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TU HUONG DAN SU DUNG

Vién nén bao phim NN2L9 (g
ULTROX 3%
(Rosuvastatin Smg va 10mg) ‘o',g,,;
ULTROX
Mp&s-'
M&di vién nén bao phim chira:

Hogt chdt: Rosuvastatin Smg (dudi dang Rosuvastatin calci)

Té dwge: lLactose monohydrat, Calci carbonat, Microcrystallin cellulose PH 102, Crospovidon CL (Kollidon CL),
Hydroxypropyl cellulose-SSL (HPC-SSL), Magnesi stearat, Kollicoat IR mau vang sunset, Kollicoat IR méu tring 11, Quinolin
mau vang, Kollicoat Protect, Tal.

MO0 ti: Vién nén bao phim hinh tron, miu vang.

ULTROX 10mg

Thinh phin

Mdi vién nén bao phim chira:

Hogt chit: Rosuvastatin 10 mg (dudi dang Rosuvastatin calci)

Td dwge: Lactose monohydrat, Calci carbonat, Microcrystallin cellulose PH 102, Crospovidon CL. (Kollidon CL),
Hydroxypropyl cellulose-SSL. (HPC-SSL), Magnesi stearat, Kollicoat IR mdu ving sunset, Kollicoat IR mau triing 11,
Kollicoat IR Carmin, Kollicoat Protect, Talc.

M@ ta: Vién nén bao phim tron, mau hdng.

DUQC LUC HOC:
Nhom duge 1y: Thude @e ché men khir HMG-CoA
Ma ATC: C10A AD?7

Co ché hogt djng:

Rosuvastatin 14 mdt chit éc ché HMG-CoA reductase canh tranh va c6 chon loc, enzym chuyén dbi 3-hydroxy-3-
methy I coenzym A thanh mevalonat, mdt tién chit cholesterol. Nai hoat ddng chi yéu cuia rosuvastatin 1A gan, co quan
dich dé giam cholesterol.

Rosuvastatin lam ting s6 lugng thy thé LDL trén bé mt 1€ bdo gan, ting cudmg sy hilp thy v dj hoa cila LDL va (e ché sy
tdng hop VLDL & gan, do 86 lam gidm tdng s céc hat VLDL va LDL.

TAC DUNG DUQC LUC:

Rosuvastatin lam gidm sy ting LDL-cholesterol, cholesterol todn phdn va triglycerid va lam ting HDL-cholesterol.
Rosuvastatin cling lam gidgm Apo B, Non-HDL-C, VLDL-C, VLDL-TG vé ting ApoA-I (xem Bang 3). Rosuvastatin ciing lam
gigm LDL-C/HDL-C, C/HDL-C todn phén v Non-HDL-C/HDL-C va ty I ApoB/ApoA-1.

mngszD:sumguouénamumchomnwmpnwnavum)(muuywmbmh(%)sovoi
trudc khi didu tri)

| Liluhegng | Sbfah | LDLC | CTodn | HDLC | TG | NoaHDLC | ApoB | Apoad
' nhin phin
Gia duge 13 7 5 3 3 J 3 0
5 17| s 33 13 35 44 38 4
10 17 -52 36 14 -10 48 42 1
20 17 -85 40 8 23 51 46 5
a0 | 18 63 46 10 28 60 -54 &

Tkmnlm&&;mmlmuuﬁ&d&mnqua&wumm@mﬁ.wmém
thudmg dat duge vao khodng 4 tudn va duge duy tri sau do.

Hifu qua va d) an todn lim sing:

ULTROX c6 hi¢u qui & bénh nhdn ngudi In ting cholesterol méu, 6 hay khdng c6 ting triglycerid mau, bit ké ching toc,
£i6i tinh, twdi the vd & cic nhom bénh nhan dic biét nhu bénh nhin tidu duong, hodc bénh nhin tang cholesterol mau gia dinh.

Tir cée d@ lidu tdag hop pha 11, rosuvastatin 43 duge chimg minh 1 c6 hi¢u qud trong viée didu trj & da sb béah nhén ting
cholesterol mau logi 11a va 11b (LDL-C co ban trung binh khoang 4.8 mmol/lit) theo céc myc tidu didu trj cla HOi Xo via
Mach mdu chdu Au (European Atherosclerosis Society- EAS; 1998) cong nhin; khodng 80% sb bénh nhin duge didu tri
Rosuvastatin 10 mg dat cée myc tiéu didu trj cia EAS vé mire LDL-C (<3 mmol/lit).

Trong mdt nghién ciru mé, 435 bénh nhan ting cholesterol méu gia dinh kidu dj hop khi diing rosuvastatin 20 mg dén 80 mg
trong mot thiét ké didu chinh lidu ting din. Cho thiy tht ci cic lidu c6 the dung c6 loi trén cic thong sb lipid va dat myc tiéu
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TU HUONG DAN SU DUNG

Sau khi didu chudn lidu hing ngiy dén 40 mg (12 tudn diéu tri), LDL-C @8 gidm 53%. C6 33% bénh nhdn dat duge céc myc
tiéu ciia EAS vé mirc LDL-C (< 3 mmol/lit).

Trong mdt thir nghiém nhan md, diéu chinh lidu ting din, 42 bénh nhan ting cholesterol mau gia dinh kidu ddng hop tir duoc
dénh gid ddp img voi rosuvastatin 20 - 40 mg. Trong tdng bénh nhiin nghién cin, déu c6 mirc gidm LDL-C trung binh 1a 22%.

Trong céc nghién ciu lim sing voi s6 lugng bénh nhin nhit dinh, rosuvastatin 42 dugc chimg minh 14 c6 hiéu qua phy trg
m&hg'ﬁu@mﬁhﬁd@gk&hpvﬁ&mﬁaﬁmmHDL-Ckhiﬁdungk&hopvoinhcin(xem
trong).

Trong mdt nghién ciru lim sing da trung tim, mi di, d6i chimg véi placebo (METEOR), 984 bénh nhén tir 45 dén 70 tudi va
c6 nguy co thip dbi véi bénh tim mach vanh (thang diém nguy co Framingham <10% trong 10 nam), LDL-C trung binh I 4,0
mmolit (154,5 mg/dL), nhung xo vea ddng mach dudi lam sang (phat hién bdi 49 diy ndi trung mac dong mach canh) nglu
mmmwun&mwhuammzm.wmmuquaéuuia-ca.do
dity ndi trung mac ddng mach canh (CIMT) 1i da véi 12 vj tri do dong mach canh so sinh véi gid duge bing -0,0145 mm/nam
[95% khodng tin cdy -0,0196, -0,0093; p <0,0001]. Ty K thay ddi so vdi ban ddu 12 -0,0014 mm/nim (-0.12%/nim (khdng c6
¥ nghla) 85i véi rosuvastatin so v6i gid dugc 1 + 0,0131 mm/ndm (1,12%/ndm (p <0,0001)). Khdng c6 tuong quan trye tiép
gilta giam CIMT va gidm nguy co bién cb tim mach viin chua duge chimg minh. Din sb nghién ciru trong METEOR nguy co
Mmmmmwww&hmml&&dmmm;Liéuwlngchlnenmchuydinhé
nhimg bénh nhén ting cholesterol mau nding c6 nguy co tim mach cao (xem phin lidu ding).

Nghién ciu JUPITER (Justification for the Use of statins in Primary prevention: an Intervention Trial Evaluating
Rosuvastatin), tdc dung cua rosuvastatin vé sy xudt hi¢n cda céc bién cb bénh tim mach xo vita ddng mach chil yéu duge ddnh
gid & 17.802 nam (>50 nm) v nl (260 tudi).

Tham gia nghién ciru dugc phin nglhu nhién 8¢ dang gid duge (n = 8901) hojic rosuvastatin 20 mg mot ln hang ngay (n =
8§901) v dugc theo ddi trong mdt thoi gian trung binh 2 nim.

Néng 45 1.DL-cholesterol gidm 45% (p <0,001) trong nhém rosuvastatin so v&i nhom ding gid duge.

