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Delorin 10 mg vién nén bao phim
Rosuvastatin

Dac kf hudng dén sé dyng turdc kbi ding. Néu cén thém thong tin, xin hoi § kién bdc si
Thugc ndy chi ding thee don cia thly thube.

THANH PHAN
Hogt ch&t: M6i vien nén bao phim £6 10 my rosuvastatin {dudi dang 10,68 my rosuvastatin kemj

T4 dugc:
Ta dugc [8i vidn: Crospoviden, magnesi stearat, budipress {lactose monohydrat, povidon v crospovidon)
T4 dusc bao vién: Ooadry B5F 18422 white (palyvinyl alcahal, tale, poiyethylen glycol 3350, titan dioxyd)

DANG BAD CHE
Vién nén hao phim.
M té:

Yién nén hae phim cd méau tdng hodc odn nhu wrére, hinh ton, hai mat hoi [5i ca khat chi " ¢ mdt mat, va mat kia cd ma sd
h92.

CAC BAC TINH LAM SANG

Chi dinh digu trj

Evéu wy tang cholesterol mau ‘f\:‘;w
Nguti Idn, thanh thidy nién va tré em trén 10 wdi tang cholesterol mau nguyén phat {type lla bag gdm téng chalesterdl mau gia

dinh kigu dj hap 1) hoac rdi loan lipid mau hiin hep (rype lIb: 13 mét liu phap b trg cho ché d5 &n kidng khi bénh nhan khong
dép tng gy dd vl ché g &n kidng va cac lidu phap khaing dung thufic khéc {nhu tap thé duc, gidm cén).

Téing cholesterol méu gia dinh kifu ddng hop 1t ding hd g cho chi dd n kidng va bign phap diéu 1 gidm lipid khac by wich fy
LOL} hoac ding riéng ré khi cac igu phap nay khdng thich hap.

FPhing ngoa cdc tai bién bm mach

Phong ngera cac tai bign tim mach & nhing bénh nhén dirge danh gid 13 ¢d nguy co cao b tai bién tim mach [4n diu (xem myz Dir
tinh due liyc hoc), 68 hé trg hidu chinh cac y8u 1 nquy co khic.

g nhitng bénh nhén duge digu tr giam lipid, rosuvastatin dugc chi dinh 6 didu i xe vita dong mach nham tri hoan hay lam chim
1ién wrién cua bénh.

Ligu ding va cdch ding

Trude khi 931 ddu digu tri bénh nhén cén tuan theo ché a8 &n kiéng gidm cholesterol vé p e duy tri ché dd ndy trong sudt the
gian diéu tri, St dung céc hwing dén ddng thudn 88 didu chinh lidu cho wng bénh nhan thea mye tidu diéu i va dap tng cla
bénh nhan,

Lifu dung

Ehéw trf ting cholesterol may

Lidu khi ddu duyc khuyén cao I§ 5 mg hoac 10 mg, ngay udng mot Idn cho cé nhitng bénh rhan chia diing statin hay ngut duge
chuyén 1ir thudt e chi men HMG-CoA reductase khéc. Khi chon Iya liéu khdi ddu phai lvu ¥ d8n ndng 0@ cholesterol cia ting
bénh nhan va nguy ci vé tim mach sau ndy ciing nhy nguy to oo thé cda céc phan ng phy txem myc Canh bao va than trong dac
bidt khi sur dung va muc Tac dung khing mong mudn). Sau 4 wan cd thé dieu chinh liu ¢ mie k& 18 néu edn (xem muc Hic tinh
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duge lye hoc). Do 1 16 bao co xay ra tac dyng khang mong mudin & lidu 40 mg tang so vdi céc liéu thap han {xem myc Téc dung
khding mong mudn), chi xem xét dung lidu i da 40 mg cho nhimg bénh nhan téng cholesterol méu ndng ¢d nguy o tim mach cao
(dac biét 1 nhing ngugi tang cholesterol mau cd tinh gia dinh), nhiig ngudi khiing dat dgc muc tiéu diéu tj vdi liéu 20 mg, va
nhitng ngudi duge theo dai thuang xuyén [xem myc Canh bo va thén trgng déc biét khi sif dyng). Bénh nhan cén duge gidm sat
bdi cac chuyén gia khi khi ding ligu 40 mg.

Phong ngia cdc tai bign im mach

Trong c4c nghién cifu gidm nguy co cac tai bién tim mach, liéu ding hang ngay la 20 mg {xem myc Béc tinh dugt lyc hoc).

Ding thude cho tré em

Viée ding thudc che tré em cn duge thye hign boi cac chuyén gia,

Tré em va thanh thidy nién 1ir 10 d&n 17 twdi (116 em teai gial doan || Tanner trd di. 1ré em gai itnhat 1 nam sau khi cd kinh nquyét)
( 178 em va thanh thiu nién 1ang cholestercl mau gia dinh kidu di hop 1, liu khéi déu thang thudng 13 & mg méi ngay. Khodng
ligu thong thugng 13 5-20 mg, ufing 1 14n mdi ngay. Chudn d4 lidu cin duge thyc hién thes dap ing cla ting bénh nhén va kha
nang dung nap & 1ré em, wan theo cac khuyn cdo vé diéu ti cho 1é em {xem myc Canh bao va than trong dac bigt khi st dung).
Tré em va thanh thidu nién nén cén twan theo chd dg an kieng giam cholesterol tudc khi bat ddu didu t] va 1iép we duy tri ché dd
nay trong sufit thoi gian diéu ti bang rosuvastatin, B3 an toan va higu qua khi ding liéu lén hon 20 mg chua duge nghién ciu ¢
ddi twong bénh nhan nay.

Vién nén 40 mg khiing thich hgp 88 st dyng cho tré em.

Tré em dudi 10 wdi

Kinh nghiém ding thudc cho tré em dugi 10 wdi con han ché ¢ s6 lugng nhd bénh nhén (wr 8 dén 10 wai} bi tang cholesterol méau
gia dinh kiéu dng hap .

Do @ khdng ding thudc nay cho tré em dudi 10 wdi.

Ding thude cho ngudi gra

Liéu khdi ddu 5 mg dugc khuyén céo cho nguiii gia tén 70 wdi {xem muc Canh béo va thén trong déc bigt khi st dyng]. Khang can
thigt cd diéu chinh lidu nao khac lign guan dén 1w tac,

Ligu ding cho bénh nhén suy than

Khdng cén phai diéu chinh liéu cho bénh nhan bi suy thén muc dd nhe va vita. Liéu khdi d&u dugc khuyén céo 13 5 mg cho bénh
nhan bi suy thn vira {thanh thai creatinin < 60 ml/phut). Chding chi dinh ding liu 40 mg cho bénh nhan suy than muc d¢ vira.
Chdng chi dinh ding rosuvastatin & bénh nhan bi suy than nang cho du vii bét ky liéu nao {xem myc Chdng chi dinh va myc Bac
tinh dugc ddng hoc).

Li€u ding cho bénh nhan suy gan

Khéing cd sy gia 1dng mifc tiép xic vdi rosuvastatin & nguti ¢ diém s Child-Pugh < 7. Tuy nhién, da thay c6 sy gia tang 1ié

ngudi ¢d diém sd Child-Pugh 8 va 9 {xem myc Bic tinh dvgc dang hoc). 6i vi nhitng bénh nhan nay phai xem xét danh gia chic
nang than. Chua cd kinh nghiém ding thuic ddi vi nhitng nguei cé diém sd Child-Pugh trén 9.

Chiing chi dinh ding Delorin cho bénh nhén mac bgnh gan hoat dgng {xem myc Chéng chi dinh}.

Lhing tge

Ba thdy co sy gia tang mic tiép xic & nhitng bénh nhan nguti chéu A (xem myc Chiing chi dinh, Canh bao va than tgng dac biét
khi stt dyng va myc Bac tinh dugc déng hoc). Libu khdi ddu khuyén céo cho bgnh nhén cé géc chau A 1a & mg. Chéng chi dinh
dung liéu 40 mg cho nhimg bénh nhan nay {xem myc Chéng chi dinh va Bac tinh duoc ddng hoc).

