hify qua cla ezetimibe khi ding cing i cée fibrate cha duge xac dinh.
Néu nghi ngér cd sfi mét & bénh nhan dang ding Lipocomb vé fenofibrate, £dn kiém tra ti mAt va ngung diéu 1r] (xem muc
Tuwng tac, wong ky cla thudc).
Cac thudc chong ding méau:
Nu Lipocomb duge diing cing warfarin, ¢ac thude ching ding nhdm coumarin khde hode fluindione, ty sudt binh thuimg
héa quiic t& (INR) nén duge theo dai mit céch thich hop (xem myc Tuong téc. wong ky cia thufic).
Ciclosporin:
Xem muc Chéng chi dinh v& myc Tirong tac, tuong ky cda thudc.
Tré em:
B9 an toan v hiu qua clia Linocamb khi diing cho tré em dudi 18 tudi chira due xée dinh, do d6 khong khuyén cio ding
thudc cho nhiing bénh nhén nay.
Bénh gan va ruvu:
Can than wong khi diing Lipacomb eho bénh nhan udng nhigu rigu va/ hogc cb 1ién st mac bénh gan.
Sodium:
Thudc nay chita it hon 1 mmol sodium |23 mg) wong méi vién nang, cd thé duge cd k3 “khang chira sodium™
SU' DUNG THUGC CHO PHU NI CO THAI VA CHO CON BU
Ching chi dinh ding Lipocomb cha phy ni cd thai vé cha con bi.
Phu a c6 kha néing cb thai cén ding cac bién phap trénh thai thich hgp.,
Phu nif cd thai:
fosuvastatin: I
Vi cholesterol va céc sén phdm clia sy sinh tdng hap cholesterol [a c4n thit cha syphét mién cda thai nhi, nén nguy
o0 ¢ 1he xdy ra tir vige ¢c ché men HMGLoA reductase wynt qud loi ich ctia vige dibu t khi cd thai. Cée nghién cifu tén
ding vat cho thay biang chitng c6 giti han vé ddc tinh trén sy sinh sén (xem muc Dilliéu an toan tién lam sang). Néu bgnh
nhén co thai trang khi dang diing Lipocomb, phéi ngung s dyng thude ngay l§p 1l
| Eretimibe: i
Chira co cac dif liu lm sang vé vie st dyng ezetimibe trong thai ky.
Cée nohién ci wén dong vat vé viee si dung ezetimibe don dgc cho thdy khang cahéing chimg vé téc dfng cd hai tryc
| 1iép hoac gidn tigp ddn qué winh mang thai, s phat tridn cia bio thai, qu tinh sifh 8é hode phat mién sau sinh {xem
muyc Dix liéu an toan tién lam sang.
Phu nit cho con bi:
Rosuvastatin:
Rosuvastatin dutye tiét vao sita cia chudt. Chua cd dir lig vé vide thudc duge 1ié1 vao stz ngudi me (xem myc Ching chi
dinh).
Ezetimibe:
C4c nghién ety trén chudt cho thiy ezetimibe duc tiét vao sita chudt me. Chua bidt ligu ezetimibe cd durve 1iét vao sira
noguii me hay khiing:

Anh hutimg trén hé co xuong:
Anh huting trén hé co xumg nhu dau ca, bénh o va hiém gap hon (4 tigu e vin da duyc ghi nhén tén nhimg bénh nhir
difu 1r) bang rosuvastatin ¢ 181 c cc mic liéw va d3e bigt vii lidu 1gn hon 20 mg.
Cac tnrimg hop bénh oo vé téu oo van da duvc ghi nhén trong céc theo di sau khi due ezetimibe ra thi nng. Tuy nhiér
tiAu ot vn rat hism xay ra khi ding don i liéu véi ezetimibe vé rét him xdy ra khi ding dong thi ezetimibe vin cac thu
khéc @ duc biét lam téng nguy oo tiéu co vén. Trong nding hap nghi ngérbi binh ce dya wén cée tngu chimg @ oo hodc
dugc khdng dinh bdi ndng 06 creatine kinase, bénh nhén can ngimg diing ngay ezetimibe, bt ky statin nao va bat ky thu
ndo lién quan d8n tang nguy €o tidu co van ma bénh nhan dang st dyng ddng this. Tt ca cac bénh nhdn bt ddu didu 1r

-

Anh huting dén khé néing sinh san:

Chua ca dif lidu 14m séng vé dnh hudng cla ezetimibe dén khd nng sinh sén cla moui. Ezetimibe khdng gdy énh hudng
dén kha ndng sinh sén cda chudt dyc hode chudt céi (xem myc Dif liéu an toan tién idm sang).

ANH HUGNG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY MGC

Lipocomb khng pay anh hudng dang ké d8n khé niing Iéi xe v van hanh méy moe. Céc nghién ciru vé dnh hudng clia
rosuvastatin vd/ hodc ezetimibe dén kha ndng 14 xe va vin hanh méay moc chua duge tién hanh. Tuy nhién, khi 14 xe hodc
viin hanh may mac nén luu ¥ réng chéng mét co té xay ra trong this gian diu 1.



——————————
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Ciclosporm:

Khi diing déing this rosuvastatin v ciclosporin, gid trj AUC cUa rosuvastatin cao gap trung binh 7 1an so viri 11 56 néy

& nguii tinh nguyén khée manh (xem myc Ching chi dinh).

Sir dyng ddng thin rosuwastatin vé ciclosporin khing lam dnh huting dén ning dg ciclosporin trong huyét tung.

Chilng chi dinh st dyng dong thii Lipocomb vé ciclosponin (sem muc Chang chi dinh),

Trong mt nghién ciu vé B bénh nhan sau cdy ghép thin cd thanh thi creatining > 50 mL/phut dung ciclosporin ligu
on dinh, mat liéu 10 mg ezetimibe don lm tang AUC ezetimibe trung binh 3,4 Hn {tir 2.3 dén 7,9 I4n) so vt nhom ddi
ichimg khoe manh, diing ezetimibe dom dc 1 mat nghign ot khae (n = 17). Trong mét nghién cttu khae, mot bénh nhén
¢y ghip thin bi suy thia néng dang ding ciclosparin va nhiéu thudic khdc, cho théy cd sif tang tiép xic voi ezelimibe
gdn 12 In so vl nhdm ddi chimg chi ding ezetimibe don die. Trang mét nghign citu chéo hai giai doan & 12 nguin khde
manh, diing 20 mg ezetimibe mii ngay trong B ngay vis mgt héu don 100 mg ciclosporin vao ngay th 7 Bm gia téng
trung binh 15% AUC cda ticlosporin (rong khodng 1 giam 10% d&n tang 51%) so vl lieu don 100 mg ciclosporin. Chira
o nghién ¢l e kitm sodt vé dnh hudng d&n mic 1iép xic ciclosparin & bénh nhén cdy ghép than khi st dung ding thii
Wil ezetimibe.

Cic phai hop thude khing duve khuyén edo:

Cide thude irc ché protease:

Mic: dii eor chiél wmg téc chinh e chia dure bigt i, st dung dong thir thuffe nay va thudc tre eh@ protease cd the am
la'ng mifc d tép xic véi rosuvastatin (xem mye Tumg téc, wong ky cda thudc). Trong mt nghién citu dyce dong hoc,

81 dung dung thefi 10 my rosuvastatin vé mit thudc két hgp cla hai chdt o ché protease {300 mg atazanavir / 100 mg
titanavir) & nguis tinh ngu'g'cn khde manh 1am tang gid 1 ALC va Crox trng ting xéip xi 3 tn va 7 1dn. St dung dunc
thei rosuvastatin va mt s0 thufc (o ché protease c thé dre xem yét sau khi can nhic cén thén vige didu chinh ligu

Két qua ut |th nghlgm i wfm va in o chlrng 10 rng rosuvastatin khiing phai [ chat c ch hode cam (mg Isoenzym
eytochrome PASD. Hom nira, rosuvastatin & mit chét nén yéu cho cac enzym nay. Do d6, khing ca nfng téc thudc

dd st chuyén héa qua trung gian cytochrome PA50. Kndng ghi nhén od wweng 1 dang ké v& mat 1am sang gita
resuvastatin v fluconazols jchét (e ché CYPZCA va CYP3AA) hode ketaconazale (chét (e ché CYP2AB va CYP3A4]

Sit dyng diing th itraconazole Ich5| (e ché CYP3A4) va rosuvastatin 1am ting 28% AUC cia rosuvastatin. Sy 1éng

nay khiing duge xem I co § nghia vé mat ldm sang. Do d6, khing e wung tdc thude do sy chuy@n hia qua trung gian
cytochrome P450.

Cic nghiéin ciku tién [am sang cho thay ezetimibe khing géy ra cdm tng enzym chuyén haa cytochrome P450. Khong quan
sét thily céc twung tae duge dong dang kE wén |5m sang gilta ezetimibe v cac thude due chuyén hoa bii cdc cytochromes
P50 142, 206, 2C8, 209 va 3Ad, hodic N-aceryliransierase.

Gic cha dii .m&arrg vitamin K:

(ing nhur cic chit ife chi men HMG.CoA reductase khac. khi bit G8u diu trj hode tang liéu rosuvastatin ¢ bénh nhan
déu i ding thii vii cac chét ﬁm khang witamin K {nhu warfarin huar thudc ching ddng coumatin khacl ¢d thé lam téng
1} 53 INF. Naung ding hodc gidm liéu rosuvastatin o ihé lam giam INR. Trong nhimg trudng hyp nay, can theo doi i

s INR

S dung ddng thai ezetimibe (10 mg 1 in mdi ngéy) khding énh huimg dé&n sinh kha dung cua warlarin va thii gian
frothrambin trong mut nghién civu duge tén hanh wén 12 nam gifi rudny thanh khde manh. Tuy nhidn, 43 cd bdo cao sau
I hianh vé tang tri 58 INR & nhimg bénh nhén sir dyng dng thid ezemibe va warfarin hoac fluindione. Néu Lipocomb
g st dyng déng thin v warfarin, mot thudic ehéing ddng méu coumarin khéc hoéic fuindione, phéi thea il trj sd INR
mit cach thich hop (xem muc Canh bdo va théan trgng khi diing thude).

