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- Khéng ding thude qud han in trén bao bi, i ANLY hvoc
THE =t o

THANH PHAN:

M8i vién nén bao phim chira: I
Hoat chét: Rosuvastatin .... 20 mg. J A e O 2 ,-',,-:{g_i‘.

Ta dwge: Cellulose microcrystalling, monphydrate, Crospovidone {type A}, Magnesium

stearate.
T4 duoe bao: Lactose monchydrate, Hy, llose, Titanium dioxide (E171), Triacetin, Quinoling
yeltow aluminium lake (E104),

MO TA:
Vién nén bao phim hinh tron, hai miit 181, mau hoi ving, mot mit eb in 56 “20", mit kia in sb
o

DUQC LYC HOC/DUGC DONG HOC:

Dargre lyre hge:

Phin logi dirge 1§: Thude de ché HMG-CoA reductase. ?
Ma ATC: C10A AQ7.

Corehé tdc dung

Rosuvastutin 13 thude ire ché cgnh tranh chon lpe HMG-CoA reductuse, enzym giGi han 16 d s
chuyén héa 3-hydroxy-3-methylglutaryl coenzym A thinh mevalonate, giai dosn som eia qua

trinh tdng hgp cholesterol. Vi trf tdc dung chiah ciu rosuvastatin 1 i gun, co quan dich cia vige

ha cholesterol, Rosuvastatin [am tang s lwgng thy thé LDL tai gan trén bé mat & bdo, ting cuimg

lidp thu v d] hda LDL ddng thivi do chi thng hop VLIL tgi gan, do dd lim gifn thng s& tidu

plhian VLDI. vi LDL.

Téc dung chege 1y

Rosuvastatin ldm gidgm LDL-cholesterol, cholesterol todn phin, wiglycerid va 1am tang LIDL-
cholesterol, Rosuvastatin clng ldm giam Apol, nonHDL-C. VLDL-C, VLDL-TG vit lam ting
ApoA-] (xem Béng 1), Rosuvastatin lam gidm t§ 1 LDL-C/HDL-C, cholesteral todn phin/HDL -
C vi nonHDL-C/HDL-C cing nhw t¥ 1§ ApoB/ApoA-],

Bang | Dip img liéu & binh nhan [N | LCL | Cholesterol | HDL | TG [ non | ApeB | Apo
ting cholesterol miu nguyén phdit £ |[todnphin  -C HDIL 4 A-|
(typ 1fa va IIb) (ty 1¢ phin trim | < |
trung binh higu chinh thay ddi so

véi mite binh thuémg) |
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Hiéu qua didu 1rj dat duge trong vong | tulin sau khi bt ddu didu 1 vA 90% ddp Gng i du thy
duge trong 2 tudn. Ddp tmg 16i da thudmyg dat duoe suu 4 tuln rdi duge duy i sau 80,

Higu qud lim sing

Rosuvastatin ¢o hiu qua khi sir dung cho ngudi Idm bi ting cholesterol mdu, 6 hode khing bj
ting triglycerid maw, khéng phy thude vio ching (d¢, gidi tinh hay 4 tudi vi i o nhitng nhdm
bénh nhén dc biét nhir bénh nhin déi thio duémg hole bénh nhin tang cholesterol mau gia dinh,

it ligu gOp 1l cde thir nghiém ldm sang pha 11l che thdy rosuvastatin ¢ higu qué khi didu irf cho
phin 16n bénh nhin ting cholesterol huyét typ ta vi 1ib (ndng do LDL-C trung binh ban diu
khoing 4.8 mmol/), khodng 80% s& bgnh nhin diéu 1rj bing liéu 10 mg rosuvastatin da1 duoc
nbng 40 LDL-C dich theo huémg ddn cia Hidp hdi Xa vira Chiu Au (FAS) vé nbny 06 LDL-C
(<3 mmol/l).

Trong mdt nghién cine db lifu ép bude, 42 binh nhin ting cholesterol cé tinh chilt gia dinh déng
higm tir 08 duge dénh gia dAp img vdi rosuvastatin lidu tlr 20 - 40 mg. Trong todn b nhém nghién
¢lnu, 1 1§ gidm LDL-C trung bink |3 22%,

Trong cée thir nghigm 1m sdng trén mit sd heomg han ché bénh nhan, rosuvastatin oé e dung
hiép dbng trong vige ha triglycerid khi str dyng phi hgp véi fenofibrat vit lam ting HDL-C khi
phoi hgp voi niacin,

Rosuvastatin chua duge chimg minh ¢b the dung ngn ngira cac bién chimg lién quan ciia tinh
trang bdt thudmg lipid nhu bé¢nh mach vinh do cac nghién ctru vé 1y i ur vong va 1y I¢ mic bénh
khi sir dyng rosuvastatin viin chua hoan thanh.

Trong mit nghién ciru 1m sing déi chimg, mi ddi, da trung tdm (nghién ciru METEOR), 984
bénh nhin twoi tir 45 dén 70 ¢6 nguy co mic bénh mach vanh thip (duge dinh nghio 14 nguy co
theo thang diém Framingham < 10% trong 10 nam) c6 LDL-C trung binh 14 4,0 mmol! (1544
mp/dL) nhung c6 diu hi¢u xo v efin lim sing (phdt hign nhir thay dbi bd day ndi moe ddny
mgch canh) duge sir dung nghu nhidn 40 mg rosuvastatin ngay mit lin holic gia duye roag 2
nam, Rosuvastatin fam chim rd rét te di tién trién bé dity ndi mac dOng much canh do ti 12 vj
tri khdc nhauv & ddng mach cinh so vai khi ding gid dige, wai tée 4O chilm hom -0,0145 mm/nam
{khodng tin ¢y 95% 14 -0,0196, -0,0095; p<0,0001].