Ba hinh gen

Céc kigu gen SLCO1B1 (OATP1BI) ¢.521CC va ABCG2 (BCRP) c.421AA cho thiy sy gia tang mic tidp xic rosuvastatin [AUC) so
vdi cac kiéu gen SLCO1B1 ¢.5217T va ABCG2 ¢.421CC. Bénh nhan nén diing vién nén bao phim Delorin vai liéu 20 mg méi ngay
mit 1dn néu d bit cd kidu gen .52 1CC hogc ¢.42 1A {xem myc Canh béo va than trong déic bigt khi st dyng, myc Tvang téc véi
cac thude khdc va cac dang tuong téc khac va myc Bac tinh duge dang hoc).

L1 ding cho bénh nhan cd cac yéu 15 dé gy méc bénh co

Liéu khdi dau khuyén céo cho bénh nhén cd cdc y&u 16 dé gy mac bénh co 1 5 mg (xem myc Canh bao va than wong dac bigt khi
st dyng). Chding chi dinh ding liéu 40 mg cho mdt s6 nguoi trong nhdm bénh nhan nay (xem myc Chéng chi dinh).

Bhiéu i két hap
Rosuvastatin [a chdt nén cla céc protein van chuyn khac nhau {chang han OATP1B1 va BCRP). St dung ddng thai rosuvastatin
vdi cac logi thudc lam tang ndng dj rosuvastatin trong huyét weng bang cach wing tac vdi céc protein van chuyén nay (vi du
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cyclosporin, cac chat irc chd protease khac nhau nhu ritonavir ket hgp vei atazanavir, lopinavir va/nodc tipranavir) lam tang nguy
co bénh co (v tigu ¢ van) (xem myc Canh béo va than trong dac biét khi si dung va myc Tureng téc véi cdc thudic khac va cac
dang tuang tac khac). Trong céc truting hgp nay libu dung i da cla rosuvastatin [ 10 mg ngay 1 1an.

Céc statin va nhya gan acid mt (cholestyramin, colestipol) cd ca ché téc dyng b sung cha nhau; phdi hgp céc nhom thudc nay c6
tac dyng cong lyc trén cholesterol LDL. Khi ding c4c statin cing véi nhya gén acid mat, thi dy cholestyramin, phai ufing statin vao
liic di ngu, 2 giér sau khi udng nhya d tranh wong tac 1@ rét do thudc gan vao nhya.

Céch ding

Ding thudc theo dugng udng.

Delorin cd thé duge sit dyng bat ky lic nao trong ngay, kem vdi thirc n hay khang.

Chdng chi dinh
Khdng dung Delorin cho:
— banh nhan man cam véi rosuvastatin hodc bt ky thanh phén & dugc nao cla thudc.
— bénh nhén dang méc banh gan hoat dang ké ca tang transaminase huyét thanh kéo dai va khang rd nguyén nhan va khi
ndng di transaminase huyBt thanh tang han 3 13n gidi han trén cla mic binh thudng.
— bénh nhan suy than nang (thanh thai creatinin < 30 ml/pht).
— bénh nhén cd bénh Iy vé co.
— bénh nhan dang s dyng cyclosporin.
— phy nit ¢6 thai va cho con b, phy nit ¢d thé cd thai ma khang dung cac hign phap tranh thai thich hap.,
Chéing chi dinh diing lidu 40 mg cho cac bénh nhn cd cac yBu ti d& mac bénh co /tiu oo van, Cac yéu 16 ndy bao gdm:
— suy than mie dg vira {thanh thai creatinin < 60 ml/pha);
— thiéu nang twyén giap;
— tién s ban than hay gia dinh cd bénh di truydn vé co;
— tién st bi dgc tinh trén co do ding céc thudc e ché men HMG-LoA reductase khac hodc fibrat;
— nghién rugu;
— c4c tinh trang cd thé gay tang ndng da rosuvastatin trong huyét wong;
— bénh nhén chau A:
— st dyng dang thai vdi cac fibrat.
{xem myc Canh bao va than trong dac bidt khi st dung, Tuang tac vai céc thudc khac va céc dang wong téc khac va Bac tinh dugc
dona hoc). ,

Canh bdo va thdn trgng dc biét khi st dyng

Trwgc va trong khi didu tr v statin, nén két hgp kidm sodt cholesterol méu bang céc bién phap nhu ché do an, giam canMtép thé
dyc, va didu i cac bénh co the 12 nguyén nhan cda tang lipid. Phéi tién hanh dinh lvgng lipid dinh ky, va diéu chinh liéu ligng
theo dép ting cua ngudi bénh vdi thudc. Myc tigu diéu ti la giam cholesterol LDL vi vy can sir dyng ndng dg cholesterol LDL d&
bt dau diéu i va dénh gia dép tng diéu ti. Chi khi khiing xét nghiém duge cholesteral LDL. mdi sit dyng cholesterol toan phan dé
theo ddi diéu .

ﬂ‘ nh hugno 1én thén

Protein niu, duge phat hién bang que thit va cd ngudn adc chi y8u wr dng than, da dugc ghi nhdn & nhitng bénh nhan didu tri
béng rosuvastatin liéu cao, dc biét & iu 40 mg, nhyng phén Ién tinh 1rang nay thodng qua hoéc thinh thodng xéy ra. Protein nidu
khong phai 1 déu hiéu bao trude cla bénh than cap hodc tién wién. Trong theo ddi hau mai, 1y 18 bdo cdo cac tal bién nghiém
wrong ¢ thin tang 1&n khi dung liéu 40 mg. Phai xem xét viéc danh gid chic nang thén trong theo ddi thuiing quy & nhitng bénh
nhan dung ligu 40 mg.

ﬂlmh hudno trén oo xueng
Anh hudng trén co xuang, nhu dau co, bénh co va higm hon 13 tiéu co vén da duge bdo céo & nhing bénh nhan ding rosuvastatin

véi i liéu dung va ddc bigt & lidu lan hon 20 mg. Rét hiém khi xéy ra tiéu co van khi dung ezetimibe k&t hop vdi cac thudc dc ché
men HMG-CoA reductase. Khang loai trir co sy wreng téc duge e hoc {xem myc Tuong téc vei cac thudc khac va cac dang wang
tac khac) va can than trong khi phdi hap céc thudc nay.

Cang gitng nhur cac thude te ché men HMG-CoA reductase khac, cac bao céo hau mai cho thay f 1& bao cdo bi tidu co van do st
ayng rosuvastatin tang I&n khi ding hiéu 40 mg.
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o ndna dé Creatine kinase N
Khng nén do ndng dg creatine kinase (CK) sau khi vin déng gang sic hogc khi cd sy hign dién cia mgt nguyén nhén nao da co
thé 1am tang CK vi digu nay co thé lam sai léch két qua.

Néu nong d CK tang cao dang k& trude khi diéu tri (lén hon 5 1an giéi han tén cla mac binh thuiig) thi nén thyc hign mot xet
nghigm d8 xéc dinh Iai rong vong 5-7 ngay. Néu xét nghiém Iap lai xac dinh ndng dd CK wugc khi diéu i ven Ign hon 5 I3n gidi
han trén cla mic binh thutng thi khong nén diéu tri bang rosuvastatin.

Trude khi diéy Ui

Giding nhu céc thufc de ché men HMG-CoA reductase khéc, phéi than trgng khi dung Delorin cha nhitng bénh nhan cd cac yéu 16
[am dé méc bénh co /tizu co van. Cac y&u 1 nay bao gdm:

— suy than

—  thidu nang tuyén giap

— 1ién st ban than hay gia dinh co bénh di truyén vé c;

— 1ién st bj ddc tinh trén co do dung cac thude de ché men HMG-CoA reductase khac hodc fibrat;

— c0 tién sir mac bénh gan va/hodc nghién nigu

— 1rén 70 woi

— céc Uinh trang cd thé gay téng nding dd resuvastatin trong huyét wang (xem myc Bac tinh duge déng hoc)

— ¢6 kha néing xay ra wong tac thudc chang han st dyng déng thai vdi cac fibrat.