Heagreior:

Ticagrelar cd thé dnh huting dén sif bai 1ét qua thiin cia rosuvastatin, lam 1ing nguy o tich 1y rasuvastatin, Méc d i
thé chinh xdc chifa ﬁm:mhrﬁl rhime trona mit s 1eing hop, vise sk dyng ddng thir ticagrelor va rosuvastatin dén dén

rasuvastatin dya v mire ¢4 gia tng dy kidn mirs tdp xic vl rosuvastatin (xem muc Liéu ding va céch ding, Canh bao
vb thén trong khi ding thutc va mye Tuong téc, wimg ky ela thudc). Dang phai hap néy Khang thich hop cho trj ligu khii
diu. Bidu tri kha déu hodc didu chinh lidu néu cén thiét chi nén ding céc thudc rosuvastatin va ezetimibe riéng bigt va sau
khi i thidt 1p duge lidu phi hap o6 thé chuyén sang dang thutic phiil hop o8 dinh lidu e6 ham lirgng thich hgp.

Lo thudie te ché protein vin chuyén.

Rosuvastatin |a chitnén cla mt si protein win chuyén bao gém OATP1B1 va BCRP. Sir dung déng thi Lipocomb vdi
vc thudc (e ché cdc protein v chuyén nay cd thé Fam ting ning a6 rosuvastatin trong huyét ttng va tam tang nguy
oo bisnh o (xem myc Lidu ding va cach dung, Canh bao va thin uong khi ding thuc va myc Tuong téc, wong ky cla

thudc).
Gemtbrazil i cde thude hia lid khadc:

Sit dyng dding thiri rosuvastatin vi gemfibrozil Bm 1ang gdp 2 80 ce chl 6 Cuee v8 AUC elia rosuvastatin (xem myc Canh
bido vé théin trong khi ding thufic). Nhitng stidu nghién ciru vl uning 1 thude cho théy msuvastatin khiing cd weng téc
duge d8ng hoe vii fenofibrate, tuy nhifin 6 thé cd uong tde duge e hoe,
Gembbroail, fenofibrate. cée fibrate khac va ligu [am gidm lipid (21 g/ngéy) cia niacin (acid nicotinic) vé colehicin am
1ang nouy oo bi bgnh cr khi ding (Hfing thir viri céc thude e ché men HMGCoA reductase, cd thé [ do cac thude nay

cd thé ody bénh ot khi dung riéng 1. Nhimg bénh nhéin néy cang nén bt déu vi léu 5 mg rosuvastatin,

(Fbénh nhan dung fenofibrate va eaetimibe, béc 57 cdn phéi chi  dén rtgu',rmcfn thé géy s01 mat va bénh tii mit (xem
mpe Canh béo va thiin trong khi diing thutva Tac dyng khing mong mudn cta thudc). Néu nghi ngir ed soi mat @ bénh
nién dano tiung L;pucnmh vé fenofibrate, clin kidm tra i mét va ngumg didu i (xem mye Téc dyng khing mong mudn
clg 1hun-} Sit dyng ddng thai vii fenofibrate hodc gemfibrozil ldm tang nhe ndng dg ezetimibe (weng trng khodng

15vé 1,7 lén). Chua e nghién cinu vé s dung ddng thii ezetimibe vii céc fibrate khac, Cac fibrate od thé lam tang thai
wt cholgstarol vao mit, dan dén binhisor mét Trong cae nghién ot wén dhng vi, dorki ezetimibe lam 1@ng niing

d) cholesterol trang 1 mAt, nhumg khing phaixéy ra d 18t & cac loai (xem myc DIt ligu an toan tién im sang). Khing loai
rir nguy co gdy ra i sdc 16 lin quan dén vide diéu 11 bang ezetimibe.

Avid fusidse:

Géc nghién cifu vé 1ong téc gilta rosuvastatin va acid fusidic chua duge tién hanh. Nguy co bgnh oo bao gom ¢4 tiéu
&t véin ¢ thé 1ang Ién khi diing déng thisi acid fusidic téc dyng toan than vii cac statin. Cr ché cla twomy tac nay (vé duge
lie hoe hay due ding hoc, hoac ca hail wén chue duye bigt Ba of bdo cdo vé hién wong tiéu ¢ vén (bao gdm mat vai

trimg hop 1lr vong) & bénh nhén st dung két hap céc thutc nay.

NEu cén thiét phéi didu uj bdng zcid fusidic e dyng 10an thn, nén ngung ding rosuvastatin trong sudt thi gian diéu i
#5ng aeid fusidic, Xem thém muc Canh bao va thén tang khi ding thudc.

Cac twong tac khac:
T khdng avid:

Diing déing thiti resuvastatin visi mit hdn dich khéng acid cd chira nhim v magnesi hydroxyd [3m giém khodng 50%

Mdng df rosuvastatin trong huyst namg. Khi uing thudc khdng acid céch 2 gitr sau khi ding rosuvastatin thi ning dg

rosuvastatin trang huyét irng sé gidm it hon. Mdi wvmg quan vé mét [am sang cla wong tée ndy van chia due bist 0
Sir dyng thudc khéng acid [8m gidm 1) 18 ap thu eda e2etimibe nhimg khing anh hugng dén sinh kha dyng cia ezetimibe.

Sy gidm ty 18 hép thu néy dirge coi 1 khing géy dnh huting déng k& trén lam sing.

Erythramyein:

Diing diing thifi rasuvastatin va erythromyein am giam 20% AUCs: v 30% Cra clia rosuvastatin. Tuong téc nay cd the [

o erythromyein Fam téng nhu djng rudt.
Enzym cytachrame P45G:

Ket qua 1y thef nghiém i wifro v i vive chimg 10 tiing rosuvastatin khiing phai i ché (e ché hodc cam (ng iscenzym
cvtnnhrmme PAN. Hn nita, msuvastatin | mit chiit nén viu cho cdc enzvm név. Do dé. khéna cd nmna tée thule

@am chifc néng than, tng ndng 86 CPK vé tiéu oo van.

Thudc trdmh that dang wing/ Ligu phdp thay thé hormen:

{ing ddng thin rosuvastatin véi thudc trénh thei dang ving lm tang 26% AUC cla mhmylnesuadml va 34% AUC cua
pargestrel. Nén htu ¥ dén mic tang nding dd cde thét néy trong huyét riong khi chon thudcngia thai dang uung Chus

¢ di [igu duye dding hoe irén nhimg bénh nhan diing dng théi rosuvastatin va ligu phép thay thé hormon va vi vy khing

1hé logi 1t khd ndng cd énh hmmg wong 1. Tuy nhién

sit kéit hop 42 due st dung rding 131 @ phy nir trong e thir nghigm

lim sang va d3 dure dung nap tdt.
fosc nghlen ciu womg tc thudic trén 1Am sang, ezetimibe khing anh huting dén duye ddng hoc ciia cée thudc wrdnh thai
t&ng udng (ethinyl estradiol va levonorgestrel).

gr’ﬂfrﬂ&mﬁhﬂ
dyng ddng thii colestyramine [m giam didn tich do

6 durtmg cong (AUC) trung binh claezetimibe .(mg lezetimibe

& ezetimibe lién hgp glucuronide) khodng 55%. Tac dung ha cholesterol lipoprotein t trong thép (LDLC) c6 thé bi giam

dc stati:

EQJ sir dyng ezetimibe dfing thiri véi colestyramine (xem myc Ligu ding va céch ding).

¥hiing o6 g tac dugc dong déng ke vé mat [dm séng khi ding ddng thii ezetimibe vii atorvastatin, simvastatin,
gravastatin, lovastatin, fluvastatin hodc rosuvastatin.

Lac thudt khdc: | )
Difa wén céc dirlidu nghién eiru vé womg téc thubc che thiy khiing co wong tac dang ke vé mat lam sang khi ding chung
risuvastatin voi digoxin.

Trong cac nghién el twong tac thude wén [am sang, ezetimibe khong anh huang dén duoe ding hoc cia dapsone,
rexrometharphan, digoxin, glipizide, wlbutamide hoge midazolam khi st dung ddng thi. Khi st dung ddng then wi
pretimibie, cimetiding khang gdy anh huting dén sinh kha dyng cda ezetimibe.

Céc trong téc doi hoi phai digu chinh lidu rosuvastatin (xem Bang 1 sau):

Cin diéu chinh liéu rosuvastatin néu rosuvastatin duye sif dyng ddng thin vl cac thude gdy tang mire tiép xic v
tesuvastatn, Nen dung liéu khor dau 5 mg rosuvasiatn mit ln moi ngay néu mire phei ni&m (AUC) dy kién tang = 2 fan.
Léu t6i da hang ngiy eila rosuvastatin phai dure digu chinh sao cho mic 1iép xe dy kiéncia rosuvastatin khong v
qud li2u 40 mg rosuvastatin hang ngay khi khdng cf téc nhdn géy wwng tac, vi du 20 mg rosuvastatin vin gemfibrozl
(ting 1,9 lin) va 10 my rosuvastatin viii chi pham kit hgp atazanawrfrulunavn((z‘tng 3.1 lén).

Néu quan sdt thay mit thudc Bm ting AUC eda rosuvastatin dundi 2 n, thi khang can giam liéu kidi ddu nhung nén thén
upng néu 1ng héu rosuvastatn wén 20 mg.