Misc 8§ thay d8i so v&i ban diu th -0,0014 mminim (-0,12%/nadm (khong co ¥ nghla thdng ké)) &
nhom ding rosuvastatin so v&i tang 10,0131 mm/ndm (1,12%Mmdm (p<0,0001)) & nhom ding gis
duge, Chua chimg minh dige mbi lign quan true tiép ndo gilra su gidm bé diy nd1 mac ddng
mach cinh wi gidm nguy co bién ¢d tim mach. Quin thé bénh nhiin trong nghién ciu METEOR
6 nguy co mic b§nh mych vinh thdp va khiing dai dién cho quiin thé dich s& dyng rosuvastatin
10 mg. Lidu 40 mg chi dugc ké cho bénh nhin ting cholesteral mau ning ¢d nguy co mic bénh
tim mach cao,

Durge dfng hoe: !
Hdp thu: Ning di dinh cia rosuvastatin trong huydt twong dat duge khodng § gidy sau khi sir
dung. Sinh kha dung wyét d6i cia thude 1A gln 20%,

Phdn bd: Rosuvastatin duge hip thu nhidu bai gan, i co quan chinh thng hop cholesterol va
thanh thai LDL-C. Thé thich phiin bd cda rosuvastatin 14 khodng 134 L. Gln 90% lugmg
rosuvastatin glin vdi protein huyét tuong, chi yéu 14 albumin.

Chuyén hda: Rosuvastatin it bi chuyén hoa (khoaing 10%). Céc nghién ciu vé chuyén héa in vitro
sir dyng 1€ bdo gan ngudi cho thy rosuvastatin 1d mt co chilt yéu cia qud winh chuvén hoa nhdy
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cyluchrome PAS0, CYP2CO 13 isoenzym chinh tham gia chuyén héa rosuvastatin, ngodl ra con c6
2C19, 3A4 vi 2D6 nhung & mic 4 it bon. Chc chit chuyén hda N-desmethyl ¢6 hogt tnh it hon
rosuvastatin 50% trong khi d6 dpng lscton duge coi nhu khing co bogt linh Lim sing.
Rosuvastatin chiém hom 90% hopt tinh i ché HGM.CoA reductase trong 1udin hodn.

Thdi trie: Khobng 90% lidu rosuvastatin duge ddo thai nguyén ven qua phin (bao gdm phiin hogt
chit duge v khdng duoc hip thu). phin con ?:i bai tiét qua nude tidu, Gin 5% 1hail i nguyén
ven qua mude tidy, Thed ginn badn thai coa thude trong huyt wong 1 khodng 19 gia, Thii gian
bén thai khing kéo dii khi tang lidu, Toc d thanh thii trung binh trong huyét trong 18 khodng 50
livgid (he sb bién thign 21,7%). Tuemg ty nhir cde thide e ché HMGCoA reductase khic,
rosuvastatin duge hilp thu vAo gan nbd chilt vin chuyén qua mang OATP-C. Chilt ndy dong vai
trdy quan trong trong d4o thiti rosuvastatin qua gan,

Tuyén tink: T9 W rosuvastatin phoi nhifm todn thin ting 19 1§ voi liéu ding, Khong co sy thay
ddi ede thing sd duge ddng hoe khi ding nhidu 1idu hing ngiy.

Cdc nhom binh nhin dac bige:
Tud v& giéni tink: Tubi v gioi tinh khéng anh hudng dén duge ding hoc clia rosuvastatin.

Chiing toc: Cac nghién ciru duge ddng hoe cho thdy cde trj 35 AUC va Cmax trung binh ¢da
tosuvastatin « nhom bénh nhin Chiu A (Nhit Ban, Trung Qudc, Philippin, Vigr Nam v& Hin
3:&:1 a0 hom khodng 2 1in so véi & ngordi da teing. AUC vl Cmax & bénh nhiin An DY ting 1,3

50 v ngudi da tring. Phiin tich duge ddng hoe quin thé khang phit hign thdy sy khic bidt co
¥ nghin lim shing cde thdng sd duge ddng hoe gita nhom ngudi da wing vi da den.

Beénk nhdn suy thdn: Teong mdt nghién el trén chc binh nhiin o6 mire d) suy thiin khic nhau, b
nhg dén vira, khong phat hign thiy dnh huémg coa tnh tegng suy thin dén ndng 44 rosuvastatin
hode dgng chuyén héa N-desmethy! trang huyet tuong. Nhitng bénh nhin suy thin ndng (4 thanh
thii creatinine < 30 mi/phit) cé ndng 89 rosuvastatin trong huyét wong ng 3 Hn va u&m iy
dang chuyén boa N-desmethyl thng @ lin so v6i & nguti tnh nguy@n khoe manh. Nong d9
rosuvastatin trong huyét tuomg & trgng thai dn dink cla binb nhin hdm phin méu cao hon
khodng 50% so vii & ngudi tnh nguyén khie mgnh,

Bénh mhen suy gam: Trong miu nghién clu wén cde bfnh nhiin 6 moie df suy gan khic nhau,
khéng co ddu hiéu cho thiy mire dd phoi nhifm rosuvastatin 1odn thin wing 1én & béah nhin 06
diém Child-Pugh 1 7 holic thip hom, Tuy nhidn, 2 bénh nhiin co diém Child-Pugh 14 § vA 9 ¢6
mitc dd phoi nhidm rosuvastatin todn thin tang it nhdt 2 dn so vai ohimg bénh nhin co diém
Child-Pugh thip hon, Chua ¢ kinh nghiém lam sng vai bénh nhin c6 didm Child-Pugh wén 9.