( nhing bénh nhan nay, can phai can nhdc gilra nguy co va Igi ich cua vigc didu tri va cdn phai theo dai 1am sang. N ndng dg CK
18ng cao dang k& truc khi diéu tri {ién hon 5 13n gidi han rén cda mic binh thugng) thi khdng nén didu tri bang rosuvastatin,

Trona khi diéu 1ri

Nén y&u cau bénh nhan thong bao ngay khi ¢o dau oo, yéu co hay co co ma khiing gidi thich duge, dac biét khi cd kém theo mét
mdi hogc sat. Nén do ndng d3 CK & nhitng bénh nhan nay. Phai ngung rosuvastatin néu ndng d CK tang cao dang k& {In hon 5
[an gigi han trén cua mic binh thuang} hodc ndu céc tridu chimg vé oo 8m trong va gay khd chiu hang ngéy {ngay ca khi ndng do
CK < 5 1én gidi han trén cla mic binh thudng). Néu cac triéu ching thuyén giam va ndng d CK wé vé binh thuting thi nén xem xét
vige ding lai rosuvastatin hay mgt thudc it ché men HMG-CoA reductase khéc & liéu thép nhat va theo dai chat cha. Vige theo dbi
dinh ky nding dg CK & nhiing bénh nhan khang cd tiéu ching khang dam bao phat hién bénh co,

RAt hiém o bao céo xdy ra bénh co hoai 1t trung gian mién dich véi bidu hién 1am sang 13 yéu co gén do dai dang va ting ndng d
creatine kinase huyét thanh trong hodc sau khi diéu tri bing rosuvastatin. Tién hanh thém cac xét nghiém than kinh co va huyét
thanh oo thé 13 cén thiét. C6 thé phi tién hanh didu tri bang cée thudc de ché mién dich. (%
Trong cac thit nghiém Iam sang, khong ghi nhan thdy sy gia tang anh hudng wén co & mgt s6 banh nhan ding rosuvastatin v cac
thudc khac dung ddng thai, Tuy nhign, 1y 1& mac bénh viam co va bénh co gia tng da duge thdy & bénh nhan ding cac thudc e
ché men HMG-CoA reductase khac ddng thoi vai cac dén xuét cia acid fibric bao gdm gemfibrozil, cyclosporin, acid nicatinic, cac
thufic tri ndm nhém azole, cac thudc e ché men protease va céc khéng sinh nhdm macrolid. Gemfibrozil lam tang nguy co bénh co
khi dang ddng thi vai mot s thudc e che men HMG-CoA reductase. Do vy, khong nén phdi hgp Delorin véi gemfibrozil. Lgi ich
cGa viéc lam giam nding df lipid bang cach phdi hp Delorin v cac fibrat hay niacin phéi duge cin nhac ky véi nhitng nquy co co
thé xdy ra khi phéi hgp céc thudc nay. Khang duge dung lidu 40 mg khi sit dyng kBt hop vii fibrat (xem myc Tuong tac vei cac
thudc khac va cac dgng wong tac khac va myc Tac dyng khdng mong mudn).

Khdng nén dung Delorin cho bénh nhén cd tinh rang nghiém trong cép tinh, nghi ngir do bénh co hodc cd thé dén dén suy thén thir
phat sau tigu co van {nhy nhiém khudn huy8t, wt huyét ép, phu thudt lgn, chan thueng, cac ri loan nang vé chuyén hoa, ni tiét
va chat dién gidi; hodc co git khdng kim soat dure).

Anh hugng 1rén gan

Gidng nhu vii cdc thude te ché men HMG-CoA reductase khéc, phéi than trgng khi diing Delorin cho nhitng bénh nhan nghién ruyu
va/hoge cd tién st bénh gan.

Nén lam céc xét nghiém men gan trude khi diéu tri va trong treiing hop chi dinh [am sang yéu cdu xét nghiém sau da. Nén ngung
foac giam liéu Delorin néu ndng dg transaminase huyét thanh cao gap 3 1én gidi han trén cla mic binh thuting. Trong theo di
hau mai, ty |6 bao cdo cac tac dyng co hai nghiém trong & gan (chd yBu I téng transaminase gan) tang I2n khi dung liéu 40 mg.
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{1 bénh nhan ting cholestersl mau thit phat do thigu néng wydn giap hoge hoi ching than hu, thi phai difu 1] cdc bénh ndy e
khi bat dau didu i bang Delorin,

Ching tdc '

Cac nghién ctfu duge ddng hoe cho théy od sy gia tng muc 6 tiép xic vor thufic & cac béah nhan ngubi chau A so w1 nhing
ngu@l da tréing {xem muc Lidu dig va cach ding va myc Bac tinh dure ddng hocl.

Cac thufic e ché nrotease

C4 s phoi nhiém todn than rosuvastatin can hen & cac hénh nhan didu i ddng tiri rosuvastatin véi cc thude e ché pratease
khae nhau va ritonavir. Bén canh viéc st dung rosuvastatin, cd lgi thé ciia gidm lipid va sy gia tang ning d rosuvastatin phai dugc
tinh dén & ahiing bénh nhan bi nhiém HIY dang didu t] bang cac thudc Ue ché protease khi bat dau dieu irj vdi rosuvastatin va
chusn lidw cha banh nhin didu 1rj bing thudic ke ché protease. Khdng chi dinh ding ddng the thudc nay vai mit s thudc ve ché
protease trit khi liéw ding rosuvastatin duge diu chinh (xem bang 1, myc Lidu dung va cach ding va myc Tuong tac vdi cac thudc
khac va cAc dang weng tac khic)

Banh phdi ké

Mat s6 truéng hgp d4c bist cua bénh phdi ke da dutgc ghi nhan khi dung mat s6 statin, ddc biét (3 didu 1ri dai ngay tem myg Tac
dung khdng mong mudn). Biéu hién thudng gap nhat bao gim kho th, ho khan vé suy giam sie khde ndi chung (mét mai, giam
cén va stl. Néu nghi ngt bénh nhn bi bénh phdi k&, nén ngimg st dyng statin,

Khdna dung nao lagiose ;&
Khéing ding thuic nay cho nhiing bénh nhin mdc banh di tuydn hiém gap khién khing dung nap duge galheriae, thidu hyt men

Lapp lactase hoac kém hdp thu glucnse-galaciose.

Bai thao durirng

Mt 50 bang ching cho thdy cac statin [am tang ndng di duimg huyét & mét si banh nhén cd nguy co cao mac bénh téy dudng,
0dy tang dudng huydt cAn phdi didu . Tuy nhign, nguy oo nay khong dang ké so vii widc giam nguy o tm mach cia statin va do
g6 khong phai I3 If do 8¢ ngung didu trj bing statin. Banh nhan cd nquy ce ting dung huyét [dutng huyét hic déi 5.6 dén 6,9
mmol/L, chi sd khéi co thé (BMI} > 30 kg/m’, téing wiglycerid, ting huy8t 4p) nén duyc theo doi cd 13m sang v4 sinh hoa theo cac
hudng dan quéc gla.

Trong nghién cdu JUPITER, tin sudt dai thao dudng duge bao cdo xdy ra ¢ 2.8% s0 banh nhan ding rosuvastann va 2,3% dbi vai
nhdm gid duge, chi yéu I & nhifng bénh nhan ci ndng di dutng huy&t e doi 1 5,5 dén 6,9 mmol/L,

Iigem

Viéc danh gia sy phat wign tysn tin {chidu cao), trong lugng, BMI {chi s6 khdi o 1h), va ddc diém thir c3p cda sv trdng thanh
tinh dyc bédi Tanner cho tré em 1 10 88n 17 wdi st dyng rosuvastatin duge gidi han wong khaang thei gian mot nam. Nghién ciu
sau 52 tudn diéu tri, khang phat hign thay sy anh hung dén 1ang truang, can nang, BMI hodc sy tugng thanh tinh dyc (xem myc
Béc tinh duge lye hoe). Kinh nghiém thi nghigm 1&m sang & tré em va thanh thidu nign can han ché va dnh hudng lau dai cla
rosuvastatin (> 1 ndm} d6i véi wéi day thi chua duge bigt

Trong mft thit nghiém (am séng cUa 1€ em va thanh thidu nign st dyng rosuvastaun trong 52 twdn, ning dd CK téng rén 10 3n
gidi han trén caa muc binh thutng va céc rigu ching or bap sau tip thé duc hodc tng hogt ding the lyc duoe béo céo xéy ra
thung xuyén hen sa vdi cac thi nghizm |4m sang & ngudi fén (xem myc Tac dung khéing mong mudin),

Tureng tdc véi cdc thudc khdc va cdc dang wreng tac khic

Cac thudc te ché protein van chuyBn: rosuvastatin I3 chdt nén cla mot 6 protein van chuyén bao gom ¢4 DATP1B1 vén chuyén
hap thu tai gan, BCRP van chuy8n ra ngodi. SU dung dbing thif rosuvastatin va céc hudc itc ché cac protein van chuyén lam 1ang
néing ¢ rosuvastatin trong huyt wang cd thé gay tang nguy oo bénh oo (xem bang 1, myc Lidu ding va céch ding va muc Canh
bdo va thén trong dac hiér khi st dung).