Bang 1: Anh hwtng ciia thudc két hap doi vii mirc tigp xic vai rosuvastatin (AUC; theo thit ty giam

@an) tir cac nghién ciru lam sang.

AUC ciia rosuvastatin ting gap 2 Iin hodc han 2 lan

Ché dﬁ ligu ctia cac thudc tuwng tac Ché df lidu cia Thay ddi AUC clia
rosuvastatin rosuvastatin *

Sofoshuwir/velpatasvir/voxilaprevir (400 mg-100 me- 10 mg liéu duy phat t 741dn

100 mg) + Voxilaprevir (100 mg) ngay 1 18n, 15 ngay

Ciclosporin 75 mg ngay 2 fan dén 200 mg ngay 2 (n, 10 mg ngay 1 1n, 10 ngay ¢ 7.1 Idn

6 1t ang

Darolutamide 80D my ngay 2 tn, 5 ngay 5 ma liéu duy nht + 5.2 14n Sif thay ddli bidu thy hcri % biBu thj sy thay ﬂﬁ'\! wong i tinh theo % so wit s dung rosuvastatin don doe
= Tang bidu thi bdi "¢, giém bidu thi bdi “}".
Regorafenib 160 mg ngay 1 I3n, 14 ngay 5 g liéu duy nht 1 3.8 14n "t;‘!:;g:tlﬁ;sanlnghlan gty twong 1ac 43 duge the hidn wii céc liéw rosuvastatin khéc nhau, bang nay cho théy cae ty I quan
= I - T g . 4 ’ R AUC = dién tich duti duing cong
Atazanavir 300 mg/ritonavir 100 mg ngay 1an, 8 ngay 10 mg. iéu duy nhat 131 s Céc thudc/ phii hop sau day khang cé dnh hung dang ka vé mét lm sang d8i vai ty 1§ AUC cia rasuvastatin khi ding
. ; Lo 4k § ; b e b . diing thii:
Simeprevir 150 mg ngay 1 ldn, 7 ngdy 10 mg. liéu duy nhat tZ8an Aleglitazar 0,3 mg dilng trong 7 ngay; fenofibrate 67 mg ngéy 3 1dn tong 7 ngdy; fluconazole 200 mg nga]r 1 14n trong
; o a i ] . o . 11 ngay; insammemwr 700 ma/manavir 100 mg ngay 2 kin trong 8 ngay: katoconazole 200 mg ngdy 2 1dn wong 7 ngay:
Velpatasvir 100 mg ngay 1 lan 10 mg, liéu duy nhat t 2.7 lan rifampin 460 my ngay 1 lén wrong 7 ngay; silymarin 140 mg ngay 3 Ién vong 5 ngay.

o I e : a 2 7 Dang phéi hyp nay khing thich bop cho tr ligu khii dau. Didu tr khi dau hode diéu chin liu néu cén thiét chi nén ding
Bmi}ftasEn 25 mg/ paritaprevir 1ﬁ|{l mg,: RIEGI‘IEV!T 100mg | 5mg, liéu duy nhat t 2,6 fan céc thufic rosuvastatin va ezetmibe riéng bit va sau khi g thiét 1ap duge liéu phis hgp oo the chuyén sang dang thude
ngay 1 lan/ dasabuvir 400 mg ngédy 2 [an, 14 ngay phii hp cd dinh liéu £o ham lugng thich hop.

Grazoprevir 200 my/ elbasvir 5 ay 114n, 11 nga 10 mg, lié it 313 TR
previr 200 mg/ elbasvir 50 mg ngay 1 1én, 11 ngay 10 mg, ligu duy nhét t231En Khiing ap dung
. ] . R N " TAC DUNG KHONG MONG MUGN CUA THUGC
l?lecqpmvrr 400 mg/ pibrentasvir 120 mg ngay 1 lan, 5 mg ngay 1 lan, 7 ngay $ 2.2 ian Tom 18t iauan ton Gén fam sing
ngay Cae tac dyng khing mang mudn cia rosuvastatin thuing nhe va thodng qua. Trong cac thit nghigm 1m sang €8 46 ching
o B e SR [ P 7 o i 4% biénh nhan ding rosuvastatin phai ngung thude do cdc téc l:lxmu khéng mong mudn,
opinavir 400 mg/ritonavir 100 mg ngay 2 lan, 17 ngay 20 mg ngay 1 fan, 7 ngay t 21 lan Trong céc ngfién ey lam sng kéo dai dn 112 wén, ezerimibe 10 mg mdi ngdy ditge diing don dic ¢ 2396 bénh nhén,
, " 4 ; = > i hodc vl statin @ 11308 bénh nhan hodc v fénafibrate & 185 banh nhan. Cc phan tmy bat lgi [huqu nhe vé thoang
Clopidogrel 300 mg liéu ban déu, sau do 75 mg sau 24 gid | 20 mg, lidu duy nhét ¢ 2 ldn qua. Ti 1& chung cfia céc téc dung khang mong mudn 14 wng duong nhau giiza ezetimibe v gia duge. Tuong 1 nher vy,
. T ty 18 ngung diing thudc do cac phan ing bt loi 13 weng duong nhau gida ezetimibe v gié dure.
AUC cua rosuvastatin tang it hon 2 1an | Theo s ligu hién 6, 1200 binh nhan 83 dung phdi hop rosuvastatin va ezeximibe tron céc nghién cii lm sang. Theo
L AP . héo ¢4 trong tai libu #d cng bé, cAc téc dyng khiing mang mudn thifing g&p nhat lién quan dén diéu i phdi hep
Ché dd liéu ctia cac thuac tuong tac Ché do ligu cla Thay doi AUC cua rosuvastatin-ezetimibe @ bnh nhan 1Ang cholesterol méu 13 tng rransaminase gan, cac van 0 vé tigu hda vé dau co. Diy
rosuvastatin rosuvastatin * |3 nhitng t4c dyng khong mong mudn 43 duyc biét cla céc hoat chat. Tuy ahién, khﬁng thé loai trir urng tac duie ding

_ hoe gilta rosuvestatin v ezetimibe, lién quan dén cac téc dyng khang mong mudn (xem myc B4c tinh duge ddng hoc).

Gemfibrozil 600 mg ngay 2 1dn. 7 ngay 80 mg, liéu duy nhét t 1.914n Béng céc téc dung khng mong mudn:
Tén sudt xudt hién cdc tdc dyng khong mong muiin due $3p xép theo quy Ui sau: Thutimg gép (21/100 dén cl/lﬁl
Elrombopag 75 mg ngay 1 14n. 5 ngay 10 ma, |,§U duy nhﬁ! + 1.6 l4n it géip (21,1000 dén <1/100); hiém gap (21710000 dén <1/1000}; rdt higm g3p {<1/10000); khing biét tén suét
- (khding e Tinh dure 1 cac dir liéu hign cd).
Darunavir 600 mog/ritonavir 100 mg ngay 2 1an, 7 noay 10 mg ngay ! lén, 7 ngay t 1.51dn
: : SR e . : : - : Phén nhém theo hé Thuimggap  itgd Hiémgap Rathigm |Khong bigt tan sudt
Tipranavir 500 mg/ritonavir 200 mg ngay 2 lan, 11 ngay 10 my, liéu duy nhét t 1.4 1an co quan Memmhg e ’ gép
Dronedarone 400 mg ngay 2 lén ang c6 Al lie t 1413 .
g ngay Khiing e dr ligu t 1.4 an ROl logn méu v h Gidm 1ié Gidm tifu chu3
liraconazole 200 mg ngay 1 [dn, 5 ngay 10 mg, fiéu duy nht t 14140 bach huyét g
i o Réi loan hd midn Céc phan img | (ua mén bao gbm phét
AUC cua rosuvastatin giam dich qua mén bao ban, ngira, ndi mé day, sic
o ga i 9 § im ca phil ha éa umach3
Ché d§ liéu cia cac thudc trong tac Ché dé lidu cha Thay ddi AUC ciia %Th:?a phi  |phén v vé ph
rosuvastatin rosuvastatin * 3 '
Réi loan noi tist  déi thio
Erythromycin 500 mg ngay 4 lén, 7 ngay 80 mg, liéu duy nhét 4 20% dutmg". 2
Baicalin 50 mg ngay 314n, 14 ng3 | 3 IF R loan dinh Giam cam giac
g ngay jay 20 mg, liéu duy nhat § 47% Avtes Vi ey o it
R e R b L ook M 1 , ) hoa '
*Sif thay ddi biéu 1hj bdi x lan thé hién 1y Ié thay ddi cia viée sit dyng ddng thit va vige st dyng rosuvastatin don déc. T } -
Sit tha\rgﬁm biéu thi boi % bidu th sy thay ddi twang ddi tinh theo % so vin sit dyng rosuvastatin don dic Rdi loan tém than Trm cam?.3
Tang biéu thi bi “1”, giam bidu th béi 4" : s 9 i (A T ;
e g , ' Roiloan hé thdn  dau ddu? 3 Di cim3 da day thin | Bénh Iy than kinh ngogi
* Mot 59 nghién cuu trong tac 68 dutc thL_m hién vai cac liéu rosuvastatin khdc nhau, bang nay cho thay cac ty Ié quan ,i,“,“ i |chéng mét2 kinh?, bigin?
EEFI‘:U ":j'%‘- chdottig mat tri nhd?  |Rdi logn gidc ngu
= dign tich duwn duting cong ! (bao gm mét ngd
Cae thude/ phéi hap sau déy khang co anh hutng dang k& vé mat [am sang déi véi 1y 16 AUC cua rosuvastatin khi ding .'"E g’“ mf’f‘%p
diing thir: chdng mat |
Aleglitazar 0.3 mg diing rong 7 ngay; fenofibrate B?‘m-g ngay 3 lén wong 7 ngay; fluconazole 200 mg ngay | lan trong R@i loan mach Ndng bimg?:
1_1 nyay; fosamprenavir 700 my/ritonavir 100 mg ngay 2 I4n wong & ngay; ketoconazole 200 mg ngay 2 1én trong 7 ngdy: tang huyét &p3
rifampin 45[? mg ngdy 1 I&n trong 7 noay; silymarin 140 mg ngay 3 lan trong § ngay. " E
D?“@ phai hp ndy khong thich hyp cho 1 ligu khdi dau. Bigu m khi déu hode diéu chinh liu ndu can thiét chi nén ding Rai logn hd hap, hiod hot, L
céc thudc rosuvastatin v ezetimibe riéng biét vé sau khi da thidt 13p duoc lidu phi hop co thé chuyén sang dang thudc B'g il kho th?
phidi hp c dinh éu cd ham lugng thich hp. th
Tinh tuvng ky:
Khing dp dung
TAC DUNG KHONG MONG MUGN CUA THUGC
Tam tét di liéu an todn tién [Am sang:
t?c 1:3‘;' dung khing mong mudn cla rosuvastatin thuirng nhe va thodng qua. Trang céc thit nghiém Iam séng 6 d8i chime,
ed dudi 4% beénh nhén diing rosuvastatin phéi ngung thude do céc tée dung khing mong mudn.
Trong céc nghién el 13m sang kéo dai dén 112 tudn. ezetimibe 10 mg méi ngdy ditae ding den die & 2396 hénh nhin,