CHI pINH:

Pidu trf ting cholesterol méu:

Sir dyng nhir mdt thude hd trg ché 40 an trong didu tr ting cholesterol mdu nguyén phit él;'«p lia
hoje rdi logn lipid mdu hdn hop (tp 11b) khi bénh nhin khing dap ng thoa dang vai ché d an
hode chic bign phap didu tri khéng ding thube khic (nhir tdp luvén, gidm cin),

Sir dyng nhu mOt thube hdl try ché @9 An vh cde bién phap he lipid (nhyr thidm tdch LDL) trong
diku 1ri thng cholesterol méu hp tir gia Jink khi nhimg didu trj trén khéng phi hgp.

Ngin ngira cic bién cf tim mgeh
Phiing ngira bién ¢b tim mach & n bénh nhin dwge danh gid 1 ¢ nguy co cao bj i bidn tim
mach ddu tién, nhue mdt thude hl ug ﬁ didu chinh chc yéu 18 nguy co khie,

LIEU LUGNG VA CACH DUNG:
Truée khi bit du didu trj bing rosuvastatin, bénh nhan cin win thit ché d An gidm cholesterol
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chudn v tiép te duy tri ehé dg an nity reong qud trinh didu . Lidu ding cdn o4 thé hoa cho timg
biuh nhin ty theo mye téu dicu tr] va ddp dmg cia ngudi bénh theo hedng diin hign nay.
T4 thé ubng thude tyi bt k§ thin didm ndo trang ngdy, trong hode ngodi b an,

Didu trf tdng cholesterol mdur

Lidu & nghj khoi dhu 13 $ hode 10 mg, ubng mdt hn mdi ngay ¢ ci béah nhén chum ting su dyng
statin vA bénh nhin chuvén tr mgt thede (o ché HMG-CoA neductase khic sang su dung
rosuvastatin, Viée lya chon lidu khai ddu cln dya vio ndug a0 cholesteral cda iimg bénh nhiln vi
nguy ¢t lim mach frong leong lai cng nhu khd ndog xdy ra cae phin dng bt i (xem & dudi),
Néu clin, cb thé higu chink 1&n mire Ilga tiép theo sau 4 wiin. Do 1y 1§ phin émg bilt Igd ghi nhin
duge kil ding 1idu 40 mg ting 1En so voi khi sir dung ede mire lidu thip hom, chi nén do Liu 1
i tdi da 40 mg & nhiing bénh nhdn 1ing cholestero! mbu nfing c6 npuy co tim mach cao (dje bt
14 bénk nhin ting cholestera! miu mung tinh chdt gia dink) khong dat duge mye tida didu i khi
diing Lidu 20 mg va & béah nhin phii theo dB thuimg xuyén sou 4. Bénh ahin cin duge theo doi
chit ch khi bt diu sir dyng lidy 40 mp.

Khi phdi hop véi céc thude (e ché protease (atazanavir, atazanavic + ritonavir, loplnavir + ritonavir),
tiéu diing 101 da duge Khuyén cso 13 10 mg | linnghy.

Nedn ngia cde bidn cd tim mgch
Trang mit nghién ol vé gidm nguy ca bifn cd tim mach, liu duge sit dung 14 10 mg mdi ngdy.

Sir dyng cho bink niin nhi

Sir dyng cho binh nhin nhi chi nén duge thpe hign bai bie 5T chuyén Khoa

Ted em dundi 10 1wdi,

Kinh nghiém & wé em duwdi 10 wbi gioi han wong mir sb it wé em (wdi i 8 dén 10) c6 1ang
cholesterol mau ddng hop ter gin dinh. Vi vily, Surctadina khong duge khuyén cdo ding cho e

e dudi 10 udi,

Sii dyng cho Axm aliin cao tubi

Nén sir dyng lidu khoi diiu § mg cho bénh nhin > 70 wi. Khing cin hidu chinh Iy theo wbi &

nhdm bénh nhin ndy. !
a7

Lidu diing cho bfnk nhiin cao tudi b suy thin ¢

Khng cin higu chinh lio cho béah nhin cao wbi bi suy thin nhe dén vim.

Liéu khai diu dé nghj cho bénh nhin suy thin vira (te 9 thanh thii creatinin < 60 mifphiiz) 14 5
mg. Ching chi dinh lidy 40 mg cho béah nhin suy thin vira,

Chéng chi dinh Surotadina cho bénh nhn suy thin ndng & tdt ¢ cde mire lidy,

Liéu ditng ciro hinl uhdn suy gan

Rhong phét hign thiy sy gin ting phai ahidm rosuvasiatin todn thin & nhimg bénh nhin o didm
Child-Pugh tir 7 1d xudng. Tuy nhign, tnh treng tAng phoi nhifm rosuvastatin todn thin da dugo
ghi nhdn & blnh nhin c6 didin Child-Pugh 14 8 va 9. O nhimg binh nhin ady, cin tida hinh dénh
£id chirc nang thin, Chua ob kinh nghiém diy trj cho nhimg bénh ahdn cb didm Child-Pugh 1rén
9. Chlng chl dinh Surotadina cho bénh nhdn mic bnl gan hogt djng.