Cyclosporin; Khi dung ddng thai rosuvastatn va cyclosposin lam gia 1 AUC cda rosuvastatin cao hen trung binh 7 [an so vdi ui s@
ndy & ngudi tinh nguyén khde manh {xem myc Chéng chi dinh),

St dyng dding thdi rosuvastatin va cychasporin khing [am dnh hudng dén nfing d4 cyclosporin trong huyét g,

Cac chat ddi khang vitamin K: Gidng nhu céc chét e ché men HMG-CoA reductase khac, khi bat ddu diéu 1j hodc tang ligu Delorin
t banh nhan digu tri dfing thin vai cac chét dai khang vitamin K [nhu warfarin hodc thude chiing dang coumarin khac) ¢o thé lam
tang trj s3 INR. Ngung ding hodc giam liu Delorin ¢ thé lam gidm INR. Trong nhitng trugng han nay, can theo 08 tri s INR.




Gemfibrozil va cac thudic ha linid khéc: Sit dung dfng thi rosuvastatin va gemfibrozil Iam tang gdp 2 1&n céc chi 58 Gy, va AUC
£lia rosuvastatin (xem muc Canh bao va than trang dac hiét khi st dungl.

Nhitng s8 ligu nghign citu vé wiong 1ac thubc cho thdy rosuvastatin khéng cd twong téc duge ding hot vt fenofibret, wy nhign cd
1hé ch waing tac dutic lye hac,

Gemfibrozil, fenofibrat, céc fibrat khdc va lidu lam giam lipid (= 1 g/ngay) eda niacin [acid nicotinic} va colchicin [am 1dng nguy ot
by bénh co khi dung dding thi vdi cac thudt it ché men HMG-CoA redustase, o6 thél 13 da cée thudc nay ¢ th géy bénh co khi
dung riéng I&. Khng dugc ding lidu 40 mg rosuvastatin déng théi véi mat thudc fibrat. Nhdng béah nhan néy cing phai dung ligu
khdi d4u 13 5 mg.

Cac nhya gin acid mat {vi du cholestyramin, colestipol) ca thé |5m giam e rét sinh khd dung cta statin khi udng clng nhau. Y vy
thifi gian dang 2 thudc nay phai cach xa nhau.

Fzenimibe: Khi dung déng thii rosuvastatin vi ezetimite khong thay co thay dai vé AUC hadc C, cla ¢4 hai thude nay. Tuy nhién

khéing thé logi 1ri tweng tac dut Iy hee, cac tac dung khong mong mudn gita rosuvastatin v ezetimibe {xem myr. Canh hfivjw./

than trong dac bigt khi st dung).

Cae thudc e ché protease Mae d ¢ ché tmng téc chinh xdc chua due bidt i, st dyng dong thiri thufic nay va thudt dehE
protease c6 thé 1am tdng mic 49 tép xic véi rosuvastaun. Trong mdt nghién cu dugt ding hoc & ngudi tinh nguyén khde manh,
st dung ddng thii 20 mg rosuvastatin véi mot thufie két hiep cla hai cht tc ché protease (400 my Inpinavir/ 100 mg ritonavir}
trén ngui tinh nguydn khoe manh 13m gid i AUCy»4 cla rosuvastatin 1ng gap 2 #n va Co, ting g&p 5 1&n & trang thai on dinh,
Hen nita, trong mot nghién ey duge dong hoc, st dung dang wdi 10 mg rosuvastatin va mat thudc k&t hgp caa hai chat it ché
protease 1300 mg atazanavir / 100 my risanavir} & nguiti tnh nguyén khde manh [am tang gid 1 AUCqse & trang thai dn dinh xap
xi gap 3 1A, Sit dung déng thifi rosuvastatin va mat s6 thudc de ché protease {chang han atazanavir) c6 thé duge xem xét sau khi
cAn nhéc cdn than vide didu chinh libu rosuvastatin dya vao mifc 63 gia 13ng dy kidn mifc 18p xic vii rosuvastatin {xem bang 1.
muyc Lifu ding va céch dung vi myc Canh bin va than trong dac bigt khi st dungl. Viee sit dung ddng thi cac thufc ha lipid mau
rhom statin i cac ihude digu tri HIV va vigm gan sidu vi € {HCV) co thé lam tang nguy oo’ géy tn thueng co, nghiém trong nhét 13
tiéu o van, than hu dan dén suy than va o6 thé géy w vong.

0o d6 khiing nén ding dng thi rasuvastatin & nhiing hénh nhan nhifm HIV dang st dyng cac whudc te ché protease [xem myc
Canh bée va (hén trong dac bigt khi st dyngl.

Thudc khdng acid- Ding ddng thei rasuvastatin véi mt hon dich khang acid co chita nhdm va magnesi hydroxyd s& lam gidm
khodng 50% ndng dd rosuvastatin trang huyét wong. Khi ubng thuit khéng acid cach 2 gii sau khi ding resuvastatin thi ndng db
rosuvastatin trong huy€t twang sé giam 1t han. Méi weng quan vé mat 1am sang cla wong tac ndy vin chua duge biét.
Erythromyein; Ding ddng thi rosuvastatin va erythromycin 1am gidm 20% AUCy, va 30% Cy,, cla rosuvasiatin, Tuong tac nay cd
thé ta da erythremycin [am tang nhu dang rudr,

Thufc trénh thai dang uéng/ Ligu phap thay thé horman: Ding déng thin rsuvastatin véi thudt tranh thai dang udng lam ting
26% AUC cia ethinyl estradiol vé 34% AUC cua norgestrel. Nén lvu ¢ d8n mic ting nfing d6 c4c chdt nay trong huydt wang khi
chon thudc ngita thai dang udng. Chua cd dd ligu duge ddng hoe wén nhitng bénh nhén khi ding ddng thi rosuvastatin i |igu
phap thay thé hormon va vi vy khiing the logi trir kha ndng £6 tac dgng twang by, Tuy nhién, si két hp d& dune stk dyng g rai §
phy nik trong cdc thi nghiém 14m sang va da duge dung nap tat.

Cég thudc khéc: Dya trén céc di ligu nghién ciu vé wwang téc thudc cho thiy khing cd trmg tac déng ké vé mat 1am sang khi
dling chung véi digoxin,

Men cytochome PA50; Két qua tr thi nghigm in vitro ¥4 in vivo chitng 1 ring issuvastatin khang phéi 1a chit ic chd hodc cm
ting men cytochrome PA50. Hen nira, sosuvastatin [a mét chdt nén yéu cho céc enzym nay. Khang ghi nhan cd wweng tac dang k8
vé mgt 13m sang gitra rosuvastatin vii fluconazo! {chdt de ché CYP2C va CYP3A4) hoac ketoconazol [chét e chd CYPZAB va
CYP3A4, Si dyng dfing ths itraconazol {ohit ve chd CYP3A4) va rosuvastatin lam tang 28% AUC cia rosuvastatin, Sy ting nay
khong duge xem 1a cd ¥ nghia vé mat 1am sang. Do dd, khang cd trong tdc thudt do sy chuyén hoa qua trung gian cytachrome
P50,

Cc twgng tdc doi hoi phdi didu chinh lidu rosuvastatin [xem béng 1): C3n didu chinh liéu rosuvastatin néu rosuvastatin
duge st dyng déng that vir cac thude gay 1ang mifc 1ép xuc wii rosuvastatin, Nén ding lién khéi déu 5 mg rosuvastatin mit I4n
mdi ngay néu AUC tang = 2 Ian. Litu tfi da hang ngiy cla rosuvastatin phai duge didu chinh sao eho AUC dy kin cda
fosuvastatin khng vugt yud gii han rén khi dlng lidu hing ngay 40 mg rosuvastatin khi khang ¢ tac nhan gay tueng tac, vi dy




ahit 20 myg osuvastatin viti gemfibrozil {tang 1.9 1n} va 10 mg rosuvastatin vdi chi pham k&t hoo ritonavir/atazanavir {tang 3,1

[&n).