TmmﬂphhlkhphlnMW&&-MM)mmdﬂmwmywmdeﬂmwanmht?m
co bin > 20% (1.558 d8i tugng) 6 gidm ddng ké tir vong do tim mach, 40t quy v nhdi méu co tim (p = 0.028) khi didu tri
rosuvastatin so voi gid duge. Viée gidm nguy co tuyét ddi ty K bién cd trén 1000 bénh nhan/nam 14 8.8.

T&udnﬁmkhﬁu.hydbimmwrywmﬂy(p'0.193).Muuphhtldll|‘ukﬂmpou-hoccthphln
nhom ¢b nguy co cao cila cic ddi tugng (1ng s6 9302 ddi wgmg) voi nguy co SCORE co bin >5% (ngogi suy bao gbm céc
i tegmg trén 65 wdi) da co gidm ddng ké tir vong do tim mach, ot quy va nhdi méu co tim (p = 0,0003) didu tri rosuvastatin
50 voi gid duge. Vide gidm nguy co tuyét ddi trong ti 1§ cdc bién b 1 5,1 trén 1000 bénh nhin/nim. Téng sb tir vong khong
thay di trong nhom c6 nguy co cao ndy (p = 0,076).

Trong thir nghiém JUPITER c6 6,6% i tugng rosuvastatin va 6,2% d6i tuong ding gia dugc ngung ding thubc nghién
ctru do mdt tc dung ngogi ¥. Cac bién cd bt Igi phd bién nhit diin dén vigc ngumg didu trj 1d: dau co (0,3% rosuvastatin, 0,2%
gia duge), dau (o.ommo.mﬂdlw)ﬂﬁﬂb(o.mmmho.m%gﬂdm).thuc dung
phu thuimg gap nhit & ty I lom hon hojc bing gid dugc la viém nhidm dwimg tiét nidu (8,7% rosuvastatin, 8,6% ding gid
duge), viém mii (7,6% rosuvastatin, 7,2% ding gid dugc), dau kg (7,6% rosuvastatin, 6,9% gia duoc) va dau co (7,6%
rosuvastatin, 6,6% ding gia dugc).

Nhom bénh nhi:

Trong mét nghién ciru 12 tudn, nglu nhién, da trung tim, mi d6i. d6i chimg véi gid dugc, (n = 176, 97 nam va 79 ni) tiép
theo 1 pha diéu chinh liéu rosuvastatin, 40 tulin (n = 173, 96 nam vi 77 ni¥), nhiin mé, bénh nhin 10-17 twdi (Tanner 46 11-V,
bénh nhi n phai c6 kinh nguyét it nhét | nam) véi ting cholesterol méu gia dinh dj hop ding rosuvastatin S, 10 hodc 20 mg
hodc gid duge mBi ngiy trong 12 tudn va sau d6 tit ci diing rosuvastatin hing ngly trong 40 tuin. Vo nghién ciru, khodng
30% bénh nhan 10-13 wdi va khodng 17%, 18%, 40%, va 25% co Tanner 4§ 11, 111, 1V, V, tuong ing. LDL-C & giam 38,3%,
44,6%, va 50,0% bai rosuvastatin 5, 10 va 20 mg, tuong img, so véi 0,7% gid duge.

Vio cudi cia tuln 40, nhiin mé, diéu chinh lidu myc tiéu ién 1bi da 14 20 mg mdi ngay mdt lin, 70 bénh nhin trong sb 173
bénh nhdn (40,5%) da dat duge LDL-C myc tidu dudi 2,8 mmol/ 1.

Sau 52 tudn nghién ciru diéu tri, khong c6 dnh huéng 8én ting trudmg, cdn niing, chi sé BMI hojc trudng thinh tinh dyc phat
hién (xem phin Thin trong). Thir nghi¢m ndy (n = 176) khong phit hop dé so sanh céc tac dyng phy.

Rosuvastatin ciing 43 dugc nghién clu trong mdt nghién ciru 2 nam nhin mé, chinh lidu dén myc tiu & 198 tré em voi ting
cholesterol médu dj hop gia dinh tir 6 dén 17 tudi (88 nam va 110 n@, Tanner 30 < 11 &én V). Libu khéi ddu cho tht ci cdc binh
nhdn 1A rosuvastatin Smg ngiy mot ln. Bénh nhdn twdi tir 6-9 i (n = 64) c6 thé didu chinh dén lidu tdi da 10mg ngay mdt
hnmmwmo&nw(-- 134) véi lidu ti da 20 mg mbi ngay mt lin.

Sau 24 thing didu trj voi rosuvastatin, gidm phin trim c6 nghla LS tir gid trj LDL-C co bin 1 -43% (ban dlu: 236mg/dL,
muzaz|33mya).cmwuwnm6t£nwl.-cphhmwmuwwcu.unwwﬂ%(mdmm
mg/dl., Thing 24: 124 mg/dL), -45% (ban du: 234 mg/dl, 124 mg/dL), vi - 35% (ban ddu: 241 mg/dL, Thing 24: 153
mg/dL) trong cdc nhom tudi 6 dén <10, 10 dén <14, va 14 aén <18, twong img.
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TOU HUONG DAN SU DUNG

Rosuvastatin Smg. 10mg, 20mg va cling dat duge nhing thay d8i c6 ¥ nghia théng ké so voi ban ddu cic thay dbi lipid va
lipoprotein thir cdp saw: HDL-C, TC, non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TGHDL-C, non-HDL-C/HDL-C, ApoB,
ApoB/ApoA-1.

Nhing thay d8i nay la theo hudmg cai thign dép img lipid va duge duy tri hon 2 ndm,

Khéng dnh hudmg dén ting trudng, cin ning. chi sé BMI hodc truémg thanh tinh duc dugce phat hién sau 24 thing diéu tri (xem
myc Thin trong).

Co quan y 1 chiu Au 33 midn nghia vu ndp két qua nghién ciru vi rosuvastatin trong tht ca phin ciia nhom cia din sb tré em
trong diéu trj tang cholesterol mau gia dinh cac hop tir, rdi logn lipid méu két hop (hén hop) nguyén phat va trong ngan
ngira cdc bénh tim mach (xem phin Liéu ding 8¢ biét thdng tin vé viéc sit dung cho tré em).

DUQC BONG HOC
g:tmNaqaomwmmhuyamgﬁiaummus;wmmdn;summmyamm

Phin bd: Rosuvastatin duge phin bd rdng rii & gan 1 noi chinh tdng hop cholesterol v thanh thai LDL-C. Thé tich phén bd
clia rosuvastatin khodng 134 lit. Khodng 90% rosuvastatin gin két véi protein huyét twong, chil yéu voi albumin.

Chuyén héa: Rosuvastatin chuyén héa han ché (khodng 10%). Trong nghién ciu in vitro vé chuyén hoa 6 sit dyng 1 bio gan
nguiri cho thily ring rosuvastatin 14 mdt co chét yéu cho sy chuyén héa dya trén P450. CYP2C9 la isoenzym chinh
tham gia vio qud trinh chuyén héa, véi 2C19, 3A4 v 2D6 tham gia & mirc 49 thiip hom. Céc chit chuyén héa chinh duge xic
dinh 14 N-desmethyl va lacton. Chiit chuyén hoa N-desmethyl cé hogt tinh it hon khodng 50% so v rosuvastatin trong khi
dang lacton duge xem |4 khong cé hogt tinh trén lam sdng.

Rosuvastatin chiém hon 90% hogt tinh ¢c ché HMG-CoA reductase trong tubn hodn

Thii trir: Khodng 90% liéu rosuvastatin dugc thai trir & dang khong thay ddi qua phin (bao gdm hoat chit duge hiip thy va
khong dugc hip thy) va phin con lgi duoc thai trir qua nudc tidu, Khodng 5% duge thii trir dudi khong thay 8di qua
nuoc tiéu. Thoi gian bin thii trong huyét twong khoang 19 gio. Thoi gian ban thai khong ting khi ding lidu cao hon. DY thanh
thai trong huyét twong trung binh khodng S0 Ht/gitr (hé s& bidn thién 21,7%). Nhu voi céc thube (e ché HMG-CoA reductase
khéc, sy vin chuyén rosuvastatin qua gan lién quan dén chét viin qua mang OATP-C. Chit viin chuyén nay rit quan

DY tuyén tinh: Mic tiép xic 10dn thin ca rosuvastatin ting ty I¢ thudn voi lidu ding. Khong co sy thay dbi vé céc thong sb
duge d9ng hoc sau nhidu lidu ding hang ngay.