Chiing the
Hign tugng ting phoi phifm rosuvastatin 1odn thiin dd duge ghi nhin & nhom bénh nhin Chiu A,
Licu khéi ddu dé nghi cho bénh nhin Chau A 18 5 mg. Chong chi dinh lidu 40 mg cho nhing bénky
phin nly.

Lidu diing cho bfnh nhin mang cic yéu i nguy co mic bgnk co

Liéu kbt ddu d& nghj cho bénh nhin mang cic véu 18 nguy <o mie bénh co 13 5 mg.
Chidng chi djnh 1i2u 40 mg cho mdt 56 bénh nhiin thude nhdm niy.
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CHONG CHI DINH:

Chding chi djnh Surotsdina cho cée ddi twong sau:

- Bénh nhin qud min v rosuvastatin hode bit k¥ thanh phin ndo cta thube ‘

- Bénh nhin mic bénh gan host ddng. bao plm thag transaminase huyét thanh dai dang. khong 1o
nguyén nhin vd bit ky tink trgng ting iransaminase huyét thanh ndo cao hon 3 Yn gidi han trén

thong thudmg
= Bénh nhiin :L:Mn ning (4 thanh thdi creatinin < 30 mi/phi)
= B§nh nhin bé¢nh co

- Bénh nhin sir dyng ding thoi ciclosporin
- Trong thi k¥ mang thai vi cho con bi ciing nhu & phy nd trong 33 wdi sinh dé khing s< dung
cdic bign phip winh thai thich hop.

- Chéng chi dinh mix lidy 40 mg cho nhimg bénh nhin mang cde yéu t§ nguy co méc bénh
coftiéu oo viln. Cée yéu 18 nguy co ndy bao gbm:

+ Suy thin vira (¢ thanh thii creatinin < 60 mifphiin)

+ Nhuge gidp

+ R loan co ci nhin hoge cb tidn sir di truyén gia dinh

+ Co tién sir nhim ddc co do sir dyng cac thube irc chéd HMG-CoA reductase khic hodc fibrut

+ Lam dyng rugu

+ Cic truémg hop mé tinh trang tang nbng 45 thude trong huyét thanh c6 thé xdy ra

+ Bénh nhin Chiu A

+ Sir dyng ddng thiri v fibrax, niscin lidu cao (>1g/nghy), colchicin, gemiibrozil.

CAC CANH BAO VA THAN TRONG:

Anh hueing trén thjn

Protein nigu, phit hign bing que thir nude tidu v dag thin nguyén ven 93 duoe ghi nhin & nhimg
bénh nhin dicu trf voi lidu cao rosuvastatin, ddc bigt 14 khi ding mic lifu 40 mg. Tink wang ndy
thudmg thodng qua va gidn dogn & hiu hét bnh nhan. Protein nigu 1 thu Wigu dy dodn bénk thin
chp hode tién trién. Ty I§ bién cb bht i nghiém wrong trén thin duge bo cdo hiu marketing ting
IEnghi ding liéu 40 mg. Clin ddnh gid chirc ning thin trong qud trinh theo doi & bénh nhin dong
ligu 40 mg.

Anl hiedng trén co xuong

Anh hudmg trén co xwong nhy dau co, binh ¢o vk hidm khi 13 tiéu co vin di duge ghi nhin &
béah nhin ditu tri biing rosuvastatin & Wt e cde mdc lidu, dic bigt voi lidu > 20 mg. Ré hiém
trtmg hop tidu co vin di duge bdo cho khi sir dung phdi hop ezetimibe chng véi thube de che
HMG-CoA reductase. Khdng thé logi trir twomg tic duge d0ng hoe gitra hai thude ndy va cln thin
tegng khi phéi hop hai thube. Tuong ty nhu cie thube irc ché KMG-CoA reductase khic, 1 18 tidy
o vitn duge bio cdo hiju marketing ting lén kbi ding Yibu rosuvastatin 40 mg.

Khi sir dyng dbng thoi Rosuvastatin véi gemiibrozil, cic thube hy chulesterol méu ulém fibrar
kidic, niacin lidu cao (> | gwngdy), colchicine va cde chilt te ché protease trong dilu 1rj HIV v
viém gan virus C (atazanavir, atazanavir + ritonavis, lopinavir + ritonavir) lam ting nguy co tdn
thigmg ¢o xuong. Phdi hop thude e ché protease (atazanavir, stazanavir + ritonavir, lopinavir +
ritonavir) vi rosuvastatin trong trudmg hop nghiém trong nhit c6 thé dlin dén tidy co vin, thin hu
di;dhmyumwmmg, Do a6, lidu ding 15i da khi phéi hep thude tre ché protease 14 10 mg/
I Lin/ | npdy,

Dinh lwgmyg creatinin kinase -

Khong nén tién hinh dinh hrgmg creatinin kinase (CK) sau khi tip ll:ih aE:ns sirc hogc khi ¢b
nguyén nhiln khac 1m tang CK, dnh hudng 0én két qua xét nghigm. Néu ndng ¢o CK ting rd rét
0 véi binh thudng (> 5 lin gisi han wén binh thuimg), cén tién hinh kidin tra dé khing dinh vong
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5.7 ngdy. Néu tidn hinh kidm tra 1p lgl mA CK ofin > § lin ULN, khting ndn hit diu diing
rosuvastatin,