Bang 1: Anh hudng cia thudc k&t hep ddi vi muc tiép xdc vdi rasuvastatin (AUC; theo the ty gigm dén} tr céc nghién

ctfu I§m sang.

Ché dg lidu cda cdc thudc treng téc

Ch& dd lidu cla rosuvastatin

Thay ddi AUC cla
rosuvastatin

Cyclosporin 75 mq ngay 2 18n - 200 mg ngay 2 14n,

B thang

Atazanavie

Avazanavir 300 mg/ritanavir 100 mg ngay 1 14n,

8 npay

Lopinavir 400 mg/nwnavir 100 mg ngay 2 lan,
17 ngay

Gemfibrozil 600 mg ngay 2 1An, 7 ngay
Eltrombopag 75 mg ngay 1130, 10 ngay

Darunavir B00 mg/ritonavit 100 my ngay 2 13n,
7 npay

Tipranavir 500 mg/ritonavir 200 mg ngay 2 lan,
11 ngay

Drenedaron 400 mg ngéy 2 18n
Itraronazol 200 mg ngay 1 lan, § ngay
Ezetimib 10 mg ngay 1 1an, 14 ngay

Fozamprenavir 700 ma/ritonavir 100 mg ngay 2
I4n, 8 nody

Aleglitazar €3 ma, 7 ngay

Silymarin 140 mg, pgay 3 13n. b ngay
Fenofibrat 67 mg ngay 3 14n, 7 ngay
Ritampin 450 mg ngay 1 14n, 7 ngay
Ketoconazal 200 mg noay 2 lan, 7 ngy
Fluconazol 200 mg ngéy 1 1an, 11 ngay
Erythramycin 500 mg ngay 4 1an, 7 ngay
Baikalin 50 mg noay 3 I4n, 14 ngay

10 mo ngay 1 1dn, 10 ngay

10 my, liéu duy nhat

10 mg, liéu duy nhit

200mg ngdy 1 1an, 7 nody

BO m, liéu duy nhat
10 my, liéu duy nhat
10 mg ngay 1 1an, 7 lidu

10 mo, liéu duy nhét

Khfing cg thdng tin
10 mg, lidu duy nhat
10 mg, ngay 113n, 14 ngay

10 mq, lidu duy nhft

40 myg, 7 ngay
10 mg, lidu duy nhét
10 ma, 7 ngay
20 mg, lidu duy nht
B0 ma, liu duy nht
80 ma, liéu duy nhat
80 mg, liu duy nhét
200mg, liBu duy nhét

T7.10n

Khéng ed dir héu //'

Ta,né)jxy

T2.11n

T 1,910
T1.6Hn
T1.514n

T141n

T1414n
T 14150
T1.218n

>

: i S s

>
28% 4.
47%

Sy thay d8i biéu thi bdi x 14n 1hé hign ty 1& thay d6i cia viéc st dung déng thiv va viee st dung rosuvastatin don ddic. Su thay o

bigu thi bi % bigu thi sy thay ddi weng dAi tirih theo % so v st dyng rosuvastatin don dfc

Tang “T7, khing thay ddi “¢->", gidm “J.".

** Mgt 56 nghign citu tirong tée g3 durge thye hién wii hiu rosuvastatin khac nhau, bng nay cho thdy céc tf & quan trgng nhit




Tré em:
Cac nghién ciru vé wong téc mdi chi dugc tién hanh tén nguti lon. Sy wong téc thudc khi dung cho ré em chira duge biét.

Phy ni cd thai va cho con b

Khding dung Delorin cho phy ni ¢d thai va cho con bd.

Phuy niz c6 thé co thai cdn 4p dung céc bién phap trénh thai thich hep.

Vi cholesterol va cac san phdm cua sy sinh téng hop cholesterol 1a cdn thist cho sy phat wién cta thai nhi, nén nguy co cd the co
1ir vige (e ché men HMG-CoA reductase vugt qua loi ich cia viée diéu 1 khi o thai. Céc nghién céu trén dang vat cho théy bang
chitng cd gidi hgn vé ddc tinh trén sy sinh san. N&u bénh nhan ¢d thai trong khi dang dung thud, thi phai ngung sit dyng thudc
ngay lap tic.

Rosuvastatin duige tit vao sa cia chudt. Chua cd di lidu vé viec thudc 1t vao sita ngudi (xem myc Chang chi dinh).

Anh huding dén kha nding Idi xe va vén hanh méy mdc
C4c nghién ciiu vé anh hugng cla rosuvastatin dén kha nang ldi e va vin hanh may mdc chua duge tién hanh. Tuy nhién, dya trén

déic tinh duge lyc hoe ti Delorin khang anh hugng dén khé ndng I4i xe va van hanh may méc. Khi l4i xe hogc van hanh méy moc /
nén hwu y rang chong mat c6 thé xay ra trong tha gian diéu 1,
Téc dyng khang mong mudn
Céc tac dyng khang mong mudin cua rosuvastatin thugng nhe va thoang qua. Trong cac the nghigm lam sang cd ddi ching, co dudi
4% bénh nhan ding rosuvastatin phai ngung thudc do céc tac dyng khdng mong mudn.
C4c 1éc dyng khdng mong mudn duge lidt ké trong bang
Oua trén dif liéu 1ir cac nghién ciu 1am sang va bao cdo hau mai, bang sau lidt ké cac téc dung khdng mong mudn cla
rosuvastatin. Cac tac dyng khiing mong mudin dugc s&p xép theo tAn sudt va phén loai hé co quan co thé.
Tén sudt xay ra céc tac dyng khding mong mudn duge phan loai nhu sau: thudng gap (=1/100 dén <1/10); khing thuing gap
(2171000 dén <1/100}; Hiém gap (=1/10000 dén <1/1000); r&t hiém gap (<1/10000); khing biét {khang thé wde higng 1 cac
dd ligu hién cd).
Bang 2. Cdc tdc dyng khdng mong mudn thu duge tir cdc nghién citu [dm sdng va bdo céo hiu mai
Hé co quan Theing gdp | Khdng thudng gdp | Hiém gdp R4t hiém gdp Khéng biét
Rél Ioan hé méu va lympho Giam tigu céu
FRoi foan hé midn dich Phan (tng man cam

bao gdm ¢4 phi

mach
Rt loan ndi tigt Bai thao

duimg’

Rdi Ioan chuyén hda va Tang dwiing huy8t
dinh dirdng
Ré% loan tam thén Trdm cam

Suy giam nhan thire
{nhu mat tri nhd, [

13n ..}
R foan hé thén kinh Bau dau, chang Bénh da than kinh | Rdi loan gidc ngli
mit {bao gom ca mét ngl
va ac mong)
HAii loan hg ha hép, long Ho, kh the
ngure va trung thit
Rdi loan tiéy hda Tao bon, bufin Viem twy Tigu chay
nén, non, dau
bung
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R foan gan mdl Tang transaminase | Vang da, viém gan
gan
Bl logn da va mi i da Ngtta, ban da, may Hdi chirag Stevens-
fay Jahnson

Bt oan hé co xeangva | Bau o Bénh o (baa gim cd | Bau khap Bénh co hoai t trung
i hén két viem o), tidu oo van gian mién dich
hﬁa’?!a_an thén va 1iét migy Bi 1iéu ra mau ;
R Ioan he sinh sdn vé Chitng to vii & dan /
ngie fng W/
Rdi loan woan than va tgivi | Sy nhuge Pho [~

i ding thufc

K&t qud xét nghiém Tang HbA e

thé >30 kg/m?, tang triglycenid, ¢ tién st tang huyét ap).