Nhirng nhom bénh nhin djc bigt

Tudi va giéi tinh: mw&mwmmuﬂmm‘gmmmmmv&mmmmma
ngudi Ion. Dugc ddag hoc cila rosuvastatin & tré em va thanh thidu nién véi ting cholesterol méu gia dinh dj hop tir twong ty
nhu & ngudi lom tinh nguyén.

Chiing tde: Nghién ciru dwge ddng hoc cho thiy ting gin glp 2 1n AUC v Cmax trung binh & céc d8i tugng chu A (Nhit
Bin, Trung Quédc, Philippin, Viét Nam va Han Quéc) so véi da tring; Chiiu A-An D9 cho thiy ting gin 1.3 lin AUC va
Cmax trung binh. Mét phin tich duge dgng hoc theo quén thé din cu cho thiy khong c6 sy khic biét dya trén lim sing duge
d0ng gida nhom ngudi da tring v da den.

Suy thin: Trong mdt nghién ciru & nhimg ngudi c6 mirc 4o suy thin khéc nhau, bénh thin nhe dén trung binh khong anh
huomg dén ndng 49 rosuvastatin huyét tuong hodc chit h«N-deMylﬂbimuymhzc(chlm
ml/phit) c6 ndng 46 thubc trong twong ting ghp 3 lin va 4 chit chuyén héa N-desmethyl ting gip 9 lin so véi
ngudi tinh nguyén khoe manh. Nong ) rosuvastatin trong huyét tuong & trang thai on dinh & cac dbi tugng chay thin nhén tzo
cao hom khodng 50% so véi ngudi tinh nguyén khoe manh.

Suy gan: Trong mt nghién ciru & cic ddi voi mirc d) suy gan khic nhau, khéng c6 bing chimg vé ting mirc tiép xic
rosuvastatin todn thin & cic dbi twgng c6 diém s6 Child-Pugh < 7. Tuy nhién, hai 88i tugng ¢6 diém sé Child-Pugh 8 va 9 cho
thdy tang mirc tip xiic rosuvastatin todn than it nhit gip 2 ldn so voi cac ddi tugng c6 diém sb Child-Pugh thip hon. Chura c6
kinh nghiém & cac dbi tugng c6 diém sb Child-Pugh trén 9.

Pa hinh di truyén: Cic chit irc ché HMG-CoA reductase, bao gbm ci rosuvastatin, lién quan dén chit viin chuyén protein
OATP1BI va BCRP. O nhig bénh nhén da hinh di truyén véi SLCOIBI (OATPIB1) viholc ABCG2 (BCRP) ¢6 nguy co
gia ting mirc 1ip xic voi rosuvastatin. Da hinh cd nhin cia SLCO1BI ¢.521CC va ABCG2 c.421AA lién quan véi mirc tiép
xiic rosuvastatin (AUC) cao hom so vi kiu gen SLCOIBI ¢.521TT hojc ABCG2 ¢.421CC. Kidu gen cy thé ndy chua duge
thiét lip trong thyc hanh lim sing, nhung & nhimg bénh nhin duge biét c6 nhimg logi da hinh, lidu rosuvastatin dimg hang
lmuu-mnaimmmmmmmia(vwn)mcmmhmimmmmwa@am
tir wdi tir 10-17 hoe 6-17 (tbag chng 214 bénh nhin) di chimg minh ring mirc tiép xic & bénh nhi xudt hién chi bing hodc

thip hom so voi bénh nhdn nguoi lon. M tiép xic voi rosuvastatin 4% duge dy dodn vé liéu hegng va thoi gian trong khoing
thni gian 2 ndm.
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TOHUONG DAN SU DUNG

CHI DINH:

Diéu trj ting cholesterol méu: (3 ngudi 16n, thanh thiéu nién va tré em tir 6 wdi trir 1én ting cholesterol mau nguyén phét
(logi I1a ké ca tfing cholesterol méu gia dinh kiéu dj hgp tir) hofic réi loan lipid méu hdn hop (loai 11b): dimg Ultrox nhur la mt
thube hd trg cho ché d§ an kiéng khi bénh nhn chwa dép img ddy di véi ché do &n kiéng va cic liéu phap khong ding thude
khéc (vi dy nhwr tdp thé duc, gidm cén) 1a chua du,

Tang cholesterol mau gia dinh kiéu déng hgp dr: ding Ultrox nhu 1a mét thube hé trg cho ché dg &n kiéng va cdc bién phép
diéu tri ha lipid khéc (vi du nhu ly trich LDL méu) hoiic néu céc diéu tri nay chua phit hep.

l’hbng ngh céc bién ¢ tim mach: Phong ngira cdc bién ¢b tim mach chu yéu & nhimg bénh nhin duge udc tinh ¢6 nguy co
cao vé bién cb tim mach diu tién, diing Ultrox nhu thube h trg dé diéu chinh céc yéu t rii ro khéc.

LIEU LUQYNG VA CACH SU DUNG:
Pudmg ding: dudng udng.

Trudre khi bt ddu diéu tri, bénh nhin phai theo mot ché d an kiéng chuén gidm cholesterol va tiép tuc ché dj 4n kiéng nay
trong khi didu tri. Liéu lwgng phai duge diéu chinh theo myc tiéu diéu tri va dép tmg cda timg bénh nhin, sir dung Hudéng din
Ddng thudn hién nay.

ULTROX c6 thé duge ding bit ky thiri gian ndo trong ngay, ¢6 hofic khong cé thirc an.
Diéu trj ting cholesterol miu

Liéu khéi ddu khuyén cdo 12 Smg ho@ic 10mg/ lan, udng mdi ngay mét lin cho ci bénh nhin chua timg ding thude nhém statin
vit bénh nhin chuyén tir ding mét chét (e ché HMG CoA reductase khac sang ding ULTROX. Sur lya chon lidu khéi ddu nén
lru y mirc d§ cholesterol cia timg bénh nhin va nguy co tim mach sau ndy ciing nhu cdc nguy co tiém 4n cua céc phan (mg
bét lgi. Diéu chinh liéu dén mirc lidu tiép theo c6 thé duge thyc hién sau 4 tudn, néu cin thiét. Vi tin sudt tic dung khong
mong mudn ting khi ding liéu 40 mg so véi céc lidu thip hon (xem Tdc dung khing mong mudn), viée chudn liéu lin cudi dén
40mg chi nén duge xem xét cho cic bénh nhén ting cholesterol mau niing cé nguy co cao vé bénh tim mach (ddc biét 1a cac
bénh nhén tang cholesterol mau gia dinh), nhitng ngudi ma khéng dat duge muyc tiéu diéu trj & liéu 20mg va céc bénh nhan nay
cén phai dugc theo ddi thudmg xuyén. Can o sy theo ddi chit ché ciia bic s§ chuyén khoa khi bit diu ding lidu 40mg.

Ngiin ngira céc tai bién tim mach:

Trong nghién ciru gidm nguy co tai bién tim mach, liéu ding la 20mg mdi ngay.
Bénh nhi:

Sir dung thudc cho bénh nhi chi nén duge thyc hién béi céc chuyén gia.

Tré¢ em va thanh thiéu nién tir 6-17 tudi (Tanner DJ < 11-V)

O tré em v thanh thiéu nién bj ting cholesterol mau gia dinh kiéu di hop tr, lidu ding khéi déu thong thudng la
Smg/lan/ngay.

» O tré em tir 6 dén 9 tudi bj tang cholesterol mau gia dinh kiéu dj hop tir, khodng liéu théng thudmg 12 5-10mg, ngay ubng mét
ldn. An todn va higu qua cia liu 16m hon 10mg chua duge nghién ciru trong dén s6 nay.