Trare didu trf

Tuong 1y nh cde thude tre ché HMG-CoA reductase khie, ¢in thin trong khi ké dem Surotading
cho bénh nhiln mang cic yéu 18 nguy co citn binh co/tidy co vin, Clc yéu b niy bao ghm:
|m’lﬂ|#n

» nhuge gitip

* rbi logn co cf nhiln hoge ob titn sir di truydn gin dinh

* cd 1ién st nhidm dde co do st dung mds thuds: ée ché HMG-CoA reductase khic hoje fibrat
= bguh gan vil hojc fam dung rugu

=1 70 tudi ¢6 véu 1b nguy co 1m tiéu co vin

= che mdinhw <6 thé [Am thing ndng & thudc trong huyét wong

+ ir duny ddng thir val fibral v ede thude o6 kh ning pdy Wwong tic

F nhimg bénh ohin ndy, cin luu § dén nhing i ro cda vige ding thube Bén canh Igi fch cia
thude va ein theo di creatinin kinase teén lim sing. Néu ndng d6 CK tang b ¥ 50 voi binh
thidmg (> 5 x ULN), khdng nén bis dhu didw tri bing rosuvastatin,

Trony liic didu trf

Cn yeu clu bEnh nhdn thdng bdo ngay cie Unh trang dauw, yéu oo hode chudt rit khdng rd nguyén
nhdn. dac biét ndu kém theo khé chju hode st Cln kidm tra ndng dd CK & nhimg bénh nhin ndy.
Nén ngimy ding thude néu nbng dd CK ting ding ké (> 3 x ULN) hodie néu céc wrigy chimg (r co
& mire 89 nfing vit gty kho chiu himg ngay (ngay ci khi ndng 45 CK <5 x ULN), Néu cic trigu
chitag v b vd ndng 49 CK trdr v bink Ihntmﬁ. nén cdn nhie sir dung 1ai Surotuding hope
mi trc chi HMG-CoA reductase thay thé voi litu thilp it va tlieo d0i chat cha, Khing bt
buie phil theo d5i thubmg xuyén ndng ) CK & binh nhin kbding c6 tridu chimg. Trany cdc (hi
nghi¢m lim sing. khing phat hign diu higu tng tie dyng trén co xuong & mdt s lugmg nha bénk
nhin sir dyng Surotading v cée thube ding dbng Wi Tuy nhign, tinh trang tang 1y 1§ viém co va
bénh co di duge phdt hign & nh@ng béah nhin st dung cic thudc tre ché HMG-CoA reductase
Khie cimg vol che dlin ehdt cia acld fibric ahy gemTibrozil, ciclosporin, azid nlcotinke, cde thibe
chéng nhin arol, thudc @ chi protease vi k sinh macrolid, Gemfibrozil lom tang npuy co
indc bénh co khi ding ddng thivi cting vai cic thule te ché HMG-CoA reductase.

Vi viy, khdng khuyén clo sit dung phi hop rosuvastatin cing véi pemfibrozil. Ciln cdn nhiic ks
lgi Ich cda vige lam hg ndng 49 lipid bng cheh phdi hop rosuvastatin véi fibmt hode nincin v
nhitng nguy co tidm ting cda vige phdi hop tude. Ching ehi dinh phdi hop rosuvastatin idy 40
g viii fibrat. Khing nén sit dung Surotading clio bit k§ bénh nhdn nio o tsh trgng c6 ngoy co
mic bénh co cp, nghiém wong hode tidn widn suy thin thir phat hoy titu co viin (nhe ahidm triang
mdu, his huydt &p, phllu thidt l6m, chiln thuong, 1 logn chuyén héa, rdi loan ndi 11é vl dién gidi
hofie ding Kinh khong kidin st duge),

Anh Iuedng trén gan

Tuong ty nhwr cic thude fre chi TIMG-CoA reductase khie, cdn thin teong khi st dung Surotading

cho bénh nhiin dung uéng lugng Iém nugu viode ca tién st mac bénh gan.

Cin tidn hinh xét nphigm enzym gan tube khi bét ddu ditu o bing rosustatin vi trong truimy

]I:r: chi dinh lim sing yéu cdu xé1 nghigm sau 86, Nén ngimg sir dyung Surotading lioje giam ligy
ndng 80 transaminase trong huyét thanh cae hom 3 Ign it han trén binh turdmg. Ty 1€ bidn

b nghiém trong teén gan (buo ghem chis yéu 1 tng transaminase gan) hji marketing tog 18n khi

sir dyng lidu 40 mg. O bénh nhiin ting cholesicrol tir phit do nhuge gifp hofic bdi chung thin hiu,

ean didu tri cic bénh nly trode khi bt ddu i dyng Surotadina,

Chitnyg the :
Cée nghidn ciru duge ddng hoc cho thiy ob sy gia ting mie d§ phoi phifm thude & béah nhiin

6
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Chiu A so véi & ngudri datring,

Ciic thude ire chd protease
Khing khuyén cdo st dyng thude tre ché protease véi rosuvastatin,

Khdng dung ngp Lactose
Nhimg bénh nhin 6 cée vin d& v& di truyén hidm gip nhar khing dung ngp galactose, thitu men
Lapp lactase hode hilp thu glucose-galactose kém khing nén diing thubc ndy.