" Tén sudt phu thube vao sy oo m3t hay knang cd m3t clia eac y8u 16 nguy co (ndng dd dwing huyé lic doi > 5.6 mmal/L, chi s6 knéi co

Gidng nhy cac thude e ché men HMGLoA reductase khac, ty 18 xay ra cac tac dung khong mang mudn co khuynh huting phy
thudc liéu,

Anh fusiing 1rén thin:

Protein niéu, dirgc phat hién qua que thir va et ngudn gac chu y&u 10 €ing than, d& durge ghi nhén & banh nhin diing rosuvastatin.
St thay d6i cda protein trong nuide 12U tir khang o hay od véL cho dén ++ hay nhiéu hen duge ghi nhan & dudi 1% sd bénh nhén
ding lidu 10 va 20 mg, va trong khoang 3% s@ bénh nhan diing liéu 40 my. Sy gia tang nhe t khing cd hay cd vét cho dén +
duge bao cdo vdi hiéu 20 ma. Trong da s0 cdc trudmig hgp, protein niéu sé gidm hay bign mat khi iép e didu t. Xem xét cac di
ligu wr nfiiing thit nghiém Iam sang va theo déi hau mai cho d8n nay khang thay co mdi lién hé nhdn qua gida pratein nidy va hénh
cdp tinh hodc tign tign & than.

Tidu tién ra mau d& duge ghi nhan & bénh nhan ding rasuvastatin va ¢ac dit igu thi nghigm 1am sang cho thiy 1 18 xay ra thip.
Anh hudng trén oo xrona:

Anh huting 9€n oo xueng nh dau oo, bénh co {5ao gdm viem ool va hism haa 1 tBu oo van c6 kém hodc khiing kem then viém
than c8p da dwac hdo cao & nhitng bénh nhan ding rosuvastatin & moi iy va d3c bigt & lidu lén hon 20 my.

Ba thiy ca sy gia tang ndng 60 CK co lién quan vii [idu leyng & bénh nhén ding rosuvastatin; phan lon taimg hep du la nhg,
khaing cd trigu ching va thodng qua. Neu ndng 46 CK tang cao ftrén 5 lan gidi han rén cla mic binh thutng), thi phai ngung thudc
{xem myc Canh baa va thin treng dic bist khi st dyngy.

Anh husfing trén gan’

Gidng nhr céc thudc ve ché men HMG-CoA reductase khac, dé quan sat thy cd sy gia tang wansaminase cd lién quan dén liéu
lisgng & mot 56 ligng nha bénh nhan diiny rsuvastatin; phin lin cac tudng hgp déu nhe, khang cf triéu ching va thang qua
Theo di hdu m3i

Ngoéi nhiing tc dyng khdng mang mudn ngu trén, céc 18c dyng khing mong muén sau day d& dirgr bao cdo rong thea déi hau
mal cua rosuvastatin

Cac téc duno khire mong mufin cuia cae statin:

RAi loan tinh dyc

Mgt vai truimg hop gdy bénh phdi ke, dac higt khi didu trj dai han (xem phan Canh bao va than trgng dée hiér khi st dyng).

R loan oan, dor khi bidn ching din gan

TV 16 xay ra tidu £o van, céc 1ac dung cb hai nghigm trong trén than vé cdc tc dung td hai nghiém trgng tén gan [chi y&u bao
ndm tang transaminase gan} tang l&n & lidu 40 mg.

Tiiem




Trong mdt thit nghiém 1am sang kéo dai 52 tuén trén tr& em va thanh thiéu nign, ning dd Creatine kinase tang > 10 I4n gion han
wén clia mue binh thudng va cac tridu ching co sau 1dp thé dyc hodc ting hoat ding thé lurc xay ra thuding xuyén hon so vl nguii
I {xem myc Canh bao va than trang dac biét khi st dyng). Trén cac khia canh khac, d& ligu an 1oan cla rosuvastatin trén 1re em
va thanh thiu nién cing tuomg ty nhy ngui lon.

Théng béo cho béc sy bit céc téc dyng khdng mong mudn gap phéi trang quéd trinh sif dyng thudc

Qué lidu
Chua c6 diéu tri d3c higu khi bi qud lidu. Trang trudng hop qud liéu, cdn tién hanh difu tr riédu ching va didu tr ho tg. Phal theo
@1 chiic ndng gan va ndng d CK. Tham téch mau khang giup loai bo duge nong dd thudc khdi co the.

CAC BAC TINH DUgC LY

Bc tinh duge lye hoe
Nndm dugc tr lidu: thudc te ché men HMG-CoA reductase, ma ATC: C10A AQ7

Car ché e dung

Rosuvastatin 1& mgt chdt te ché chon lpc va canh tranh HMG-CoA reductase, la men xic tac qua trinh chuygn ddiB-hydroxy-3-
methylglutaryl coenzym A thanh mevalonat, mét tién chét cua cholesterol, Noi tac dung chi yéu ca rosuvastatin 14 gan, co quan
dich dé lam gi&m hrang cholesteral,

Rosuvastatin lam ting s6 lugng thy thé LDL & b& mét & béo tai gan, lam ting sy hap thu va di hda LDL va ttc ché sy 16ng hap VLDL
¢ gan, qua d6 1am gidm tong s6 phan tw VLOL va LDL.

Téc dun luge

Delorin lam giam sy gia tang LDL-cholesterol, cholesterol toan phéan va triglycerid va lam tang HOL-cholesterol. Thudc ciing lam
giam ApoB, nonHDLC, VLOLC, VLDLTG vé lam tang ApoAd {xem bang 3). Oelorin ciing lam gidm LDL-C/HDLC, C todn phén/HDLC
va nonHDL-C/HDLLC va ty 1¢ ApoB/ApoA-.

Bang 3. Bap tng vei liéu lugng & bénh nhan tang cholesterol méu nguyén phat {type lla va lib) {ty I phan tram thay d8i trung binh
da higu chinh so v&i mic ban déu|

Liéu higng N LOLC | Cwéanphdn | HOLC TG nonHOLC ApoB ApoA-l

Gid duge 13 -1 5 3 -3 -7 3 0
5mg 17 45 33 13 -35 A4 -38 4
10 mg 17 -52 -36 14 -10 48 42 4
20 mg 17 -5 40 8 -23 51 46 ]
40 mg 18 B3 46 10 -28 60 -h4 0

Tac dyng diéu trj dat dugc trong vang 1 twén sau khi b3t ddu dung thubc va 90% cua sy dép (ing 15i da dat dugc trong 2 wan.
Thuong sir dap ung 16i da sé dat duge trong 4 wan va sé duy i tiép sau do.

Hiéu qua vé an toan lam sano

Delorin c6 higu qua d nquii lin tang cholesterol mau, cd hay khang kém theo téng tiglycerid mau, bat ké ching tic, gidi tinh, hay
16 téc va & nhitng nhém bénh nhan dac bigt nhy déi thao dutng, hay bénh nhén téng cholesterol méu cd 1inh gia dinh.

Tir cée s ligu tdng hgp cua nghign ctu giai doan Ill cho thay msuvastatin ¢o hidu qué trong diéu tri phdn lén cac bénh nhan co
1ang cholesterol mau type Ila va lIb {muc trung binh ban dau LOL-C khoang 4,8 mmol/|) theo cac myc tiéu trong hugng dén duge
chap nhan cla Hoi Xo vita dong mach Chéu Au (EAS; 1998); khoang 80% céc bénh nhan didu tr vei liéu 10 mg dat dugc céc muyc
tidu cia EAS vé ndng d LOL-C {<3 mmal/)).
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Trong mét nghién eiu I, 435 banh nhan tang chofesterol mau o tinh gia dinh kiéu di hgp 1w dure diéu ] bang suvastatin liéy
20 mg dén 80 mg thea mot thist k trong 46 lidu higng tang dén. T4t o8 moi liéu lugng déu cho téc dyng tich cye vé mat thng s
cia lipid va myc téu didu 1. Sau khi chudn d libu dén 40 mg trang ngay {12 win digu vil, LOLC gidm duoe 53%. Cd 33% s
bénh rhan dat duge céc hudng dén cda FAS vé nong 46 LDLC {< 3 mmots1!