* Déi vi tré em tir 10 dén 17 tudi bj ting cholesterol mau gia dinh kiéu dj hop 6, khoang lidu thong thuong la 5-20mg, uéng
mbi ngay mét lan. An toan va higu qua cia liéu 16n hon 20mg chua dugc nghién clru & dan sé nay.

Chinh liu nén dirge tién hanh tiy theo sy dép img va kha nang dung ngp & m&i c4 nhén bénh nhi, theo khuyén cdo ciia céc dé
nghi diéu trj nhi khoa (xem phén Than trong).

Tré em vi thanh thiéu nién nén tuéin theo ché d§ an kiéng chudn cholesterol thép trude khi bit diu diéu trj rosuvastatin; ché do
in kiéng nay cin duge tiép tuc trong khi diéu tri rosuvastatin.

Kinh nghiém diing thudc & tré em tiing cholesterol méu gia dinh déng hop tir bj gidi han trong mdt s it tré em trong d tigh tir
8 dén 17 tubi.

Vién rosuvastatin 40mg khong thich hop dé sir dyng cho céc bénh nhi.
Tré em dwdi 6 tubi

Sy an toan va hi¢u qua sir dyng & tré em dudi 6 tudi chua duoc nghién ciru. Vi vily, ULTROX khéng duge khuyén céo sir
dung cho tré em dudi 6 tudi.

Sir dyng & ngudi cao tudi
Liéu khéi diu Smg duge khuyén cdo & bénh nhén trén 70 tudi (xem phén Thin trong). Khdng cin thiét diéu chinh liéu.
Lidu diang & nhitng b¢nh nhén suy than

Khéng cln thiét diéu chinh lidu & nhimg bénh nhin suy thin nhe dén trung binh. Lidu khéi ddu khuyén cdo 1 Smg & bénh
nhén suy than vira (D thanh thai creatinin <60 ml/phit). Liéu 40mg chdng chi dinh & nhimg bénh nhén suy thin vira phai.
Viéc sir dyng ULTROX & cdc bgnh nhéin suy thin niing chdng chi dinh cho tit ca céc lidu.

MR 4




—

TU HUUNG DAN SU DUNG

Lidu diing & binh nhin suy gan
Khong c6 sy gia ting mirc tiép xiic todn thin cia rosuvastatin & cc bénh nhin c6 diém sb Child-Pugh < 7.

Tuy nhién, mirc tiép xic toan thiin cia rosuvastatin ting 43 dugc quan st thly & cdc bénh nhin c6 diém sb Child-Pugh 8 va 9.
O nhing bénh nhin ndy viéc danh gid vé chixc nang thin nén dugc xem xét (xem phin Thin trong). Chua c6 kinh nghi¢m
ding thudc & cic bénh nhin c6 diém sb Child-Pugh trén 9. ULTROX chéng chi dinh & nhimg bénh nhiin mic bénh gan phdt
trién (xem myc Chdng chi dinh).

Ching the

Tang mirc 8§ tiép xiic toan thin cia thudc d dugc ghi nhin & cac dbi twgng Chiu A (xem Phin Chéng chi dinh, Thin trong).
Do d6 nén cin nhic liéu khoi diu khuyén céo 1a Smg cho bénh nhin gbe A. Céc liéu 40mg chdng chi dinh & nhimg bénh nhéin
ndy

n.;hhdimyh

Logi da dang di truyén cy thé duoc biét ring c6 thé din dén ting mirc tiép xic cila rosuvastatin. DSi voi nhimg bénh nhin
duge biét cb céc loai da hinh cu thé nhy vily, lidu ULTROX hang ngay thip hon duge khuyén cdo.

Liéu diing & nhimg b¢nh nhin c6 cic yéu t6 din dén bénh Iy co:

Liéu khéi ddu khuyén cdo 1a Smg & cic bénh nhin c6 nhing yéu 18 diin dén bénh Iy co (xem Phin Thin trong).
Liéu 40mg chdng chi dinh & mdt sb bénh nhin nay.

Diéu tri dbng thii:

Rosuvastatin l& mit chit nén cia chit vin chuyén protein khic nhau (vi dy nhue OATPIB1 va BCRP). Céc nguy co bénh Iy co
(bao gbm cd tiéu co viin) ting Ién khi dung ddng thai ULTROX voi céc thube ndo do ma c6 thé lam ting ndng 40 rosuvastatin
trong huyét do twong thc voi cac chit viin chuyén protein (vi dy nhu cyclosporin va céc chiit i ché protease nhit dinh
trong d6 co sy zuhrimvirvaimvit.bpiuvt.demvh(meThhmv&Tmtko)
Bt cir khi ndo ¢6 thé, thay thé thubc khic nén duge xem xét, va, néu clin thiét, xem xét ngung didu trj ULTROX tam thoi.
Trong tinh ma ding ddng thai céc thude nity vai ULTROX I khong thé tranh khoi, lgi ich va nguy co cia vige didu tr
dbng thori va diéu chinh lidu ULTROX nén xem xét cdn thin (xem phin Tuong téc thubc).

CHONG CHI DINH:
« Chbag chi djnh ding simvastatin phdi hgp véi cde thube ire ché CYP 3JA4 mgnh nha:
* Itraconazol
- Ketoconazol
- Erythromycin
* Clarithromycin
* Telithromycin
- Thude e ché protease cia HIV
- Boceprevir
* Telaprevir
- Nefazodon
- Posaconazol
- Gemfibrozil
- Cyclosporin
- Danazol
- Chéng chi dinh phdi hgp cic thubc Verapamil, Diltiazem, Dronedaron véi ché phdm c6 ham lhugng simvastatin > 20 mg.

ULTROX chéng chi dinh:

- O nhimg bénh nhin qué min voi rosuvastatin hodc bit ky t4 duge ndo cia thube,

- O nhimg bénh nhin c6 bénh gan phit trién bao gbm ca, ting transaminase huyét thanh dai diing khong gidi thich dugc va bit
ky ting transaminase huyét twong vuot qua 3 lin gidi han trén cia ULN mirc binh thuémg.

- O bénh nhdn suy thin ning (40 thanh thai creatinin <30 ml/phit).

- O nhilng bénh nhin c6 bénh Iy vé co.

- Phy nit trong théi gian mang thai va cho con b va & phy nit ¢6 thé mang thai ma khong sir dung cac bién phdp tranh thai
thich hop.

Liéu 40mg chéng chi dinh & nhimg bénh nhén c6 céc yéu td diin dén bénh Iy vé co/tiéu co viin. Nhitng yéu 1 ndy bao gdm:
Suy thin vira (49 thanh thai creatinin <60 mi‘phut)

Suy gidp )

Tién sir gia dinh hodc ¢4 nhin c6 céc rdi logn co bip di truyén

Tién sir trude diy c6 36c tinh trén co bip véi thude irc ché HMG-CoA reductase hoje fibrat

Lam dyng rugu

Tinh trang ting ndng 40 trong huyét tuong c6 thé xay ra

Bénh nhin Chiu A

Sir dyng ddng thiri voi céc fibrat. (xem Phin Thin trong, Tuong tdc v Duge ddng hoc)
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CANH BAO VA THAN TRONG KHI DUNG THUOC:

Anh huong trén thin

Protein niéu, dugc phat hién bing cich kidm tra que thir va chit yéu 6 ngudn gdc tir dng thin, 43 dugc quan sét & céc bénh
nhéin didu tri véi rosuvastatin lidu cao, djc bigt & lidu 40mg. trong mdt sb trudmg hop chi nhit thoi hoge lién tyc. Protein ni¢u
khong phai 14 diu hidu dé tién dodn bénh thin tién trién hodic clip tinh. Ty I§ bio cdo vé céc bién cb trén thin trdm trong sau
khi sit dung thudc cao hon & lidu 40mg. Clin dnh gid chirc ning thin trong qud trinh theo doi bénh nhan didu trj vai lidu
40mg.

Tic dung trén co xwong

Vige sir dung ddng thai céc thudc hg lipid mau nhom statin voi cac thube didu tri HIV va viém gan siéu vi C (HCV) ¢6 thé lam
ting nguy co gly tén thuong co, nghiém trong nhét 14 tiéu co viin, thin hu din dén suy thin va co thé gay tir vong.