*Syt thay d6i bibu thi bdi x [dn 1he hign 1y 18 thay A6 wia vige si dyng G6ng thal va viée it dyng rosuvastatin don dic.




1Tan sudt phy thudc vao sy ¢d mat hodc vang matyéu 10 aguy co (glucose méu lic ddi = 5,6 mmol/L, BMI = 30kg/mZ,
TRHtHS /AT 0.2l rj“baél CW rosuvastatin,
Eﬁm} VE pﬂanmﬁi uiﬂma rosuvastatin dya tréin dir ligu 1 cac nghién cifu lam sang va kinh nghiém sau khi dura

thudc ra thi tring.

3 Céc phén (mg bat lgi duye quan sat thdy rong cac nghién ci [Am sang cla ezetimibe (o 1 ligu hode diing ddng thai

vl statin) hoge ezetimibe dugc duge ghi nhan khi dua thudc ra thi truang, ding don ddc hodc phéi hop vai statin. Cac phén

g bét Igi da due quan sat thdy @ nhimg hénh nhéan duge diéu trj béng ezetimibe (n = 2396) va v 1) I bién cd cao

hen sa v gid duge (n = 1159) hodc d nhimg bénh nhdn dvae didu 1ri bang ezetimibe két hop vir statin (n = 11308) va vir

ty I& bign cd cao hon so véi chi ding statin (n = 9361). Cac phan (g bét Iy sau ki dvz thude ra thi tuing dute ghi nhén

tif cac béo cdo st dyng ezetimibe don doc hodc két hgp vai statin,

Tung ty céc thude te ché HMGCoA reductase, 18n suat xudt hign céc 1ac dyng khéng mang mudn cd xu hidng phy thuge

liéu,

Anh hutrng trén than:

Protein nigu, duge xdc dinh bang que thir va hdu hét o ngudn gic dng than, & duge ghi nhan o banh nhan diéu 1 bing

rosuvastatin. Sif thay ddi protein niéu tir khang c6 hodc vét dén ++ hodc nhiéu hon deoc ghi nhin <1% bénh nhan vao céc

thii diém trong qud trinh difu 1 véi liéu 10 va 20 mg va & khodng 3% banh nhan diby i vii lidu 40 mg. Sy thay ddi nhe

tir khoing ¢ protein niéu hodc vét sang + duge ghi nhan vifi liéu 20 mg. Trong hdu hét cac vy hop, protein nigu gidm

hodic hét mit céch ug nhién khi i8p e didu 1. Tong quan vé dif lidu ur céc thit nghim 1am sang va kinh nohiém sau khi

dura thudc ra thi truting chua xac dinh duye méi quan hé nhan qua giira protein niéu vé bénh thén cip hoac tién ien,

Nudc tiéu co méu da duge ghi nhan & bénh nhan diu urj bang rosuvastatin va di [iBu thit nghiém I3m sang cha théy tén

sudt xay ra hién tugng nay la thép.

Anh hugng dén h co xuong:

Anh huting trén hé co' xitng nhy dau or, bgnh co (bao gdm ca viém co) va hiém gap 12 tiu oo vin kém theo va khang kém

then suy thin cap da duge bao co tén bénh nhan diéu 1 bang rosuvastatin ¢ 131 ¢a ede mire lidu v3 dic bigt vt lidu

> 20 my.

Tang néing d6 CK lién quan dén liéu da dugc ghi nhén trén bénh nhén dang ding rosuvastatin, phén Iin céc 1emg hop

nhe, khiing ¢ triéu chitmg va thoang qua. Nén ngitg diéu i trong tnsimg hap ndng 46 CK cao (> 5 1an gidi han trén mife

hinh thuting) (xem myc Canh bdo va thén trong khi ding thudic).

Anh hudng trén gan:

Tuwng w cdc thudc Ge ché HMG-CoA reductase khdc, tang men gan phy thue liéu da duge ghi nhan trén 6 lugng nhi

bénh nhan ding rosuvastatin; phan lin cdc 1rutng hop nhe, khang cd 1riéu ching va thoang qua.

Cac bin 6 bat loi dwii day da duye ghi nhan v mat s statin:

* Rdi logn chirc nang tinh dyc

o Mgt s6 tnsimg hop ngoai |é bi bénh phéi k€, ddc bigt khi diéu 1 dai ngay (xem muc Canh bao va thén png khi ding
thuc).

Ty 1& cée b4 cdo tiéu oo van, bién cb thén nghiém trong va bifn cf gan nghiém trong (bat gim chi yéu tang men gan)

rao hom viti mire liu rosuvastatin 40 mg.

Cac chi sd xét nghigm: ‘

Trong thit nghiém Bm sang don 11 libu cd kim sodr, 1y I8 ting men gan cao wén lam sang [ALT va/hodc AST =3 Idn gifi

han trén mitc binh thuimg, lign tép) wong tv gia nham ding ezetimibe (0,5%) va nhom dung gia duoe (0,3%). Trong cdc

thif nghigm diing déing thoi, v 1€ tang men gan [ 1,3% & nhdm bénh nhén diéu i bing ezetimibe ddng thii vai mot statin

va 0.4% & bnh nhan didu tri baing statindon dac. Tang men gan thutmg khing o6 triéwehimn, khaing lién quan dén i mat

va 11 vé binh thutmg sau khi ngig diewtr] hodc tép tye didu trf (xem myc Canh béo vé'man trong khi diing thufc).

irong c4c thi nghiém (dm sang, CPK téng > 10 dn.gii han trén cla gid rj binh thuing dé-dugc ghi nhdn tén 4 trong1eng—

sy 1674 bénh nhan (0,2%) ding ezetimibe don dc so véi 1 rang 786 benh nhdn (0.1%) ding gid duge va trén 1 trong 917

(0.1%) bénh nhén ding dbing thisi ezetimibe véi mdt statin so véi 4 trong s§ 929 bénh ahén (0,4%) bénh nhan diing statin

dan dgc. Khong cd qué nhiéu tamng hgp bi bénh co hoac tiéu co van lign quan dén ezetimibe so vl nhom chitng lign quan

{chi diing gid dugt hodc statin don dic) {xem myc Canh bdo vé thin trong khi ding thudc).

Tré em:

8 an toan va hiéu qua ca Lipocomb khi ding cho 1é em duti 18 wdl chua duge thiét lap [xem myc Bac tinh dugt e

hoc).

Rosuvaststin: ting creatine kinase >10 in giti han trén cda mitc binh thititg va cd€ rifu chilg vé co sau khi tap thé dye

hodc hoat dng thé ehdt tang cuimg da duve ghi nhan thudng gap han trang mit thnghigm [Am sang 52 twén tén tré

em va tré vi thanh mién so v ngudd lon. Mat khac, dir liéu vé d0 an 10an cla rosuvastatin trén tré em va 1@ vi thanh nign

Trong W trén ngui lon. ’

Eretimibe:

Bénh nhi (6 d&n 17 wdi)

Trong mit nghién céh lign quan d2n bénh nhi (6 d8n 10 wai) bi tang cholesterol méukhang di ruyén hodc di truyén dj hop

1if (n = 138), ting ALT véi/hodc AST (2 3 Ian gidi han trén ciia qid 1ri binh thtng, lign we) duge ghi nhén én 1,1% (1 bénh

nhan) diing ezetimibe so vii 0% & nhém diing i duye. Khong co 1rutrmg hap tang CPK (= 10 |4n gidi han trén cda gid tri

binh thiding). Khiing cd trudng hop nao bi bénh co dirye ghi nhin,

Trong mtnghién ciu riéng bidt trén bénh nhan I3 1ré vi thanh nién {10 dén 17 wai) bi 1ang cholesterol mau di truyén

di hap 1F n = 248), 1ang ALT va/hogc AST (= 3 1an gidi han trén cla gia tri binh thudng, lién tuc) duge ghi nhan trén 3%

(4 bénh nhén) ding ezetimibe, simvastatin so véi 2% (2 bénh nhan) trang nhm ding simvastatin don tri lig; con $0 ndy

tuong tmg véi 2% (2 bénh nhan) va 0% tang CPK (= 10 1an gidi han teén clia i 1 binh thirdng). Khdng trugmng hep bi bénh

o0 nao duge ghi nhan. '
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5 1674 bénh nhan (0.2%) diing ezetimibe don ddc so véi 1 trong 788 hénh nhan (0,1%) dung gid dutge va trén 1 trong 917

(0,1%) bénh nhan ding dang thiri ezetimibe véi mdt statin so udi 4 trong sé 929 bénh nhén (0,4%) bénh nhdn ding statin

dun ddc. Khang cd qud nhiéu tnng hop b bénh co hoge tidu co vén lién quan dén ezetimibe sa véi nham chitg lign quan

(chi diing gid duge hodc statin don dc) (xem myc Canh bdo va thén trong khi dung thudc).