Bénh viém phii ke )

MGt sb higm trdmg hop mic bénh viem phoi k& duge bio o viri mdt sb statin, die bigs khi didu
trj kéo ddl. Mot &b dic didm bido hign m bao gdm khd the, ho khing cb dém vi suy giam s
'i:h'g‘c tdhng qut (nhir mt mi, gidm e, sbu). Néu binh nhidn bi nghi ngdr vigm phdi ke, nén ngimg
digu trj woi statin,

Dii thido duedng
Mt sd bing chimg cho thy cde statin lam ing dwdmg luydt vi & mdt sb bénh nhin cé nguy co
dii thip dudmiz, b thé 1hm thng duimg huyét i mire cln ché 40 ¢hdm sd¢ chinh thirc cho ngudi
mhe dii thao dutmg. Tuy nliidn, tde dung gidm nguy co mach khi ding statin 83 vt trd) 50 vai
nguy co 1ang dutmg buyét nén nguy co ndy khang thé 1A 1§ do ngimy diéu 1 bing statin, Bénh
nhin ¢b nguy co (dutmg huyét khi d8i 5,6 - 6.9 mmol/L, BMI>30 kg/m®, ting Iriglycerkd, ting
huyét dp) clin dwge theo d8i chit che ddp img rén 1im shng vi cde xét nghiém hda sinh theo eie
hirdmg din & timg qube gin,

Trong nghién et JUPITER, thn sd chung duge bio cho v& ddi théo dudme wy 1h 2,8% ddi voi
statin vh 2,3% abi véi gib dupe, chid ydu trén bénh nhin ¢6 duimyg huyét khi d6i tir 5.6 dén 6,9
mmol/L).

TUONG TAC VO CAC THUOC KHAC:

Ciclosporin: Khi str dyng ;ﬂréi hop rosuvastatin vai ciclosporin, Brj sb AUC clia rosuvastatin cao
hom trung binh 7 in so véri & ngudi tink khde manh. Ding dbng thixi 2 thude ndy khiing
anh hudmy én ndng 49 ciclosporin trong huyét tuomg. Iy
Cde thude ddi klrdmg vitamin K: Tuemg w ohu cde thude e ché HMG-CoA reductase khac. bt #
diu sit dung hode ting lidu rosuvastatin & bénh nhin didu 1] ddng thid bing che thude dbi khang
vitamin K (ahir warfarin hojic cde thude chdng ddng coumarin khic) co Ih?ﬂm ting ti sb chuln
hoa qubc tE (INR). Ngimg thube hoje giam iy rosuvastatin ¢ thé lam gidm INR. Trong nhimy
trurimy; hap ndy, cin tién hinh theo dai INR.

Gemfibrazit va cdc thude hy fipid khde: Sir dung dbng that rosuvastatin vi gemiibrozil lim tng
Craax v AUC cia rosuvasatin khodng 2 [,

D trén d0 Jigu thi duge tir cie nghidn ol tomg the die hidu, khdng ghi ahin tirmg the duge
dng hoe ndo gidu rosivastatin vii fenofibral, tuy nhidn, teong 14e dige lue hoe cb thé xuli hign
Gemfibrozil, fenofibran, che fibrat kKhic vii efc mae iy hy lipid (= 1 gingly) cia niscin (acid
nicotinic) lam tfing rﬁuy co miic binh co khi sir dyng déng thivi clng voi cic thude e chd HIMG-
CoA reductase, ¢d thé b do bin thin cic thubc niy cling gy hénh ca khi dimg don dic. Ching
chi dinh lifu 40 my rosuvastatin sit dyng ddng thén vai mit fibrat, Nhimg bénh nhin niy cing nén
ding lidu khai diu 5 mg.

Ezetimibe: Sit dyng ddng thoi rosuvastatin cling vai ezetimibe kbong 1am thay dbi AUC vi Cmax
coa mfi thude. Tuy nhién, khong thé logi trir teong tic dwoe lye hoc gita 2 thude, thé hi¢n qua
cde tde dyng bit Igv.

Colchicin: Khi sit dung dbng thivi rosuvastatin v colchicin lAm ting nguy co Wn thuong co
Xuong.
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Cde thube iz ché proteuse: Mo dis co chd chinh xic ¢t tinmg 1de it rosuvastatin vii cde
thube ire ché protease viin chua duge hidu 0, sir dung ddng thol 2 thude niy b thé fm tang mpnl
ty 1§ phai nhifm rosuvastatin v ting nguy co gly thy thuomg co, nghiém trong nhilt 18 1idu co
viin, thiin hu dfin dén suy thin vit cd thé gly 1 vong. Trong mOu nghide ciu duge dgay hios, dong
ddng thii 20 mg rosuvastatin voi mdt ché phim két gp 2 thude de che protease (400 my
lopinavir’ 100 myg ritonavir) & ngudi tinh nguyén khoe manh Wm Ming AUCH _aq v Cmox cila
rosuvastatin & trang thii 8n djnh 1in lugt 2 1an vix § Tin. VI viy, khﬁngj&huyén cdo su dung ddin
thii rosuvastatin cho bénh nhin HIV vi viém gan C dang duge didu tri bing thudc e ¢h
prolease {(alazanavir, atazanavir + ritonavir, lopinavir + ritonavir).