The trén co xuong nhu gy dau co, bénh co va rit hiém trong truimg hop tiéu co viin di duge béo céo & nhimg bénh nhin
dugc diéu trj rosuvastatin & tit cd céc lidu va dic bigt voi lidu > 20mg.

Trudng hop tiéu co vén rit hiém 43 duoc bio céo khi sir dung cic ezetimib két hop voi cac thudc irc ché men khir HMG-CoA.
Sur romg tie duge e c6 thé xdy ra va nén thin trong khi sir dung két hop.

Nhu véi céc thube irc ché HMG-CoA reductase khic, ty 1§ bdo céo tiéu co vin lién quan 16i rosuvastatin cao hon sau khi sit
dyng thudc & lidu 40mg.

Creatin Kinase (CK) khong nén dugc do sau tép thé thao nang hodc khi ¢6 sy hign dién ciia nguyén nhin ndo d6 lam
ting CK hop Iy vi c6 thé lam sai Kch két qua. Néu ndng 40 CK tang 1én ding ké so voi ban ddu (> S x ULN), thi nén thyc hién
xét nghiém dé xic dinh lai trong vong 5-7 nghy. Néu cic xét nghiém 1ip lpi khiing dinh CK trudc khi diéu trj lon hon § x
ULN, khong nén bit déu diéu trj voi rosuvastatin.

+ Trude khi didu tri, xét nghiém CK nén dugc tién hanh trong nhiing trudmg hop:

ULTROX, nhu voi céc thude e ché HMG-CoA reductase khic, phii duge ké don mdt cich thin trong & céc bénh nhin c6 céc
yéu td tién ¢é diin dén bénh cotiéu co vin.

Nhing yéu td ndy bao gbm:

* Suy gidm chic nang thin

* Nhuye gidp

* Tidn sir gia dinh hojic bin thin mic binh co di truyén
* Tién sit bj bénh co sir dyng statin hojc fibrat trwdc 46
* Tién sir bj béah gan vivhojc ubng nhidu nvou,

* Bénh nhin cao tudi (> 70 twbdi) c6 nhimg yéu 1d nguy co bj tiéu co viin, khi niing xiy ra tuong tic thubc vi mit sé ddi tugng
bénh nhén dic bit.

* Trong nhimg truémg hop ndy nén ciin nhilc lgi ich/nguy co va theo ddi bénh nhén trén lam sang khi diéu trj bing statin. Néu
két qua xét nghiém CK > S lin gioi han trén cia mirc binh thudmg, khong nén bit dlu didu trj bing statin.

°Tmbrm¢ﬂuui&gﬂia.bhbdlhch béo khi c6 cic biéu hién vé co nhur dau co, cimg co, yéu co ... Khi
¢6 céc bidu hién ndy, bénh nhdn cdn lam xét nghiém CK @€ c6 cic bién phap can thiép phi hop.

Bénh nhén phai bdo cdo dau co, yéu co hay bj chudt rit (cimg co) khong thé gi ﬁﬂlm'anz‘wmdkbiﬁduk&hw
v0i tinh trang mét méi hodic sét. Clin do mirc CK & nhitng bénh nhin ndy. Diéu tri nén ngung néu ndng 49 CK ting 1én 10 rét
(> 5 x ULN) hodic néu ¢6 céc triéu chimg co bip nghiém trong v gy khé chiu hiang ngiy (ngay ci khi mirc CK dang < § x
ULN). Néu céc tri¢u chimg giam va mirc 89 CK tro i binh thuomg, léc d6 nén xem xét sir dung 18p lai ULTROX hogc thay
thé thubc e ché HMG-CoA reductase & liéu thip nhit va nén theo doi chit che. Gidm sdt thudmg xuyén mirc CK & nhimg
bénh nhin khong c6 tri¢u chimg la khong bao dam phit hi¢n bénh co. Da c6 bdo cdo rit it vé bénh co hoai tir mién dich qua
trung gian (IMNM) trong hodic sau khi diéu tri véi statin, bao gdm rosuvastatin. IMNM c6 dic tinh trén lim sing nhu yéu co
va creatin kinase huyét thanh cao, cac dic tinh nay viin tdn tai mdc du 44 ngimg diéu trj statin,

Trong céc thir nghiém lim sing chua c6 bing chimg dnh hudng trén co xwong ting & 56 it bénh nhin ding rosuvastatin va
didu tri ddng thisi voi cic thude khic. Tuy nhién, sy gia ting 1y 1€ viém co va bénh co & duge nhin thiy & nhimg bénh nhén
ding HMG-CoA reductase khic cing voi diin xudt cua acid fibric ké ca gemfibrozil, cyclosporin, acid nicotinic, thudc khing
ndm nhom azole, céc chit e ché protease v khdng sinh nhom macrolid.

Gemfibrozil lim ting nguy co bénh co khi ding ddng thoi voi mdt s thubc HMG-CoA reductase. Do d6, sy két hop cia
ULTROX vi gemfibrozil khong khuyén cdo. Loi ich cila viéc thay ddi hon nita vé ndng @9 lipid do diing phdi hop ULTROX
voi fibrat hodic niacin cdn dugc cin nhic mit cich cin thin d8i véi céc nii ro tiém &n do sy két hop nhu vy. Liéu 40 mg
chéng chi dinh khi sir dung ddng thi vai fibrat.

Két hop rosuvastatin voi acid fusidic khdng dugc khuyén cdo. Da c6 bdo cdo tiéu co van (bao gdm ci mOt sb truimg hop tir
vong) & nhimg bénh nhin diéu trj két hop nay.
N ¢
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ULTROX khong nén sit dyng & bét ky bénh nhan c6 khuynh hudng bénh co voi tinh trang nghiém trong cip

i tinh hofic
nhén din t6i sy phit trién suy thin thir clp do tiéu co vin (vi du nhu nhidm tring huyét, hg huyét ap, dai philu, chin thwong,
chuyén hoa ning. roi loan ndi tiét va dién gidi; hodc co gidt khong kiém soét dugc).
Anh huémg trén gan
Nhu v6i cic thude e ché HMG-CoA reductase khic, ULTROX nén duge sir dyng thiin trong & bénh nhin udng qua nhiéu
rugu vi / hodc ¢ tién sir bénh gan.
Khuyén cdo lam céc xét nghiém enzym gan trude khi bit ddu didu tri biing statin va trong céc trudmg hop chi dinh 1am sing
yéu cdu xét nghi¢m sau d6.

ULWOX-&nu;z‘?gﬁnﬂun&xm“mMuth lin gi6i han trén cda mic binh thudmg,
mm:yuek i trén gan nghiém trong (chi yéu gdm: ting transaminase gan) cao hom & liéu 40mg sau khi sir dung

O nhiing bénh nhén ting cholesterol mau thir cip do suy gidp hodc hdi chimg thin hu, nhiing bénh tiém dn nay cin dugc xit Iy
trude khi bit diu didu trj véi ULTROX.

Chiing t0¢

Nghién ciru duge ddng hoc cho thiy sy gia ting mc tiép xic voi thube & cic 88 tugng chitu A so voi Ngudi da triing (xem
Phin Lidu ding, Myc Chéng chi dinh vi Myc Duge dong hoc).

Thube e ché protease

Tang mirc tiép xic todn thin voi rosuvastatin 33 dugc quan sit thity & cac dbi twgng ding rosuvastatin ddng thiv voi cac thude
irc ché protease khac nhau két hgp voi ritonavir.

Ciin xem xét cé lgi ich cia hg lipid bing cich sit dyng ULTROX & binh nhin HIV ding thude irc ché va tiém nang
zhammmww&wc&mmmxommumm trj biing céc chilt irc
mmdimwmauwmmm&mamﬂmmmmy&.mwml ULTROX

Bénh nhin c6 viin 3¢ vé di truyén khdng dung ngp galactose hiém gip, thidu hyt lactase Lapp hojic kém hdp thu glucose-
galactose khong nén dung thudc ndy.

ULTROX ¢6 chira t4 dwgc mau vang Sunset (E110). C6 thé gy phin img dj img.