Treem:

116 an toan v hiéu qué cda Lippcomb khi diing cho 1ré em duti 18 wéi chira duge thiét 13p (xem muc Bac tinh duge Iy
hoc).

Rosuvastatin: 1ang creatine Kinase >10 &n gidi han trén cia mire binh thutng va cée miéw chimg vé oo sau khi tap the dyc

hodc hoat ddng the chat téing cuimy da duye ghi nhan thutmg gap hon trong mor thit nghiém 13m sang 52 wén teén 1rd
em va 1ré vi thanh nién so véi ngudi ldn, Mt khdc, di ligu vé dg an toan cia rosuvastatin rén tré em va tré vi thanh nién
fufong tif trén ngu [imn.

Ertimibe:

Bénh nhi (6 dén 17 wi)

Trang mt nghién ctu lién quan dén bénh nhi (6 dén 10 tudi bi téng cholesterol méu kaéing di truyén hoac di truyén dj hap
10 {n = 138}, tang ALT va/hodc AST (= 3 fan gioi han trén cda gid tr binh thutmg, lién we) duge ghi nhan wén 1.1% (1 bénh

nhén) diing ezetimibe so vi 0% & nhom diing gia duge. Khong cd tung hop tang CPK (= 10 I gidi han tén cla gid tr
binh thutng). Khaing cd trving hap ndo bi bénh co dugc ghi nhén.

Trong mit nghién citu riéng bigt trén bénh nhan I tré vi thanh nién (10 dén 17 wai} bj ting cholesterol mau di truyén

di hop 1 (n = 248), tang ALT va/hode AST (= 3 |an gidi han trén clie gid 1 binh thung, ién 1e) due ghi nhan trén 3%
(4 bénh nhén) diing ezetimibe/ simvastatin so vii 2% |2 bénh nhan) 1rong nhdm dung simvastatin dgn tri liu: con sd nay

wong tng voi 2% (2 bénh nhan) va 0% téng CPK (= 10 1An giti han trén cla gid i hT[?h thutitg). Khdng tdng hep bi bignh

ot n@o duge ghi nhén.

N thi ngHiam 18T sangnay King phi iy 8 s sanh c4¢ phan img bt I hism xdiyra
Thing bdo che bdc sy bat ky tic dung khéng mong mudhn néo xay ra khi sé dung thude. Biéu nay bao
gém c& nhitng phan ifng bat loi chua diree liét ké trong t hurgng dan s dung nay.

QUA LIEU VA CACH XU TRi

Triéu chimg:

Khiing cd cac dir liu duge cong b vé qua lidu rosuvastatin,

Khéing cd diu tri dac hiéu trong tnuiing hgp qud lidu rosuvastatin,

Trong cée nghién cttu lm séng, dung ezetimibe 50 mg/ngay cho 15 nguii tinh nguyén khoe manh trong 14 ngay, hodc
40 mg/ngéy cha 18 bénh nhan cd tang cholesterol mau nguyén phat trang thoi gian dén 56 ngay, thuiing thay thude duye
dung nap 161 Trén doing var, khiing cd ddc tinh duare ghi nhan sau khi ding liéu den 5000 mg/kg ezetimibe trén chudt
cAng va chudt nhat va 3000 mg/kg 11én cha.

Mt vai truting hyp qué liéu véi ezetimibe d@ duge ghi nhén, hu hét khding lién quan d8n cdc bién cd bat Igi. Cac bién
¢d bt lgi duge ghi nhan khing nghiém trong.

Cach xr tri:

Trong truting hop qua liéu, cén ép dung cde bién phép difu tri h trg va diéu tr] triéu chifg. Can theo dai chife ndng gan
va ndng d CK. Loc mé&u h&u nhu khng cd hidu qua.

BAC TiNH DUOC LUC HOC

Nhdm dugc Iy diéu tr: thudc ha lipid; ¢éc thude (o ché HMG CoA reductase két hop vii eéc thudc 1am ha lipid khéc;

Ma ATC: C10BADG

Rosuvastatin:

Ca ehé tde dung:

Rosuvastatin la chat ic ché chon loc vé canh tranh HMG CoA reductase, enzym c6 14¢ dung chuyén 3-hydroxy-3-

methylghutaryl coenzyme A ThE mevalonate; MaTTien chat tia cholesterol. Bichtéc dyny thiyét cifa rosuvastatin™=

la & gan, co quan dich cua viée ha cholssterol.

Rosuvastatin [am 1@ng sa hng thy thé LDL wén bé mat 1 béo, téng hdp thu vé dj hoa LDL, ire ché qua trinh sinh 1ong hop
VLDL tzi gan, do do lam gidm téng sé tiéu phan VLOL va LDL

Tac ayng dire lye hoe:

Rosuvastatin lam giam sy téng LDLcholesterol, cholesterol toan phén va triglyceride va tang HOLcholesterol. Thudc ciing
|am giam ApoB, nonHDLC, VLDLC, VLDLTG va tang ApoA- (xem bang dudi). Rosuvastatin ciing lam giam LOLC/HOLC, C/
HDLC t0dn phén vz nonHDLL/HDLL véty 18 ApoB/Apai-l.

Liéy dédp wing tén bénh nhén ting cholesteral may nguyén phat (type la vé [ib):

(ph@n trdm trung binh thay ddi s vii tnrdc diéu 1)

Liu N LDLC TotalC HOLLC 1G nonHDLL  [ApaB ApoAd
Giddure |13 7 5 3 3 7 3 0
5mg 17 45 33 13 35 44 38 4
0mg |17 52 36 14 10 49 42 4
0mg |17 55 0 i 23 51 46 5
omg |18 63 46 10 28 60 54 0

Tac dyng diéu 1rj dat duee rong vong 1 tudn sau khi bat dau didu 1ri va 90% dap tmg 18 da dat duee rone 2 win. Bap img

ol MAE K m bt e s B Sl cttl AT S 5 Tt il

I & gan, oo quan dich cda vige ha cholesterol.

Rosuvastatin 1am tang s uong thy thé LDL wén bé mat 1 bao, tang hdp thu vé di hda LOL, (re ché qué trinh sinh tang hap
VLDL tai gan, do dd [am gigm tong 54 tiéu phén VLDL va LOL

Tée dyng dirge lve hoe: -

Rosuvastatin lam giam sy 1dng LDLcholesterol, cholesteral wan phén va riglyceride va ting HOLcholesterol, Thude eiing
lam giam ApoB. nonHDLC, VLDLC, VLOLTG va 1ang ApoAdl (xem bang dui). Rosuvastatin cting lam giam LOL-C/HDLL, C/
HOLC toiin phan vi nonHDLC/HOLC vé 1y 18 ApoB/ApoAd.

Ligu dap ing tedn bénh nhén téng cholesierol mau nguyén phat (lyoe (la 1@ Hb):

(phén tram trung binh thay 61 so véi e didu 1)

Lidu N LDLC TotakL HOLC 16 nonHDLC  |ApoB ApoA
Gidduye |13 -] B 3 3 -l -3 0
5 mg 17 45 33 13 -35 44 -38 4
10 mg 17 b2 36 14 10 48 42 4
20 mg 17 -hb 40 i 23 51 -6 5
40 mg 18 43 4 10 28 60 Hd 0

Tac dung didu trj dat dugc trang vong 1 tuin sau khi bt dau didu t va 90% dap tng 101 da dat duge trong 2 tuan. Bap dng
16i (a thurmg dat duge sau 4 wén va duy tri sau g6,

Ezetimibe:

Cir ché ric dyng:

Ezetimibe thugc nham hgp chit mdi cd tac dyng ha lipid, Gc ehé chon loc sy hép thu cholesterol va céc sterol thyt

vt cf lién quan 1ai rudt Ezerimibe c6 hogt tinh dubmg uling v& ¢ ca ché 1ac dung khéc so vi cée nhdm hgp ch hg
cholesterol khc (hu cac statin, nhua gan acid mét [resing], dén chét cla acid fibric va céc stanol thyc vat. Dich phén

1t cla ezetimibe I chiitvan chuyén steral, Niemann-Pick C1-Like T (NPCILT), chiu tréch nhigm hép thu cholestersl va céc
phytosterol @ rugt.

Fzetimibe khu tri ¢ viing ria ban chai cia ru6t non v (e ché hip thu cholesterol, d4n dn giam cung cép cholesterol

tir rut vao gan; céc statin lam giém 1dng hop cholesterol tgi gan v cac ca ché riéng bigl nay cing nhau gidp ho trg cho
viée ha cholesterol. Trong mt nghién cvu lém sang 2 wén trén 18 binh nhan téng cholesterol mau, ezetimibe (e chil hap
thu cholesterol & ruét 54% so véi nhom diing gia duge.

Téc dyng duge lye hoe: ‘

Mt loat céc nghién citu tién 1im sng fuge tién hanh 8 xéc djnh tink chon Ipe cia sy i ché hip thy cholesterol clia
ezetimibe, Ezetimibe (¢ ché hdp thu [14C] cholesterol ma khong anh huting dén hap thu triglyceride, acid béo, acid mét,
progesterone, ethinyl estradiol hodc ché: béo hoa tan vitamin A va .