Trong mdt nghién cdu mé £o Ging dén fiéy karng, 42 bénh nhén ng cholesterol mau ¢6 tinh gia dinh kigu dong hop W duge danh
gid mifc 4 d4p tng voi 20-40 mg rosuvastatin. Trang nhdm banh nh3n ndi chung, LOLC gidm trung binh 22%.

Trong cac th nghiém 13m sang véi 55 luang bénh nhn gidi han, rosuvastatin €0 téc dung cong lyc lam gidm tnglycerid kht phéi
harp véi fenafibrat va [3m téng néing dg HOL-C khi phéit hyp véi niacin {xem muc Canh bao va thén trang dac bigt khi st dyng).,

Trong mdt thet ghiém 13m sang da trung tam, mi dgi va ¢6 ddi ching ui gia dugc (METEOR), 384 bénh nhén twr 45 dén 70 1wai
¢6 ft nguy oo méc bénh mach vanh (e dinh nghia gua ehi s nguy co Framingham <10% trong 10 nam}, vdt LOLC trung Binh

4.0 mmol/1 {154,5 mg/dl}, nhung c6 x vita djng mach cin [am séag (phat hién qua 46 day ndi mec mach cda dong mach canh -

CIMT), duoe diée tri ngdu nhién véi 40 mg rosuvastatin mt Kn wong npay hodc v gid duge ong 2 nam. So vdi gid dugc,
rosuvastatin lam cham cé ¥ nghia thing ke dc d6 uén wién cla CIMT i da & 12 didm cda dong mach canh véi mde -0,0145
mm/nam [khodng tin cay 95% -0.0196, -0.0093; p <0.0001]. S thay ddi so véi mic ban du la -0.0014 mm/nam (-0,12%/nam
(khng ca y nghia thiing kA1) d6i v rosuvastatin khi so sénh véi mat sy uén trién +0.0131 mm/nam; {1,12%/nam {p <0,0001}} ¢
nhom ding 0id duge. Cho dén nay chus ching minh dugc sy tvang quan tye 1i8p gita v'éc giam CIMT vii vide giam nquy oo tai
bign tim mach. Nhom béah nhén nghién citu trong METEQR ed it nguy co bj hénh mach vanh va khang dat dién cho nhém bénh
nhan dich cla rosuvastatin 40 ma, Lidu 40 mg chi nén dugc st dung cho bénh nhan tang eholesterol mau ndng ¢d nguy oo tai hign
1im mach cao {xem myc Ligu ding va cach ding).

¥
flanh gid cho viéc si* dung statin tong phong ngira ban dau: Mot nghién ity thir nghigm can lhiéMmsuvaslaliﬂ
(JUPITER}, hidu qué cda rosuvastatin di véi vibc xdy ra cac tai bidn tim mach chinh cd nguyén nhan 1 xo vita ding mach dugc
danh gia & 17.802 nam gigi {= 60 tudi] va ni (= 60 wai).
Cic ddi wyng tham gia rghign ciu duge lira chon ngfu nhign cho ding i duge (n~89011 hodc rosuvastatin 20 ma noay 1 1An
(n=B90 T| trang théi gian trung binh 2 ném.
Nong dd LDL-cholesteral giam 45% {p < 0,001 rrang nhém dlng rosuvastatin so vii nhém gia duge.
Trong mdt phdn tich eda mgt nhdm bénh nhan o nguy oo cao ¢ diém danh gia nguy cet Framingham > 20% {1.558 bénh nhan)
cho théy o sy giam dang k& s lgng 1 vong do tim mach, A3t quy va nhdi mau cr tim {p = 0,028 ] & nhom didu i bang
rosuvastatin 5o vdi gia duge. Mifc gidm nouy oo tyét dii trong 1y 18 tai bidn 1én 1000 bénh nhan-nam 14 8,8. Ting sé 1 vong
trang rhom £d nguy oo cao ny khdng thay ddi (p = 0,183). Trang mat phan tich ¢Ga mat nhom bénh nhén cd nguy oo can {ifing sd
9302 bénh nhan} ¢d diém nguy cv ban dau 2 5% ingoai suy d8 hao gdm cac ddi wgng bénh nhan vén 65 wii} cho thay co sy
gidm déng ke hign tugng tlf vong do tim mach, 81 quy va nhdi mau e¢ tim {p = 0,0003) ¢ nhom digu ti bng rosuvastatin so vdi
gia dugc. Mift gidm nguy o tuyét di rong 1y 12 tai bién 4 5,1 wén 1000 bénh nhanndm. Tong s6 t vang trong nhém co nguy ce
cao nay khing thay dai {p - 0,076).
Trong thit nghiém JUPITER 3 ca 6,6% bénh nhén trong nhom ding rosuvastatin vé 5,2% bénh nhan trong nhém ding gid duge
nqung dung thudc nghién ewu do 1ac dyny khang mong mudn, C4c téc dyng khding mong mudn ph hidn nhat dén dén ngung diéu
tri |&: dau co (0,3% nhdm ding rosuvastatin; 0,2% nhom ding gid duge), dau byng (0,03% nhom ding rosuvastatin; 0,02% nhom
ding gia duge} va phat ban 10,02% nham ding rosuvastatin; 0,03% nhom ding gid due). Céc tac dung phy thung gdp nhit v
1y I can hon hadc bang gid duge bao gom téc dyng phy trén dugmg 1 niéu (8,7% nhém ding rosuvastatin; 8,6% nhom dlng gia
dutc), viém mii hong (7,6% nhém rosuvastatin: 7,2% nhom ding gid dure], dau lung {7.6% nhdm ding rosuvastatin: 6,39% nhom
ding gia dugte) va dau ca {7,6% nhom ding rosuvastatin; 8,6% nhom ding gia due)
Iié em
Trong mit nghién cbu mi ddi, ngau nhién, da trung tm, c6 ddi ching gid dugc, kéo dai 12 wan in = 176; 37 nam va 79 nif} tiép
thea 1 40 tan {n = 173; 96 nam va 77 ni¥}, giai doan chuan da lidu rmsuvastatin duge U8 hanh trén céc bénh nhan 1017 wdi
[Tanner giai doan IWY, tré gai it nhét 13 1 ndm sau khi ed kinh nguy@t) ting cholesterol méu cé yéu 1 gia dinh kidu dj hop 1 duge
dung rosuvastatin vi [igu 5, 10 hogc 20 mg hode gid duyc mdi ngay trong 12 twudn va sau d6 1t cd ditge diéu 1 bang
rosuvastatin hang ngay ong 40 twdn. Lic bt ddu nghign ctfu, 6 khodng 30% bénh nhan wr 10-13 wdi va khodng 17%, 18%,
40%, vb 25% bénh nhén thudc Tanner giai doan I, 11|, 1¥ v ¥, twong ny.
Niing 86 LDL-C giam 38,3%, 44,8%, va 50,0% weng ting & nhdm dung msuyastatin 5, 10 va 20 mg, so vif 0,7% nhom gia due.




Vao cufii 40 wén, li8u duge chudn 86 d8n liéu i da 20 mg mét 1an mAi ngay, 70 wong 1dng si 173 bénh nhan (40.5%) da dat
due mug tiéu nang &4 LOL-C dudi 2.8 mmal/1.

Sau 52 tudn nghién ciru, khing quan sit thiy sy &nh hugng dén tang trudng, cn nang, chi s8 khii ¢o the hoac sy mudng thanh
tinh due fxem myc Canh bao va than trong dic biét khi st dung). Kinh aghigm thi nghiém I3m sang ¢ tré em v thanh thigu rign
con han chd va dnh hudng l5u dai cda rosuvastatin (> 1 nam) d&n tufi diy thi chua duge bigt. Tha nghigm nay {n = 176) khang
phit hep d8 so sanh cac téc dung khing mang mudn hiém gap.