ULTROX chiza it hom 0,01 mg natri mdi liéu. Tuy nhién, sd lugng natri ndy thudmg khong ghy ra bét ky viin aé,

Bénh phéi mé k&

Cic trudmg hop d3c biét ciia bénh phdi mé k& 48 duge bao céo & mt sb statin, dgc bigt didu trj lau dai (xem Phin Téc dyng

khdng mong mudn). Céc tinh nang biéu hign c6 thé bao gbm khé th, ho khan va suy gidm sirc khoe tdng quat (mét moi, sut
mnms&w&wmmuawmmw&mu&mmkmwm "

Déi thio dud

Mot sb bing chimg cho thiy ring statin nhu glucose méu ting va & mdt sb bénh nhin, c6 nguy co cao mic bénh tidu duimg
sau ndy, co thé gy ra ting dudmg huyét, vi viy bénh tiéu duimg chinh thirc cin cham soc thich hop. Rui ro ndy, tuy nhién, 1
ndng hon béi vide gidm nguy co tim mach véi statin va do d6 khong phai 1 Iy do dé ngimg didu trj statin. Bénh nhin cé nguy
co (glicose lic d6i 5,6-6,9 mmol/lit, BMI> 30 kg/m’, ting triglycerid, ting huyét dp) nén dugc theo ddi ca vé m3t lim sang va
sinh hoa theo hudmg din qudc gia.

Trong nghién JUPITER, tin sb cia binh ddi thdo dudng tdng thé dugc bdo cdo 12 2,8% & nhém ding rosuvastatin va 2,3% &
nhém gid duoc, hdu hét & nhimg bénh nhin ¢6 glucose lic doi: 5,6-6,9 mmol/lit.

Dén s bénh ohi
Viéc ddnh gid sy phét trién tuyén tinh (chidu cao), trong lugng, chi s& BMI (chi sb khéi co thé), va diic tinh ciia sy truomng
thanh tinh dyc thir cdp boi mirc Tanner & bénh nhi tir 6-17 twdi ding rosuvastatin bj giéi han trong mdt khodng thoi gian hai

ndm. Sau hai nim nghién ciru diéu tri, khong c6 anh hudmg dén sy ting truomg, ciin ning, BMI hodc trudmg thanh tinh dyc d&
duge phit hign (xem Phin Duge lyc hoc).

Trong mdt thir nghi¢m lm sdng & tré em vi thanh thiéu nién ding rosuvastatin trong 52 tuln, CK ting cao > 10 x ULN va
trigu chimg co bip sau tdp thé duc hodic ting hoat ddng thé chiit 4 dugc quan sét thuomg xuyén hon so véi quan sdt trong céc
thir nghiém lim sang ¢ ngudi Iom (xem Phin Téac dung phy).

PHU NU' MANG THAI VA CHO CON BU:
ULTROX chdng chi dinh trong thdi ky mang thai va cho con bii
Phu nit <6 kha ndng mang thai nén sie dung bién phdp tranh thai thich hop.

Do cholesterol va céc thubc sinh tdng hop cholesterol khac rit cdn thidt cho sy phat trién cia thai nhi, cic nguy co tiém dn do
thube @re ché HMG-CoA reductase chiém uu thé hom lgi ich cia viée didu tr bing rosuvastatin trong thiri gian mang thai. Céc

P




TU HUONG DAN SU DUNG

nghién ciru trén ddng vt cho thty co nhimg biing chimg gi6i han vé dgc tinh trén sinh san. Néu bénh nhin o thai trong khi sir
dung thudc ndy, nén ngung thudc ngay lip tirc.

Rosuvastatin bi tiét trong sta céa chudt. Chua c6 dit lidu lién quan dén bai tiét vao sira ngudi.
TAC DONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC:
Céc nghién ciru 8 xic dinh anh hudng ciia rosuvastatin trén kha nng 14i xe va sit dyng mdy méc chua duge tién hinh.

Tuy nhién, dya trén dic tinh dugc lyc, rosuvastatin khong dnh huong dén kha ning nay. Khi ldi xe hay vén hinh miy méc, cin
lwu y chong mit c6 thé xiy ra trong khi didu tri.

TUONG TAC THUOC:
Tang nguy co thn thuong co khi sir dung statin ddng thori véi cic thude sau:
Gemfibrozil

- Céc thude hg cholesterol mau nhom fibrat khac

- Niacin lidu cao ( > | g/ngdy)

- Colchici

Trinh st dyng ddng thori va gidi han lidu ding khi st dyng ddng thari rosuvastastin véi mt sb thude hodic db udng c6 kha nang
lam ting nguy co mic cic bénh co vivhojc tiéu co vin.

~Trénh ding lugng In nude budi &p (Grapefruit juice) (>1 lit ngay)
- Khong dung qud 10 mg simvastatin'ngay khi sir dung phdi hop voi:
Verapamil
- Diltiazem
- Dronedaron
ding qua 20mg simvastatin/ngay khi sit dung phdi voi:
- Amiodaron
- Amlodipin
- Ranolazin
Gidi han lidu rosuvastatin 18i da 10 mg mdt ln/ngay khi ding ddng thoi rosuvastatin voi cac chit irc ché protease c6 twong
thc:
= Atazanavir
= Atazanavir + Ritonavir
- Lopinavir + Ritonavir
Rosuvastatin tuong tic vi cac chit e ché protease cua HIV ¢6 tuong téc:
+ Atazanavir,
% s "
"‘"“"l — '¢ l'“. S
Tuong tic thudc gilra cic statin véi cic thude irc ché protease ciia HIV va viém gan siéu vi C (HCV): viéc sir dung 8dng thoi
céc thubc ha lipid méu nhom statin véi céc thube didu tri HIV v viém gan siéu vi C (HCV) 6 thé lam ting nguy co gdy tén
thuong co, nghiém trong nhét 14 tiéu co vén, thin hu diin dén suy thin va c6 thé gy tir vong.

JICU T PNOI DNOD VOl rosuvasial)

Cic chiit ire ché vin chuyén protein: Rosuvastatin 1 mdt chit nén cho céc chit viin chuyén protein nhit dinh bao gbm ca
hdp thu chit vin chuyén OATPIB1 & gan va bom ra ngodi chét vin chuyén BCRP & gan. Ding ddng thoi rosuvastatin véi céc
thuéc ic ché cic vén chuyén protein c6 thé diin dén 4 rosuvastatin trong huyét twong ting lén va ting nguy co vé bénh
co (xem Phin Liéu ding, Thin trong va Tuong tic thudc Bang 1).

Cyclosporin: Trong thoi gian didu tri ddng thoi rosuvastatin voi cyclosporin, gid trj AUC cia rosuvastatin trung binh cao hon
7 ¥in so véi gid tri AUC cia rosuvastatin sit thily & nhimg nguisi tinh vién khoe manh (xem Bang 1). ULTROX

chi dinh & nhimg bénh nhéin ding thoi cyclosporin (xem myc chi dinh). Ding déng thoi khdng anh hudng
dén 49 cyclosporin huyét tuong.

Cic chilt ire ché protease: Mic dit co ché chinh xdc cia twong tac 1 chua 10, sir dung ddng thoi chilt dic ché protease sé ting
manh mirc tiép xic cia rosuvastatin (xem Bing 1), Vi dy, trong mdt nghién ciru duge dong hoc, ding chung véi rosuvastatin
10mg va mit thubc két hop cia hai chiit ic ché protease (atazanavir 300mg/ritonavir 100mg) & cic tinh nguyén vién khoe
manh lién quan ting khodng gép ba lin AUC cia rosuvastatin va ting khodng gp biy lin Cmax cia rosuvastatin. Vige sir

dbng thii ULTROX va mdt sb két hop thude ire ché protease ¢6 thé duge xem xét sau khi xem xét cln thin didu chinh
lidu ULTROX dya trén sy gia thng dy kién mac tiép xidc clia rosuvastatin.

Gemfibrozil vi céc thudc ha lipid khic: Ding ddng thoi rosuvastatin va gemfibrozil din dén gia thng glp 2 ln ndng 40 Cmax
vl AUC cila rosuvastatin (xem phin Thin trong).