Antacid: S dyng dbng thdi rosuvostatin cong voi hdn dich antacid ¢6 chéw nhdém vd magnesi
hydroxid 1am gidm nbng d& rosuvastatin trong huyét twomg khodng 50%. Tuong tée ndy gidm nhe
Iom khi st dyng antacid 2 gidr trude khi ding rosuvastatin, ¥ nghia lim sdng cda teong the ndy
chira disge nghidn e,

Erythrompein: Sir dyung ddng thdi rosuvastatin ciing v&i erythromycin lm gidm 20% AUCy, vA
gidm 30% Cmax cda rosuvastating Tuomg e ndy ¢6 thé I8 do sy tang nhu dong rudt do st dyng
erythromycin.

Thude tranh thai ding theo dwimg wdng/igu phip thay thé hormon: Sit dyng ddng thdi
rosuvastatin va thudc tranh thai ding theo dudng ubng 1im ting trj s6 AUC cia ethinyl estmdiol
vil norgestrel 1€n tin lugt 26% vi 34%. Clin luu ¥ dén tinh trang ndy khi lym chon 1idu thude teink
thai. Chua ¢6 dir lidu disgre ding hoe vé vide sir dyng ddng thai rosuvastarin véi fidu php thay thé
hormon vi vi vily khong thé foai trir womg tae twong 1. Tuy nhién, viée phéi hop cde thube niy
dd duge sir dyng rdng efii cho phy nl trong cde thie nghi¢m 1am sing va hude duge dung npp L,

Cic thude kide: Dyn trén dit ligu thu duge Lir cde nghién clu tuong tic dic higu, chum ghi nhin
tuong e cb ¥ nghla [im sing gida rosuvastatin véi digoxin.

Cilc engym cyrochrom PE50: Két qua tir che nghidn ol in vitro val in vivo cho thy rosuvastatin
b thé 13 chir e ché hofe cam (mp clc isoenzym cytochrom P450. Ngodi ra, rosuvastatin 1d mt
ca chit ybu cin cic isoenzym nay. Chua ghi nhin twong 8¢ ¢8 ¥ nghla lim sdng nho gida
rosuvastatin véi fluconazol (mdi thube e ché CYP2C9 v CYP3A4) hodic ketoconazol (e
thube e ché CYP2AG v CYPIA4), Ding ddng thii itraconazol (thube tc ché CYIIAL) vi
rosuvasiatin Mm thng 28% AUC cla rosuvastating Mie 00 1ang nhd ndy khong cb § nphia [im
sing. Nhu vily, twong tée thube do chuyén héa qun trung gian cytochrom P430 khang dugc chiy
dri.

SU DUNG TRONG TRUONG HOP CO THAI VA CHO CON BU:

Chdng chi dinh Surotading trong thdi k§ cd thai vi cho con ba,

Phiy a0 trong 80 1udi sinh 8¢ clin ép dyng ce bién phap trdnh thai thich hop.

Do cholesterol va cdc san phidm cda qud trinh sinh lEn hop cholesterol ¢dn thidt cho qud trinh
phit tridn cua thai, nguy co tir vige s& dyng thude fe ché HMG-CoA reductase vugt trdi so voi lgi
feh cia thude khi sir dyng trong thai k§. Cle nghién ciru trén dbny vit chi cung clp bilng chimg
giéi hon vé dde tinh véi sinh san, Néu bénh nhin mang thai trong khi dang diing 1hugc. cdn ngimg
diing thube ngay tip tac.

Rosuvastatin duge Uit vio st ehudt. Chua b dir ligu vé vide ddo thi cia thude vho sita me.

TAC DUNG KHONG MONG MUON:

Céc phin img bit Igi ghl nhin duoc do st dyng rosuvastatin thutmg & mire 49 nhe vi thodng qua.
Trong chc nghidn ciu Mm shng c& ddi ehimg, dudi 4% binh nhiin diéu tr] biing rosuvastatin phii
ngimg thude do phan imyg bit Igi,
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Bang cdc phan dmg bt Igi

Diru trén cac dir ligu tr cée nghién cou lAm sdng va cdc Kinh nghigm hju marketing, bing sau diy

trinh biy céc phan impg
o quan tac dfng.

bilt Igi ctia rosuvastatin, Cac phan tmg bit lgi duge philn theo thn s va hé

Tiin sultt cin cdc phan img bt Igi duge quy wée nhu sau: Hay gip (17100, <1/10); It gip
(21/1000, <1/100); Hiém gip (21/10000, <1/1000); Rt hiém gip (<1/10000): Chus b (chua thé
ude hegmg thn sudit tir dir liéu hign cd),

Béng 1. Céc phin tmg bit loi dya teén dir Hi¢u tir cde nghién el [im sing vai kinh nghiém hju

miarketing g R T =
corquan (Haygip | Iigdp | Hiem gfun Rét hidm g Edp | Chua ro
Rof loan mdu v Giiam 1 1]
h¢ lympho
Rdi  logn  h¢ Phan img qui min
mién djch bao ugm phii
N mpch
Réi logn ngi tidr | D thdo |
checng y’
Roi  loan  tim Tram cim
than
Rai logn hé than | Bay  diu, Bénh da diy | RO loan
kinth hoa  mit, than kinh, suy | gidc nga bao
chéng mat gitm nhin thire | gbm  mi
(mir i nho, 18 | nge va #c
) fdn...) mong
Rai loan ho hap, Ho, kho thd
ngwe va frung
thiit
Réi logn tién | Tda  bon, Viém tyy I'iéu chiy
hda niin vii dau J;:
byng 4 A
Kot loan  gan Tang enzyme | Viing da, vidm
it enzym gan |I
transaminase gan , |
Réi logn da v Bénh ngira [HOT  chimg |
dwrii da vit ban do Stevens-
_ | Johnson
Rt Jogn co | Pauco Bénh co (bao gdm | Bénh dau khip |
xwong, mé lién tidu cu) va tidu co I
kérvixuomg | vin — . :
Rét logn than va _I-m chu nidu
e figu o '__ o
Hé sinh duc v | NO héa tuyén |
nvii Vi & nam gidi N
Rél loan 1oan | Suy nhuge Phil
thdn ve i noi
| diing 1hude
Tin s6 phy thude vao vifc cb hay khong ¢6 cée ydu th nguy co (ndng d9 glucose khi d6i > 5,6
| mmol/L, BMI>30kg/m’, triglycerid ting, ting huyét 4p). ) _