C4c nghién cine dich 18 d3 chimg minh1y 1§ mdc bénh tim mach va 1y 1§ 1 vong thay ddi then ndng di cholesterol 1ng
va LDLLC va nguotc lai vin ndng do HOLL Hiéu qua cda ezetimibe trén 1y 1¢ mac bénh um mach va ty 1€ w vong chuz duge
chitng minh.

Ding dong thei rosuvastatin-ezetimibe:

Hidu qud I6m séng vé dg an twan: _

M@t nghién ciru lam séng ngdu nhién, m d6i, nhdém song song trong B tuén d& danh gid 49 an toan va hiéu qué cla
ezetimibe (10 my) dugc bd sung vio pléc 86 didu tri @n dinh bang rosuvastatin so vili @ng lidu rosuvastatin 5 1én
10 mg hodc tir 10 mg Ién 20 mg (n=44). D liéu gdp da chimg minh azetimibe b sung vao ché dj liéu rosuvastatin On
dinh & myg hogc 10 mg lam gidm LDL cholesterol 21%. Tréi lgi, gap doi liéu rosuvastatin lén 10 mg hodc 20 my fam giam
LDL chalesterol 5,7% (s khac bigt gittakae nhom 15,2%, p < 0,001), Ezetimibe ket hap vi rosuvastatin b mg lam giam
LDL cholesterol manh han so v dling msuvastatin 10 my (khéc bigt 12,3%, p < 0,001), trang khi d6 ezetimibe két hap vir
msuvastatin 10 mg lam giam LOL cholesterol manh han resuvastatin 200 mg (khéc bigt 17 5%, p < 0,001),

Mt nghién cinu 1m sing ngdu nhién 19ng 6 tudn duge thiét ké d8 danh gid hidu quéva da an toan cla rosuvastatin

40 mg diing don dgc hode phdi hap vdi 82etimibe 10 mg trén bénh nhan ¢ nquy co b binh mach vanh cao (n = 468).
Bénh nhan ding rosuvastatin/ezetimibgdat duge muc tiéu ATP Il LOL cholesterol cao hon ¢d § nghia so véi bénh nhan
diing rosuvastatin dom déic (< 100 mg,/ 4L, 94,0% so vdi 79,1%, p < 0.001). Rosuvastatn 40 mg cd higu qua trang vige cai
thiién mie df xo viia cia lipid 1rong nhom gudn th co nguy co cao nay.

M@t nghién ciru 1im sang ngdu nhin, chan md trong 12 wén d# dénh gid mitc gidm LDL wrong méi nhém digu i
[rosuvastatin 10 mg k&t hop vt ezetimibe 10 mg, rosuvastatin 20 my/ ezetimibe 10:mg, simwastatin 40/ ezetimibe

10 my, simvastatin 80/ ezetumibe 10 my). Mire gidm so vii tiic didu 1] vii cdc phii hgp rosuvasatin liéu thép 1 59,7%,
cao han 6 y nghiia so vii cac phdi hgp simvastatin liéu thip 55,2% (p < 0,06). Biéu i vi combo rosuvastatin liéu cao
lam gidm LDL cholesterol 63,5% so vt giém 57 4% vl phdi hop simvastatin liéu cao {p < 0,001).

fré em:

Co quan quan 1y duge pham chau Au daimién it viee bt bude phai d8 vinh két qua nghién clu voi Lipocomb tén 181

¢é cde nham cia quan thé bénh nhi trong diéu 1ri tang cholesterol (xem muyc Liéu diing va cach dUng vé thang tin s dung
thudc cho tré em).

PAC TINH DUOC BONG HOC

Biéu tri phdi hop rosuvastatin va ezetimibe:

St dung ding thoi 10 mg rosuvastatin va 10 mg ezetimibe lam t3ng 1,2 18n dién tich dun diing cong cda rosuvastatin
trén bénh nhain téng cholesterol mau. Khong Ingi teif i twung téc dige lire hoe & khia canh 1éc dyng khang mong mudn
gilfa rosuvastatin va ezetimibe.

Rosuvastatin:

Hap the: Nong dé rosuvastatin 1rong huy@t tung 11 da dat duge khodng 5 gitr sau khi udng thude. Sinh khé dung tuyét
i clia thudc khoang 20%.

Phén b Rosuvastatin duve hdp thu chi yéu dgan, day I3 oo quan chinh tBng hop cholesterol va thanh thai LDLL. Thé tich
phén b eda osuvasatin khodng 134 L. Khodng 90% rosuvastatin gan viri protein huyét wong, chi yéu v albumin,
Chuyén hda: Rosuvastatin it bi chuyén hoa (khaéng 10%). Cac nghién ciu chuyén hoa in vitro st dyng 12 bdo gan ngudi
cho thiy rosuvastatin |a oo chét yéu cla qu tinh chuyéin hda qua cytochrom P450. CYP2CA 12 isoenzym chinh chuyén
hida thudc, trang khi 2C19, 3A4 vb 206 tham gia & mixc dd it hon. Cdc chat chuyén hda chinh dupc xac dinh (3 céc chél
chiuyén hod N desmethyl va lactone. Chét chuyén hoa N desmethyl it hoat tinh hon khoang 50% so vii rosuvastatin trong
Kii dang tactane ditgic xem nhy khéing o6 hoat tinh rén 1am séng. Rosuvastatin chigm hon 90% hogt tinh (e ché HMG-CoA
refiuctase trong tudn hodn. _

TAdi 1riz; Xhodng 90% lidu rosuvastatin durge théi wir dudi dgng khang biéin ddi qua phén bao gom cé céc hoat chit duge
hap thu va khong duge hap thu), phén con fai duge théi 1 qua nud Téw.

Khoany 5% duge thii tar dudi dang khing bitin ddi qua nute tigu, Thirt gian bén thai théi i reng huyét wong khodng
19.gid. Thiri gian bén thai khéing t3ng khi dng céc liéu cao hon. Gid tr wung binh nhén cla df thanh thai tong huyéi
ung khoang 50 lit/gie (h s0 bign thign 21.7%).

Titung 1y cat thude (rc ché HMG-CoA reductase khac, chét vén chuyén qua mang OATPL lién quan dén hap thu & gan cua
rosuvastatin. Chat vin chuyn ndy dang vai 14 quan trong trong vidie thél trir qua gan cila rosuvastatin,

Tinh tuyén tiah: Nong 60 rosuvastatin trong tudn hodn ting 1 16 theo lidu. Khiing o6 sy thay ddi v cac thiing s@ duye
ddng hoc sau khi ding iéu Kp lai hang ngay.

Céc doi tvang bénh nhin dic bigt:

Tud tde v3 gids tink: Khoing o6 anh hutfing cla nedi tic hode gidi tinh biéu hign tén 1am sang dén duge ddng hoe cla
rosuvastatin ¢ ngudi I, Sif tiép xic cla rosuvastatin @ tré em va tré vi thanh nhién bi tang cholesterol mau di yuyén di
hyrp 1 duting nhy taing ty hodc thap hon so vii & bénh nhan ngutr lan b rdi loan lipid mdu (xem myc “Tré em” duth day).
Ching ide; Céc nghién ey duye ddng hoc cho théy AUC va Coa trung binh tang gdp 2 kn & nuti chau A (Nhat Ban,
Trung Qudc, Philipin, Viét Mam vi Han Qudic) so véi nguir da trng; AUC v Cu: trung binh & nguti An 8§ géc A tang
khoang 1.3 ldn.

Phan tich dutc dang hoe qudn thé cho théy khing ¢ sy khar biét bigu hign trén |dm sing vé duge ding hoc gilra ngudi
2 trdng va ngu da den. : .

Suy thdn: Trong mét nghién ciru wrén céc bénh nhan cd mie 4 suy thén khac nhau, bénh than nhe d&n trung bink cho
théiy khiing dnh huging déin ndng 45 trang huy#l g clia rosuvastatin hoge chdt chuyén hda N-desmethyl. Banh nhén suy
thén ndng (thanh théi creatinin < 30 mL/phat) c6 ndng 49 thudc trung huyét wung tang gép 3 1n va ndng g chét chuyén
hi6a Ndesmethyl tang gdp 8 1n so vi 1én ngurti tinh nguyén khoe manh. Ndng 49 rosuvastatin wong huyét wong & wang
théi dn dinh wén bénh nhan dang loc mau cao hon khodng 50% so vai tdn ngutii tinh nguy2n khae manh,

Sur gan; Trang mt nghién cinu viri céc bénh nhin suy gan @ mic do khac nhau, khang ¢d bang ching vé viéc tang ning
& rosuvastatin trong tudn hoan & bénh nhén co mic diém Child-Pugh 7 hodc thap han, Tuy nhién, 2 bénh nhan cd diém
(hid-Pugh 8 v 8 cho thily mirc 13ng ndng d{ thudc trong tudn hoéin it nhét gép 2 14n so vii binh nhén ¢d mirc didm
Chid-Pugh thip hon.