Dya trén d@ lidu tir céc nghién ciru twong téc cy thé khong c6 twomg téc ¢6 lién quan véi duge ddng hoc cla fenofibrat duge dy
kién, tuy nhién mdt sy twong thc duge lyc 6 thé xiy ra. Gemfibrozil, fenofibrat, fibrat khic va ha lipid mau Niacin (acid
nicotinic) lidu (> holic bing 1g/ngdy) lam ting nguy co bénh Iy co khi ding thoi voi céc chit dc ché HMGCoA
mauwwmwummwmdmmummmu% chi dinh khi sir dyng ddng thoi voi
fibrat (xem Phdn Chéng chi dinh va Thin trong). Nhitng bénh nhin cling nén biit diu ding véi lidu Smg.
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Ezetimib: Ding ddng thoi rosuvastatin 10mg véi ezetimib |
ting cholesterol méu (Bang 1). Mt twomg tic duge dong hoc,
trir (xem phdn Thin trong).

Thube khing acid: Ding ddng thoi rosuvastatin voi hn dich khing acid c6 chia hydroxid nhom va magnesi diin dén sy gidm
ndng 49 rosuvastatin trong huyét twong xdp xi 50%. Téc dung ndy duoc gidm nhe khi ding thubc khang acid sau khi ding
rosuvastatin 2 gio. Sy lién quan ldm sang cua twong tac ndy chua duge nghién ciru.

Enzym cytochrom P450: Két qua tir nghién ciru in vitro v in vivo cho thily ring rosuvastatin khong phai la mot chit ie ché
ciing khong phdi 1 chiit cim img cia isoenzym cytochrom P450. Bén canh d6, rosuvastatin 1A mt co chit kém cho cic
isoenzym ndy.

Do d6, wong tac thude do chét chuyén héa trung gian cytochrom P450 khong dugc dy kién. Khong c6 tuong tic lm sang lién
quan d3 dugc quan sit thiy gilta rosuvastatin va holic fluconazol (chit e ché CYP2CY vi CYP3A4) hode ketoconazol (chit
(rc ché CYP2A6 va CYPIAY).

Tuong the cln didu chinh lidu rosuvastatin (xem bang 1): Khi cin thiét phai ding ddng thdi ULTROX véi cde thube khic
duge biét co ting mirc tiép xic cia rosuvastatin, lidu ULTROX nén duge didu chinh. Bit ddu véi lidu ULTROX Smg mdi
ngiy mdt ln néu mic tiép xic (AUC) dyr kién tang khoding gp 2 IAn hoje cao hon. Lidu ULTROX tdi da hing ngiy cdn duge
diéu chinh 8¢ mirc tiép xic dy kién cia rosuvastatin s& khong c6 khi nang vugt qua lidu ULTROX 40mg diing hang ngiy mi
khong c6 twong tic thudc, vi dy nbu liés ULTROX 20mg v6i gemfibrozil (ting glp 1,9 1in), va lidu ULTROX 10mg két hop

din dén tang gp 1,2 AUC cun rosuvastatin & cée 85i twong
thc dyng phy, gitta ULTROX va ezetimib khong thé bj logi

ritonavir/stazanavir (ting gép 3.1 lin).

Bing | Anh hwimg cua cic thube diéu

3pwmmmapm¢uwu-uwc;mmnya-qm)

tir cée thir nghi¢m lim sang dwgc cong 3

Lidu ding caa thube twong tic Lidu diing cita rosuvastatin Thay d8i AUC cita rosuvastatin
Cyclosporin 75mg/lin, ngay 2 lin dén | 10 mg. ngay 1 lin, ding trong 10 ngdy | Tang gép 7.1 lin
200mg/ldn, ngiy 2 lin, ding trong 6
| thing
Atazanavir 300 mg / ritonavir 100 mg; | 10 mg, liéu duy nhit Tang gdp 3,1 lin
N | "

vir 400mg/ritonavir 100mg, ngay | 20 mg, ngdy | ldn, ding trong 7 ngy | Tang gdp 2,1 lin
2 trong 17 nghy
Clopidogrel 300mg, tiép theo 1a 75mg. | 20 mg, lidu duy nhit Tang 2 lin
924 gio
Gemfibrozil 600mg, ngay 2 lin, trong 7 | 80 mg, liéu duy nhit Tang 1,9 lin
Eltrombopag 75mg, ngdy | Mn, trong | 10 mg, lidu duy nhit Tang 1,6 ln
10 ngity —e .
Darunavir 600mg / ritonavir 100mg, | 10 mg, ngdy | Mn, ding trong 7 ngdy | Tng 1.5 lin
| ngay 2 ldn, trong 7 ngdy
Tipranavir  S00mg/ritonavir  200mg, | 10 mg, lidu duy nhét Tang 1,4 lin
_nigty 2 lhn, rong || ngky R,
Dronedaron 400mg, ngay 2 lin Khong c6 sin Tng 1,4 lin
Itraconazol 200 mg, ngdy 2 ln, trong 5 | 10mg, liu duy nhit **1.4 lin
| ngly _
Ezetimibe 10mg, ngdy 2 Mn, trong 14 | 10mg, ngiy | lin, trong 14 ngy ** 1.2 lin
F ir 700mg /ritonavir 100mg = 10mg, lidu duy nhit xhon.myd&” 7
T ey I
A 0 7 | 40mg, 7 ngay Khong thay dbi
Silymarin 140mg, ngay 3 lin, trong 5 | 10mg, lidu duy nhit Khong thay dbi
| ngly
Fenofibrate 67mg, ngiy 3 ln, trong 7 | 10mg, 7 ngay Khéng thay dbi
| ngiy
Rifampin 450mg ngiy 1 lin, 7 ngay 20mg, liéu duy nhét Khong thay dbi
| Ketoconazol 200mg, ngay 2 lin, 7 ngiy | 80mg, liéu duy nhét Khong thay ddi
Fluconazol 200mg, ngay | lin, 11 ngdy | 80 mg, lidu duy nhit Khong thay dbi
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Erythromycin S00mg, ngdy 4 ln, Tnghy | 80 mg, liéu duy nhit Giam 28%

. Baicalin 50mg, ngdy 3 lin, 14 nghy 20 mg. liéu duy nhét Gidm 47%

* S4 liéu dua ra thay dbi glp x lin dai dién cho mot ty I¢ don gidn gitra diing ddng thiri va ding rosuvastatin mdt minh. S8 lidu
dua ra 14 % thay ddi dai dién % sy khéc biét so voi rosuvastatin dang mot minh,

** Mt 56 nghién ciru sy twomg the d duge thyc hign ¢ cdc lidu rosuvastatin khic nhau, bing cho thiy ty ¢ ding ké ahd

Anh huing cita rosuvastatin trén cic thube dimg phdi hop:

Thube @i khing vitamin K: Nhu véi cic thube e ché HMG-CoA reductase khdc, khoi ddu didu tri hodc chudn lidu
ULTROX tang & nhimg bénh nhin diéu tri ddng thoi voi chit dbi khang vitamin K (nhu warfarin hodic mdt thubc chéng dong
coumarin khac) co thé din dén sy gia ting T¥ 1§ Binh thuomg hoa Quéc té (INR). Ngimg hodc chudn lidu gidm ULTROX c6
thé dlin dén gidm INR. Trong tinh hubng nhw vily, giém sdt thich hgp INR 14 cln thiér.

Thube trinh thai ubng/ Ligu phip thay thé hormon (HRT): Sir dung ddng théri rosuvastatin va thudc tranh thai dang ubng
diin dén ting AUC cia ethinyl cstradiol 14 26% va norgestrel 1a 34%. Céc mirc ndng 30 huyét trong ting niy nén xem xét khi
Iya chon lidu thudc ngira thai. Chua c6 dit li¢u duge ddng hoc 6 siin & cc dbi tugng ding ddog thii ULTROX vi HRT va do
do téc dong twong ty khong thé duge logi trir. Tuy nhién, sy két hop d8 duge sir dyng ring rlii & phy ni trong céc thir nghi¢m
1Am sdng va dugc dung nap 1.