B4c tinh duge dgng hoc

Ha thu; Néng d6 dinh cla rosuvastatin trong huyft tireng dat duge vio khodng G gid sau khi udng thudc. Sinh kha dyng wyét di
x8p 1 20%.

Phar bd: Posuvastatin tap tung nhiéu & gan, noi chi yéu ang hop cholesterol va thanh théi LDLC. Thé tieh phan bd cla
rosuvastatin xdp xi 134 L.

Khadng 90% rosuvastatin dugc odh vao protein huy8t twong, chil ygu gdn véi albumin,

Chuyér hoa:

Rosuvastatin t bi chuyén héa {khodng 10%}. C4c nghign ciu /7 wive vé chuydn haa co st dung céc 1€ ban gan cla ngui xac dinh
rang rosuvastatin Ia mit chit nén yéu cho sy chuyn hia qua eyinchroma PA50. CYPZCA 13 isoenzym chinh tham gia vao qué trinh
chuydn hoa, 2C19, 3A4 va 206 tham gia & mitc d@ T hon. Chat chuyén hoa chinh duge xac dinh (3 N-desmathyl- va Iaclfgn.

Chét chuyEn hoa N-desmethyl o6 hoat tinh y8u hon khodng 50% sa vdi resuvastatin, trong ki dang lacton khéing cdﬂ){ual tinh wén
m sang. Rosuvastatin chigm hon 0% hoat tinh o ché HMG-CoA reductase trong tuén hoan.

Thai trir: Khodng 80% lidu rosuvastatin duge théi tt ¢ dany khéng bién ddi qua phan (bao gum hoat chd
dige hdp thu} va phan cbn fai duge bai tét ra nude tidu. Khodng 5% duge bai 1ét ra nude tiéu dudi dang khung bién ddi. Thai gian
ban thai trang huyet ong khodng 19 git. Thir gian bian thai khong tang khi ding liéu cao han. B4 thanh thai tong huyét weng
trung binh khoang 50 L/gids (hé s bign thign 1 21,7%).

Giing nhy céc chdt Gc ché men HMG-CoA reductase khac, sy dao théi rosuvastatn ra khdi gan c6 lién quan dén chat vin chuyén
qua mang OATP-C. Chét vin chuyén nay od val tro uan trgng trong viée dac thai rosuvastatin ra khi gan.

Tinh tuyén tinh; Mitc 43 tiép i cla rosuvastatin tng ty 12 vdi liéu dung. Khing cd sy thay doi nan vé céc thing sd dugt ddng hoe
sau nhigy lieu ding hang ngay.

Cac nhém hénh nhan dac bigt

Tudi tde va qidi tinh: Tée ddng cha wdi 1éc hode gidi tinh 1rén dwgc dong hoe clia resuvastatin khang dang ké vé mat [3m sang.
Duge dong hoe cia rosuvastatin & e em va thanh thigu nién ting cholesterol mau o tinh gia dinh kiéu df hgp 10 tweng ty nhy 6
nguei [in tinh nguyén (xem myc “Tré em” hén dudil.

Chdng 16c: Cac nghién cdu duge dng hoc cho thy AUC vé Cy t8ng khodng 2 1An & nguri chau A (ngudt Nhar, Trung Qudc,
Phillipin, Viat Nam va Han Quéic} so vdi nguti da tring; AUC and Gy, tang khadng 1,3 1an & nguti An B5.

Mt phén tich dwge dgng hoc theo quén thé dan cv cha théy khang co sif khdc biét co ¥ nghia 13m sang vé duge ding hoe & céc
nham nqudti da wdng va nqud da den.

Suy thén; Trong mdt nghién ciu wrén ngudi suy than & nhiéu mute dg khéc nhau cho thay bénh than 1) nhe dén vita khing anh
hutng dén ndng d rosuvastatin hodc chat chuyén hda N-desmethyl. Bénh nhan suy than nang {thanh thai ereatinin <30 ml/phit)
¢t nong 89 thudc trong huyét wong cag gép 3 1n va nding dj chat chuyén héa N-desmethyl ting cao g&p 8 13n so vl nguti tinh
nguyén khde manh. Nong dd cda rosuvastatin ¢ trgng théi 8n dinh & nhitng bénh nhan dang tham phan médu cao han khoang 50%
$0 Y nguti tinh nguyén khoe manh,

Suy gan; Trong nghitn ciiu 18N ngudi 18n thuang gan d nhiéu muc 68 khac nhau, khdng c6 bang chiing vé ting mue 1idp xic cla
rosuvastatin tinh theo ndng d4 va thai gian 0 nhing bénh nhan cd diém s§ Child-Pugh < 7. Tuy nhién, 2 bénh nhan v didm s6
Child-Pugh 8 va 8 ¢ mic dd tiép xdc cla rosuvastatin 1ang Ién it nhét 2 an so véi nguti oo diém s Child-Pugh thap hon.

Chua co kinh nghiém dng thudc & nhitng bénh nhén o6 didm sa Child-Pugh lén hen 9.

Ba hinh gen

Cac protein vén chuyén nhu OATP1B1 va BCRP co vai trd quan trong trang viée daa thai cac cht o ché men HMG-CoA reductase
nhu rosuvastatin, Nguy co 1dng tigp xdc vdi rosuvastatin tn (i @ nhing binh nhan da hinh gen SLCO1B1 (DATPIB1) vi/hodt
ABCGZ {BCRP). Bénh nhén ¢ da hinh gen SLCO181 ¢.521CC va ABCGZ .42 1AA o mic 1i8p xic vai rosuvastatin (AUC) cao hon
1.7 Ian hogc 2,4 [an so vdi kigu gen SLCO1B1 £.521TT hoac ABCG? ¢.421CC.




Tréem

Céc thing s6 dirge dong hoc & tré em tang cholesterol mau ¢4 yéu td gia dinh kidu di hop t trong d§ wdi 10 dén 17 wdi chia
duge xac dinh day di. Mt nghién ctiu nho st dyng rosuvastatin cho 18 banh nhi cho thdy mdc tiép xdc véi rosuvastatin ¢ ré em
twong  nhu & ngudi lén. Hon na, két qud nahién citu cho thiy khdng cd sy khdc bigt Ign vé ty 18 libu dng.

Cac di lidu an toan tién 14m sang

Céc dif lidu tién am sang cho thay khong c6 nguy hai dc biét ndo cho ngudi dya trén nhitng nghién cifu thing thueng vé an tan
dute Iy, doc tinh ddi vdi gen va khd ndng gay ung the. Cac thir nghidm dac higu vé anh hutng vén hERG chwa duge danh gid. Cac
téc dyng khaing mong mudn khang xuat hign trong thit nghiém [am sang, nhung xuét hién & dong vat vdi muc tiép xtc tueng 1 nhi
mic iép xiic trang 1Am sang nhu sau: Trong nghién ciru vé ddc tinh vai liéu 13p lai, céc thay ddi md bénh hoc & gan cd thé do téc
dyng duge Iy cla rosuvastatin duge quan sat thay & chudt nhat, chudt ciing, va o mie 46 thap hon 13 anh hudng dén ti mét cla
ché, nhung khang thay & khi. Ngoai ra, doc tinh trén tinh hoan duge quan sét thdy & khi va cho khi duna ligu cao. Bdc tinh dbi vdi
sy sinh san duge ghi nhan & chudt, véi s suy giam s lugng con trong mt IGa dé, can ndng cua con va ty 12 sng st cda con khi
dung liu gay dc cho chugt me khién sy figp xuc 1an than cao gap nhiéu lan mic tiép xdc rong didu tri.

CAC DAC TINH DUGC HOC
Tinh tweng ky
Khdng ap dung.

Han ding
24 thang ké 1 ngay san xuat.

Bdo qudn
Bao quan ¢ nhiét dd dudi 30°C.
Gitr thudc trong bao bi gdc

Bdng gdi
7 vién nén bao phim ddng trong vi OPA/AI/PVC//Al. Méi hdp gidy chira 2 hodc 4 vi cing 1 hudng dén st dyng thudc.
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