Khing c6 kinh nghiém trén coc binh nhidn ethmire didm Child Pugh trén 9,

B hinh gen: céc protein vin chuyn OATP181 v& BCAP ¢ lién quan dén viée thi i cac thude ic ché HMG-CoA
feductese, bao gdm cd rosuvastatin. Trén banhnhén co da hinh gen SLCOTBT (DATP1B1) va/hoac ABCG2 (BCRP), cd
Muy co ndng d¢ rosuvastatin trong tudn hoan tng ién. Da hinh rigng 1 SLCO1B1 ¢.521CC va ABCGZ c.421AA lign quan
dEn niing 4t rosuvastatin trong tufin hoan cao hon so i cac kidu gen SLCO1BT ¢.521TT hode ABCG2 ¢.421CC. Cac kiéy
(en déc bidt néy chira duc thiét 13p wrong thye hénh [3m sang, nhung & cic bénh nhan c6 kigu da hinh ndy, khuyén céo
sif dyng liéu hang ngéy Lipocamb thip hon. ‘
i€ em: Hai nghin cifu dugc dong hoe vai rosuvastatin (ding dang vién nén) trén tré em cd tng cholesterol mau di truyén
di hop 1 10-17 hodc 617 wdi (tdng 6 214 bénh nhin) da chitng minh ndng dd thude wén tré em trong dueng hode thip
hem 50 véi bénh nhén ngubi In. Ning d rosuvastatin ¢d thé dy dadn dugc vé liéu va trong khodng thisi gian 2 nam.
Ezetimihe:

Hep th Sau khi ding duiing ubng, ezetimibe ditge hdp thu nhanh chong va lién ket vi 1§ 18 cao duti dang glucuronide
phenalic o6 hoat tinh duge Iy [azetimibe glucuranide). Néng 0 1i da wung binh trong huyét twong (Crs vt hién trong
vbng 1 dén 2 gitr dii vii dang ezetimibe glucuronide va 4 dén 12 it 66 véi ezetimibe. Khiing xéc dinh due sinh kha dung
tyét di cha ezetimibe do hgp cht nay héu nhir khdng tan trong mii g nutc thich hap 0 tiém.

St dung diing thisi v thir &n (bla &n gido chit bo hode khing cd chdt béo) khing anh hung dén sinh kha dyng dimg
ufing cia ezetimibe, Ezetimibe o6 th duge ding cung hode khing ciing vai thire an.

Phan bd- Eaetimibe vé ezerimibe glucuranids gain k8t vt protein huyét tueng nawii then ty 1é uong g 39,7% va 88 dén

92z

Chuyén hda: Ezetimibe duyc chuyBn hda chil y8u & rudt non va gan théng gua lién hap glucuronide (phan ing pha 2) vé
sdu do thai 11ir qua mét. Chuyén héa oxy hée 16 thiéu (phdn img pha 1) duge ghi nhan & 1t ca cac lodi duye dénh gia.
Eeetimibe v ezetimibe glucuronide I2 cac hep cht chuyén hoe chinh cta thudc duue tim théy trong huyét wong, chigm
tiftnn (i khndnn 10 d8n 201% va RO dén QN 1o L thids reann hoeds sominn P2 nasimiho o8 % masonmlilia
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Ba hinh gen: vac protein viin chuyén OATP181 va BCAP cd lién quan dén viée thai 1 céc thudc te ché HMG-CoA
eductase, ban gdm ca rosuvastatin. Trén banlvnhén c6 da hinh gen SLCO181 (OATP1B1) va/hogec ABCG2 (BCRP), cd
Mauy oo ning d rosuvastatin trong tudn hoan tang lén. Ba hinh riéng 1 SLCO1B1 ¢.521CC va ABCGZ c.421AA lién quan
8 ndng df rosuvastatin trong tudn hoan cao han so vii cac kiu gen SLCOTB1 ¢.521TT hojie ABCG2 ¢.421CC. Cac kidu
gn dac bit ndy cha duge tidt 13p trang thye hanh 1am sang, nbung & cac bénh nhéin cd kil da hinh ndy, khuyén céo
sit dung liéu hang ngay Lipocomb thap han. :
Tié em: Hai nghidn citu dutgc ddng hoc vdi rosuvastatin (ding dang vién nén) trén tré em cd téng cholestarol mau di truyén
di hgp 1 10-17 hodic 617 wai (tng $6 214 béanh nhén) & chimg minh nfing 40 thudc wén tré em twong duomg hode thép
tin 5o viri bénh nhan nguii lin. Nong 09 rosuvastatin ci the dy doan duge vé liéu va wong khodng thi gian 2 ném.
etimibe:
' th; Sau khi diing duing uding, ezetimibe duge hip thu nhanh chong va lién k& vii ty 16 cao duii dang glucuronide
phenalic o hoat tinh duge I (ezetimibe glucurenide). Ning d6 181 da trung binh trong huyét tuung (Cra) xuft hign trong
ng 1 d8n 2 gity ddi vdi dang ezetimibe glucurgnide v 4 dén 12 gid dfi vii ezetimibe. Knang xéc dinh duge sinh kha dung
tufyé: i cla ezetimibe do hop chét nay hdu nhu kndng tan trong méi tsimg nudc thich hop d8 tiém.
I dung ddng thsi vi thirc &n (bira an gidu ch‘% béo hodc khiing cd chét béo) khiing anh hudng dén sinh kha dyng dudng
ufing cda ezetimibe. Ezetimibe 6 thé duye ding eing hode khing ciing vai thitc an.
i b Ezetimibe va ezetimibe glucuronide gBin két véi protein huyBt tvang nguii then 1y I8 wmg img 99, 7% va B8 dén
a2 '

én hia: Exetimibe dutc chuyén héa chi y8u & rudt non v gan thing qua lién hop glucuronide [phén dng pha 2| va
98 o thai tnr qua mat. Chuyén hda oxy haa td thiéu (phan (mg pha 1) duge ghi ahdn & 1t ¢ céc loai duge danh gid.
Edetimibe va ezetimibe glucuronide 1 cac hopichét chuyén hoa chinh cla thudt duge tim thay trong huyt wing, chigm
ng (g khodng 10 dén 20% va BO dén 90% ting lvang thudt trong huyét trong. Ca ezetimibe va ezetimibe glucuronide
diiye thii i chim khoi huyét g vl bing chimg che thiy vao fgi chu rinh gan rudt vii mdt keyng déng k€. Thii gian
bvin théi clia ezetimibe vi ezetimibe gluguronide khoang 22 gifs.

Thdj trir- Sau khi bénh nhan udng 14C ezetimib= (20 my), ezetimibe twan phén duge tinh vao khoang 93% ting liung
' padng xg trong huyit twang. Khodng 78% va 11% lugng phang xg duge ding dugc tm thay twong ing rong phén va nute
134, trong thii gian 10 ngdy. Sau 48 gity, khng c6 mirc phang xa cd thé phit hién duge trong huyét g,
‘Cde doj twgng bénh nhan dic bigt:

Judtzsic v gids tinh: Nong 69 ezetimibe todn phén trong huyét twong & nguir cao wdi (= 65 wdi) cao gap 2 1én so vii

i gl 1ré i |18 dfin 45 wdi). Mitc dd gidm LDLC va di liBu an todin & nguth can tui iweng 1y & ngutn té khi diéu u]
bing ezetimibe. Do d6, khdng cAn thiét hidu chinh iéu cho ngui cao twd.

Ning di ezetimibe toan phan rong huyét niong & phy nif cao hon mat chit so vai  nam gidi [khoang 20%]. Mic dj giam
L1 vé dir liéu an 10an & phu nif va nam gidh 1/ong t nhau khi diéu i bing ezetimibe. Do do, khdng can thiét higu chinh
i thea gidi tinh.

Suy thén: Sau khi ding liéu don ezetimibe 10 mg cho bénh nhén suy than nang (n=B; thanh thai creatinin trung binh

< 30 mL/phut/1,73m?), dién 1ich duti dutmg cong trung binh ca ezetimibe 1ng tang khoang 1,5 lén, so vii nguii tinh
nauyén khoe manh (n=9). Két qué ndy duge xem nhy khong c6 ¥ nghia ldm sang. Khong cén thigt higu chinh iéu cho bénh
finan suy thin.

Mir bénh nhan khéc trong nghién ciru nay (sau khi ahép than vé ding nhidu thudc, bao gbm cd ciclosporin) cé ndng

azetimibe todn phn trong wén hodn 1ing odp 12 lan.

gan: Sau khi ding liéu don ezetmibe 10 ma, dién tich dudi duting cong trung binh eda ezetimibe 1@ng 1Eng khodng

1§ I3n & bénh nhan suy gan nhe (diém Child Pugh 5 hodc B], so vii uén agti tinh nguyén khae manh. Trong mgt nghign
du sif dung igu I3p tai trang 14 ngdy (10 mg/ngay) & binh nhan suy gidm chirc nang gan mitc 49 trung binh (diém Child
Pygh 7 déin 9), AUC wung binh coia ezetimibe 10ng tang khaang 4 Kin vao ngay 1 va ngay 14 so vi ngudi tinh nguyén khae
_manh. Khéing cdn thiét hiéu chinh lidu cho béah nhén suy gan nhe. Do tée.dung-chua.1b ela vié i imi
19ag 1wén hoan & bénh nhan suy gan mic 43 frung binh hoge nang (diém Child Pugh > 9, khang khuyén cao ding
?ﬁmﬂm cho céc bénh nhan nay (xem muc Canh bao va thén 1gng khi dung thude).