Tuomg Wy nhy cde thube e ché HMG-CoA reductase khéc, tn sult cde phin (mg bt lgi ¢ xu

hutmg phy thude lidu ding,
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Anhy herdg teén thiia: protein nidu, phdt hign bing que thir nude tigu vi dng thiin nguvén vgn di
disge ghi nhin & bénh nhin didw t1ei bang rosuvastatin. Thay ddi két qud xé1 nghiém protein nuoc
1 1ir dm 1inh hodc vét thinh <+ hofic cao hon da dugs ghi nhin & <1% béah nhin tgi mdt 56 thol
didm trong qud tinh didy ti bing liy 10 hofic 20 my vib & khodng 3% sb bénh nhin didu tr bing
lidu 40 mg. Protein niéu ting nhg hofc chuydn 1ir dm tinh hode vt thinh + di duge guan sit Khi
ding lidu 20 mg. 3 hdu hét 1aimg hop, protein migu gidm xudng hoe 1y bign mat khi 1idp tpe
didu irf, DI ligu tir cde nghiln et lain <ing vA theo doi hiu marketing cho dén nuy klidng cho
thity mdi quan h§ nhin qud gitta protein nigu véi bénh thin cip hofic tién trién, Hluyét nigu di
duge ﬂi nhiin & binh nhin didu tri bing rosuvastatin, DY ligu i cée thir nghigm Kim sing cho
thity tdn sudt huyét nigu ghi nhin duge 14 thip.

Anl fucdng irén co xeeomg: Anh hwedng 1En co xwong nhu dau co, bénh co (nhu viém co) v hiém
khi 18 fiéu co viin ¢o hodic khomg kém theo suy thin cdp da duge ghi nhdn & bénh ahin didu i
hing rosuvastatin & it ¢h cde mie lidu, dac bidt 14 v lidu > 20 mg.

Tinh trang ting CK phy thude lidu d duge ghi nhfn & bénh nhdn s dyng rosuvastating phin lém
trdmg bop ¢hl & mie 09 nhe, khdng bidu hidn tridu ching vit thodng qua. Néu ndng a3 CK tang
cao (> 5 x ULN), cdn ngimy thude.

Anh luedng trén gan: Tuong ty nhu cde thude e ché HMG-CoA reductase khdg, tinh trang tng
transaminase phy thude lidu J3 duge ghi nhdn & mdt s& lugng nho bésh nhin sit dung
rosuvastating phin lém truimg hop chi & mite 4O nhe, khong bidu hién tridu chimg vi thoang qua.

i logn chuydn hda: Tang duimg huydt, ting HbAlc.

Cde phin dug bit gl sau diy ¢2 duge bo clo dbi vai mit 54 statin: i-
= R61 logn tinh dye. -4
« MOt 0 truimg hop ngopi 1§ xult hién benh phdi ke, 0 bigt khi dibu irj kée dal,

Tiah tryng tiéu car viin, cde bién ob niing & thin va gan (chi ydu |4 ting trunsyminase gan) hay gip
lom khi diing liéy 40 mg.

ANIT HUONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC;

Chura (ifn hinh nhirng nghién ciru vé dnh hudmg cdn thuée dén khi nding 18i xe v viin Binh may
moée. Tuy nhién. dya tén nhimg dic tnh duge lye hoc cia thubc, rosuvastatin dudmg niw khing
anh haong téi kha nang nuy. Rbi ldi xe hode vin hinh miy méc, cin luu ¥ vi trong qud trinh diéu
tei bing thudc od thé xay ra chong mat.

QUA LIEU VA CACH XU LY:

Chue ¢6 bign phip xir 1 ddc higu trong redmg hop qud Tidu. Khi xdy ra qud lidw, ¢in dida tr mrigu
chimg v diéu irj b trg. Cin theo doi chirc ning gan vi néng d9 CK. Thim phin miu thudng
khing qud higu qua trong vide logi thufic m kbdi mdn hoin,

DIED KIEN BAO QUAN:

Bio quin trong hip kin & nhigt 4§ dudi 30°C. Tranh dnh sing vi hai dm,
D& ngodi thm voi va quan sdl cia tré em, :

DANG BAO CHE: VA QUY CACH DONG GOL:
Hip 4 vi x 7 vién. t?

TIEU CHUAN:
Mhi sin xuht.

HAN DUNG:
24 thang ké tir nghy sin xuft. BHA CUC TRUONG

0 Nuydn Viin Ghanh
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NHA SAN XUAT:
Pharmaceutical Works Adamed Pharma Joint Stock Company
05-054 Ksaweréw, Szkolna St. 33, Poland.

Ngay: 30. 10. 2013
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