Céc thube khic:
z:-h:wmwwwmmmm.mcuméumeowmmmmmmvﬁmma

Acid Fusidic: Céc nghién ciru twong téc rosuvastatin voi acid fusidic chua duge tién hanh. Nhu véi statin khic, bién cb lién
quan dén bénh co, bao gdm cd tiéu co viin, di duge bdo ciéo sau khi ding rosuvastatin voi acid fusidic ddng théi.

Do d6, rosuvastatin két hop v acid fusidic khong duoc khuyén cdo. Néu c6 thé, nén tam thri tri hodn didu tri rosuvastatin.
Néu khong thé trénh khoi, bénh nhin nén dugc theo ddi chiit ché.

Diin sb tré em: cic nghién ciru twong téc chi duge thyc hién & ngudi Ién. Mirc 4§ twong tic & tré em chua duge biét.

TAC DUNG KHONG MONG MUON:

Suy giam nhdn thirc (nhu mét tri nhé, 16 Hn...)

Tang duémg huyét.

Tang HbAlc

Céc phin img phy voi rosuvastatin thudmg nhe va thodng qua. Trong thi nghiém lm sang c6 kiém sodt, it hon 4% bénh nhin

didu tri rosuvastatin da bj rit khoi nghién ciru do tac dung phy.

Duya trén d@ liéu tir céc nghién ciru ldm sing va kinh nghiém rong rili sau ding thudc, sau ddy trinh bay cac phan ung bat

ummmmwuuummmmwm&dvzgmwu co quan (SOC).

Céc tin sb phan img phy dugc xép hang theo quy woc sau: Phéd bién (>1 / 100 dén <1/10); Khéng phd bién (>1 / 1000 dén

:hI:IW);Hiéu(zl / 10,000 dén <1/1000); Rét hiém (<1 / 10.000); Chua biét dén (khong thé dugc uoe lugng tir dit ligu c6
).

2. Phan img biit gi dya trén dir ligu tir cic nghién ciru 1im sang v kinh nghi¢m sau khi ding thubc
Nlb.lbnuﬁ Kbm. Hiém Chua biét aén
cu quan Phé bién phd RAt hiém
Mau v rbi loan h¢ mach | Gidm tiéu chu
bach huyét
Roi logn h¢ thong mién Phan (mg qud min
dich bao gbm phis mach
ROi logn ndi tit Bénh tiéu dutmg’
Roi logn tim thin Phién mudn
R&i loan hé thin kinh Dau diu Da :‘2 thin | Bénh Iy thin kinh
Hoa mét kinh, Mét tri nho Eum
i logn gidc ngil
(bao gbm cd chimg
mét ngi vi dc mng)
R6i logn hé hip, nguc va Ho,
JL‘EL“ SN ! | Chimg khé thd
R&i logn tiéu héa Téo bon, Viém tyy Tiéu chay
Budn non,
Bung dau
Roi logn Gan Mt Ting transaminase | Bénh vang da,
gan Viém gan siéu vi
Ri loan Co xuomg va | Chimg nhirt gén Bénh co (bao gdm ca | Pau khop RO logn gin, d6i khi
md lién két viém co), bién chimg bénh hogi
Tiéu co vén wr co do gién dogn
0
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mién dich qua trung
gian
ROi logn thin va tiét niéu N dii ra méu
R&i logn h¢ thing sinh Tinh trang vi né
sdn va tiét sita Ion & nam do
hormon.
R&i logn chung Chimg suy Phu
- Va nhuge

1 s& phy thujc vio sy c6 mit hay viing mt cia cdc yéu 16 nguy co (glucose miu lic doi > 5,6 mmol / L, chi s BMI>
_30kg / m’, tidn sir tang huyét dp).

Nhu véi céc e ché HMG-CoA reductase khic, ty 1§ milc cc phin img c6 hgi cia thudc ¢6 xu hudng phy thude lidu.
Anh hudng trén thin Protein nuu.pumnun.mnmnmqmmammyduoxh# thin, 43 dwgc quan sat
thdy & nhing bénh nhin dugc didu tri véi rosuvastatin. Thay ddi protein ni¢u tir khdng dén c6 ddu vét ++ hodic nhiéu hon a8
duge nhin thiy & < 1% bénh nhin tai mdt sd thoi gian trong khi didu trj lidu 10 vi 20mg, va khodng 3% sb bénh nhin duge
didu trj voi lidu 40mg. Tiing it chuyén tir khing co hay c6 diu vét + i duge quan sdt voi lidu 20mg. Trong hiu hét cc truimg
hop, protein ni¢u gidm hodic bién mit mot cach ty nhién khi tiép tyc didu tri. Xem xét cic dit ligu tir céc thir nghiém 14m sang
ﬁkh&ngf:lmmﬁngmu&dﬁodﬁnmvhchnxkdﬁhqumﬂnhhqﬁdﬂ.mhnihﬂbﬂdhcb
hobe tile w8
m:‘&mwmmuyowmmmmmmmmwnmwwmhumqmm
sy xudt hién thip.

Tée djng dén co xwong: Téc dung trén xwomg vi dy nhy dau co, bénh co (bao gbm ci viém co) va rit hiém, tiéu co vin c6 va
m-::onymhdpmamuoaoo-nmmnmamwui rosuvastatin voi tit ca céc lidu va dic bigt
vai liéu >

20mg.
Tang mic CK lién quan &én lidu d dugc quan sét thiy & bénh nhin ding rosuvastatin; Da sb cic truimg hop déu nhe, khong
¢6 tri¢u chimg va thodng qua. Néu ndng ¢9 CK ting (> 5 x ULN), nén ngung thubc (xem phén Thin trong).
Anh hwimg trén gan: Cing nhu cic thubc irc ché HMG-CoA reductase khic, ting lién quan dén liéu transaminase 43 dugc
quan sét & mdt sd it bénh nhn ding rosuvastatin; Da sb cc trudmg hop déu nhe, khdng c6 tridu chimg va thodng qua.
Céc tic dyng phy sau ddy a3 dugc bo cdo & mdt sb thude statin:
Ri loan chirc néng tinh duc.
Ngogi trir truémg hop ciia bénh phdi md k&, dic biét la voi diéu tri liu dai (xem Phdn Thin trong).
Ty K bdo cdo bénh tiéu co viln, bién cb thin gan nghiém trong (chi yéu gm: ting transaminase gan) cao hon ¢ liéu 40mg.
Din sb tré em: Creatin kinase ting > 10 x ULN va tri¢u chimg co bip sau tip dyc hojc ting hoat ddng thé chit duoc quan,,
sét thiyy thubmg xuyén hon trong 52 tudn thir lim sing & tré em va thanh thiéu nién so vdi ngudi Ion (xem myc Thin trong). |
Trong khia canh khdc, tinh an todn cia rosuvastatin twong ty ¢ tré em vik thanh thiéu nién so voi nguii lom. >
- Théng bdo cho bdc sp biét cde tde dung khdng mong mudn gdp phai trong qua trink diéu tri.
Qu U:

Khong c6 diéu trj cy thé trong truomg hop qua lidu. Trong truomg hop qua lidu, bénh nhin nén duge didu trj widu chimg va
bién phap hd trg duoc thiét lp theo yéu chu. Chirc ning gan va mirc CK cin duge theo doi.

Thém phin mau dudmg nhu khong c6 lgi.
Quy cich dong goi: Hop 2 vi x 14 vién Ultrox Smg,
Hop 2 vi x 14 vién Ultrox 10mg.

Didu kifn bio quin: Dudi 30°C, trong bao bi géc
Han sir dyng: 3 nam ké tir ngdy sén xult

Thude ding theo dom cua bdc s

Dé xa tdm tay cua tré em.

Doc k hnimg ddn sw dung trwirc khi ding
Néu cdn thém thong tin, xin hoi y kién bdc 59 .
Sin xult bai:

NOBEL ILAC SANAYII VE TICARET A S.
Sancaklar 81100 DUZCE/ TORKEY (Thd Nhi K§)

TUQ.CUC TRUONG
P.TRUDNG PHONG

Fham Chi Vin Hank W )