arm: Dugre ding hoc clia ezetimibe @ e em 2 B 1w wong 1y & nguii lan, Hign chuz co ditléu duye dgng hoe rén
8 em < B twdi. Kinh nghiém 14m sang trén 1ré em va bénh nhén twdi thanh thidu nign bao gom ca bénh nhén bi tang
cholesteral mau gia dinh ddng hop 1 (HaFH), téing cholesteral mau gia dinh di hop ur (HeFH) hodc bénh Iy di truyén hiém
0lp 1@ng hép thu phytosterol (sitosterolaemia),
I LIEU AN TOAN TIEN LAM SANG
Tng nghién eiu st dung ddng thisi ezetimibe wii cdc statin, dde tinh quan sét duge vé co ban thutmg lign quan dén cac
s@tin. Mit s dde tinh 1hé hign rd rt han so vdi khi quan sat trong qué trinh di8u 1] bidng cécstatin dan doc. Biéu nay
db wemg tic duge dong hoc va duge liye hoc khi diéw 1] ding thin, Khing co cac wong 1ac nhu vy xay 12 trong céc nghién
ey 1am sang. Bénh co chi xudt hién wén chugtiedng phei nhiden vai liéu cao hon ahidu 1n so véi liéu diéy 1 vén ngubi
(shoang 20 Ién mite AUC ddi vii céc statin va 500 dén 2000 lén mite AUC eiia eée chit chuyén héa cd hoat tinh).
Tong mét loat cdc nghibn citu ir wivg va i vitrg vin ezetimibe, ding don doe hode dang thisi v céc statin, khdng théy dac
tith trén gen. Céc thit nghiém dai han vé kha ndng géy ung thir cia ezetimibe cho ké qué am tinh.
St dung diing thivi ezetimibe va céc statin khiing gdy quéi thai tén chuiit cding. Trén tho mang thai, mt sé lugng nha di 13t
¢ \uong (ddt xuung ngyt va dét sding, giam so ligmg dit song dudi) & duoc ghi nhén.
liéu tidn 1am sang cho théy khiing ¢6 méi nguy hai déc biél ndo tén nguili dfa trén céc nghién citu oo ban vé duge Iy an
tedn, doe tinh trén gen wé kha nang sinh ung thy, Cac xét nghigm dac bigt vé dnh hudng wén hERG chura dugc danh gi.
Khiing ghi nhén cac phan (mg bt I rang cac nghién ciu [am sang, nhung quan sat duge tén dong vat & mife 4o phoi
naiém wong ty mite phoi nhigm trén fm sang nhy sau: thay ddi md bénh hoe trong nghién citu e tinh iy 1Ap lai ed thé
g8 tac duna duoe 1§ oiig rosuvastatin o ghi nhén trén chudt nhdt. chudt cina va &nh hutmg o mie 48 thép hen 1én 1
H-‘_.&jt that i/ cham ﬁﬁug i huyét wong vii bang chimg cho théy véo lai chu tinh gan rut vih mdt lugng dang X&. Thiri gian
bin thai cia ezetimibe va ezetimibe glucuronide khoang 22 gid.
Thé/ triz- Sau khi binh nhan udng 14C ezetimibe (20 mg), ezetimibe toén phén duge tinh vao khodng 93% tdng lvgng
pdng xa trang huyét tweng. Khoang 78% vé 11% lugng phong xa dupe diing duge tim théy uang ting trong phén va nite
113, trang thii gian 10 ngay. Sau 48 gitr, khing co mite phong xg cd thé phat hién dugc trong huyel wung.
Cée doi teang bénh nhén dic bigt:
Juditac v gidy tink: Nong dg ezetimibe tdn phén wong huyét wong & nguti cao wéi (2 65 tudi) cao gdp 2 én so vi
& nguii e wdi (18 dén 45 i), Mie 49 gidm LOLC va dif libu an 10an & nguei cao twéi hong ty 8 nguii 1é khi diéu 1
bing ezetimibe. Do 6, khdng cén thiét higu chinh liéu cho nguii cao woi.
Ning i ezetimibe toan phan trong hupét weng & phy ni cao hon mit chilt so véi & nam gidi (khoang 20%). M dg giam
L)LE v dir liéu an todn & phu nit va nam gidh neng t nhau khi diéu ) bdng ezetimibe. Do dd, khang cén thit higu chinh
Iiu theo gidi tinh.
Sy than: Sau khi diing liéu dom ezetimibe 10 mg cho bénh nhén suy thén néng (n=8; thanh théi creatinin trung binh
< 30 mL/phit/1,73m2), dign tich duoi duimg cong trung binh cua ezetimibe tng tang khadng 1.5 lén, so vi nudi tink
nyavén khde manh (n=01. K&t qua nay dugte xem nhu khdng cd  nghia (m sang. Knong cdn thiét higu chinh liéu cho binh
man sty than.
N binh nhan khdc trong nghidn citu ndy [sau khi ghép than va dilng nhigu thudc, bao gém ¢4 ciclosporin) & niing
ezetimibe toan phan trong wén hoan tang gép 12 an,
gan: Sau khi ding liéu dan ezetimibe 10 mg, dién tlch dusi duimg cong trung binh etz ezetimibe ing ting khodng
1§ I2n ¢ banh nhan suy gan nhe [diém Child Pugh & hogc 6], so véi wén nguti tish nguyén khde manh. Trong mit nghién
o# st dung Ii4u Fp lai trong 14 ngay (10 mg/ ngay) & bénh nhan suy gidm chirc nang gan mie dd trung binh (dizm Child
Paan 7 dén 8), AUC trung binh cda ezetimibe 1dng téng khodng 4 lén vao ngdy 1 va ngay 14 so véi ngudi tinh nguyén khie
_rgnh. Khing c4n thiét higu chinh liéu cho béah nhan suy gan nhe. Do téc dyng.chua 1@ cia viée 1ang noRg.d3. ezetimibe .
wdén hoan & bénh nhan suy gan mirc 0 tung binh hode niing (dism Child Pugh > 8), khdng khuyén céo diing
egumibe cho céc bénh nhan nay [xem myc Canh bao v& thin trong khi ding thudc).
em: Due ddng hoc clia ezetimibe & tré em 2 B twdi tvumg ty & nguii ln, Hién chya cd ditligu duge djng hoe uén
1 em < 6 tudi. Kinh nghiém 13m sang trén tré @m va banh nhan tdi thanh thidu nién bao gdm ca bénh ahan bj tang
chalesterol méu gia dinh ddng hop 1 (HaFH), 1ang cholesteral mau gia dinh di hgp 1 (HeFH) hodic bénh Iy di wruyén hifim
%Iéng hap thu phytosterol (sitosterolagmia).
LIEU AN TOAN TIEN LAM SANG
Tong nghién cifu st dung ddng thar ezetimibe wi cac statin, doc tinh quan sét duge vé oo ban thdng lién quan dén cac
s@tin. Mat si ddc tinh th hign 1@ rét hon so vai khi quan sdt rong qua winh diéw 1 bang cac statin don ddc. Didu nay
69 nomg téc ditge dong hoc va due lue hoe khidiéu 1 ding thoi, Khng co cac wang 1éc nhu viy xay 1@ trong cac nghién
¢ |am sang. Bénh co chi xuat hign wén chuiteding phoi nhifm vii liéu cao hem ahiy 14n so v liéu diéu i trén ngudi
[dhedng 20 I&n mirc AUC ddi wii cac statin vi §00 dén 2000 lan mire AUC coa cac chét chuyn hda cd hogl tinh).
Tiong mit foat céc nghién ety i wivo va i wir@ vl ezetimibe, ding don dic hodc ddng thii vi cac statin, khing théy déc
tiah 17én gen. Cac thif nghigm dai han vé kha ndng géy ung thy cda ezetimibe cho két qua am tinh,
Sk dung dding thii ezetimibe vé cic statin khang gay quéi thei tén chudt cing. Trén tha mang thai, mdt s lugng nh di tht
O xuwang {ddt xuong ngye va ddt sdng, giam so ligng dat song dudi) da dugc ghi nhén.
suvastatin:
Di lizu tién 13m séng cho thay khing e6 méi nguy hai déc it ndo trén nguii dya rén cac nghién el oo ban vé duye Iy an
1can, dc tink 1én gen v khdnang sinh ung thit, Cac xét nghiém déc biét vé anh huting trén hERG chura dugc dinh gi.
Khéng qhi nhén cc phan tng bt I 1rong ce nghign ciu 1ém sang, ilhung guan sat duoc wén dgng vét & mic dj phi
naiém tweng 1 mic phoi nhiém trén 1am sang nhy sau: thay d8i md bénh hoc trang aghién cifu doc tinh ligu 14p fai o6 thé
89 tic dyng duoc 1Y cia rosuvastatin duye ghi ahén tén chuft nhat, chudt ciing va dnh hutng o mifc df thap hon trén 101
it & che, g khang quan st théy tan khi. Ngoai ra, dc tinh trén tinh hoén dé duge quan sét thy trén khi va chd
o mite liéu cao hon. Dc tinh rén sinh sén thé hidn 1 @ chudit cdng vii gidm kich thede chudt con, giam tong ligng chut
con va gidm 1y 1é sdng sot coa chugt con ditge ohi nhin o mic liéu géy dic vii chudt me, & mic phoi nhiém toan than cao
han vai in so vai mie phoi nhigm didu . :
Ezetimibe:
Cac nghién etu ddc tinh g dién cla ezetimibe wén ding vat da xéc dinh khing cd co quan dich d6i vdi doe tinh. Trén
chd ding ezetimibe trong 4 tufn (= 0,03 mg/ky/ngdy). nong 46 cholesterol trong ti mdttang lén 2,6 dén 3,6 lan. Tuy
nhién, nghién ctu 1 ndm tén chd ding lidu ln ddn 300 my/kg/ngay khng lam téng 1y 1 mac soi mat hodc cac téc dyng
khc trén gan mét. Tom quan trong ciia nhitmg dir ligu ndy ddi véi nguii hién chira 16. Khdng te loai trlr nguy co gay bénh
lien quan dén diéu trj bang ezetimibe.
E:etimibe khong dnh huing dén kha néng sinh sén clia chudt cdng dyc v cdi, khdng gdy quai thai d chudt cing hodc thd,
ping nhy khang anh huging déin sy phét trién i va sau khi sinh, Ezetimibe qua due hang rao nhau thai  chudt cdng
mang thai va tho ding liéu p lai 1000 mg/ky/ngéy. S¢ dyng déng thisi ezetimibe va lovastatin gdy chét phoi thal.
OUY CACH BONG GOI |
Hip gidy chira 3 vi (OPA/AI/PYC//Al) x 10 vign nang cima cing tir hutmg dan sit dung thude.
BIEU KIEN BAD QUAN
Bi quan & nhiét d dutii 30°C. Biir thudc rang hao bi gdc d8 wénh anh séng vé am.
HAN DUNG
33 thang kA tif ngay san xudt
TIEU CHUAN CHAT LUONG
Téu chuén oo sa.
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