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* To hwéng dan sir dung thude: (Gop ¥ bd sung lan 2)

Thud ndy chi diing ¢

THANH PHAN CAU TAQ CUA THUGC:
Thanh phdn hoat chal:
Roswvastatin............. 20mg

(dui dang rosuvastatin calci)

Thanh phén ta dyge: Microcrystaliine celllose M101, lactose monohydrat,
crospovidon type B, povidon K30, magnesi stearat, hypromellose 2810 (6cp),
hypromeliose 2610 (15¢p), PEG 6000, titan dioxyd, oxyd st b, talc.

DANG BAD CHE: Vién nén bao phim.

Mo 13 sdn ph#m; Vién nén bao phim trbn, mau héing, hai mat tron, canh va
thanh vién lanh |3n.

CHIDINH:

B4 trd vao liéu phap n usng trong cdc truding hop: Ting cholesterol mau tign
pht (loi |12 k8 i ting eholesterol mau gia dinh kidu di hap 1), r6i logn lipid
mau hBn hgp (ol 1Ib), ril lean bita lipoproteln mdu nguyén phat, tang
triglyoerict, va 04 lam cham tign ti€n xaviza ddng mach vanh.

Ting cholesterol méu gia dinh kiU d8ng hep tir BS trg cho chd df 3n udng va
c4c bign phip Gidu tri gidm lipid mau khdc hode khi cdc bign phdp nay khang
phis hep.

Phdng ngifa bénh tim mach tign phdt (gidm nguy ca 4ot quy, nh8i mau ca tim,
thi thudt tai tzo mach vanh) d nguéii cd nguy cd cao bénh tim mach khbng cb
biduhign 13m sing réi rét vé mach vanh

CACH DUNG, LIEU DUNG:

Trfe khi bt d4u didu i, bénh nhan phai theo chd dd &n kieng chudn glim
cholestarol v 1 tue duy il ehd db ny trong sudt thii gizn didu tri. Sif dyng
céc huang ¢dn difu tri hidn nay df didu chinh 11du rosuastatin cho timg binh
nhdn theo mycidu difu tri va ¢ap ing cla bénh nhan. Co the ulng thulc bt ci
lic n3o trong ngdy, rong hodc xa bda &n.

Difu irf tdng cholesterol mau:

Liu khai d4u khuyén cao [ 5 mg hoac 10 mg x 1 14n/ ngay cho ca bénh nhan
chua ting ding thudc nhém statin vA binh nhin chuyén 1 dUng thude tc cné
HMG - CoA raductasa khdc sang ding rosuvastatin. Vige chon Iya lidu khii diu
nén lusy 46 mitc cholesterol cia tUng bgnh nhan, nguy cotim mash sau nay
eling nbu khd n3ng x3y ra cac tac dyng khbng mong mudin, Higu chinh liéu d€n
Jifu k& gD ¢6 W hye hign sau 4 tudn néu cdn thigt. Vi1dn sudt tac dung khing
mong musn 1ang khi dong liéu 40 mg so w6l cée li8u thip hon, vigc chudn liéu
1&n cubi 0én 40 mg chi nén dupc xem xét cho cdc b§nh nhin ting cholesterd!
méu n3ng ¢6 WY €0 cao vé bénh tim mach (d3c biél 1A ¢4z benh nhan 1ang
cholesterol mau gia dinh), ma khong dat dugc myc ey digu trj @ liéu 20 mg va
céc bénh nhan ndy cin phii dugc theo ¢l thusng xuyén. CAn cb sy thee ddi
chiit chd cia bidc 57 chuyén Khoa khi b4t ddu ding liu 40 my.

Dy phang bign e tim mach:

Trong cdc nghién o giam nguy co bign c8 tim mach, idu diing 1a 20 ma/
ngay.

Tré em:

Chi sif dyng khi o hwidng din clia bac sTchuyén khoa

Téng cholestaral mdu gia dinh kg ¢i hop &l trén binh nhin ti 6 dén 17
tudl (Gial doan Taaner < Il - V)

Tré em 6 - 9 wdi: Lidu ding thong thudng 1a 5 - 10 mg x 1 ¥n/ ngay. B§
an 163n va higu qui chua dugc nghién ciu a8l véi liéu lon hon 10 mg.

Tré am 10 - 17 5i; Lidu thang thuding 1a 5 - 20 mg x 1 ldn/ ngay. BQ an toan va
hiéu-qua chua Gugc nghién ciu a8l e ligu idn hon 20 mg.

Vit chinh lidu cdn dune tién hanh tisy theo ddp ing va dung ngp ciia bgnh
nhan va phii duge chl dinh cla bdc sT chuy@n khoa nhi. B&nh nhin phéi theo
¢h# 40 an kiéng chudn gidm cholesterol trudc khi digy trj bing rosuvastatin va
1iip tyc duy trl chi 0§ ndy trong Sudt thyi gian didu tri.

Ting cholestaral mau gia dinh ki€l ddng hgp te:

Teb em tif § - 17 tui: Lidu khéi 88u’5 - 10 mg x 1 B/ ngay tly thude vao 1,
can ndng, tién st ding statin. C6 thé tang lidu 1ai da lén 20 mg tiy thude vao
dip Ung va dung nap cia bénh nhan va phai dudc ¢hi djnh cla bdc sTchuyén
khoa nhi. Bénh nhan phai theo chg dp &n kiéng chudn gidm cholesterol trufc
khi didur bing rosuvastatin va tigp tyc duy 1 ché 89 ndy trong sudt thisi glan
difutr].

Ghia c6 kinh nghigm sU dyng liu cao hon 20 mg. Khang sli dung liéu 40 mg
cho d8i tugng ny. .

Trb em < 6 tudi: Kndng s{f dyng trén 46l tuang nay do chifa cd bing ching vé
dgan todn va higu qua.

Nguiil cao tudT: Nan bit d3u véi lide 5 mg x 1 1n/ ngay & ngul trén 70 tudi.
Khang c4n diu chinh liéu do tu tic.

Bjnk nhén suy thin: Khong cdn didu chinh I £u & cac bénh nhin suy than tI
ihe: 68n vifa. Ligu khdi d4u khuyén cio La § mg & b¢nh nhan sty thin wifa (CrCl
<50 ml/ phit). Chéing chi dinh sir dung 1iéu 40 mg cho bénh nhdn suy than vila
v khang sl dyng rosuvastatin trén bénh nhan suy than n@ng.

Bgnh ahdn suy gan:

MG 60 tiép xc vii rosuvastatin khang ting § mhing bgnh nhdn oo difm st
Ghild-Pugh s 7. Tuy nhign mic. 8% tip selic véi thudic tang 18n dd dugc ghi nhan
frnhng b&nh nhn c6 diém 56 Child-Pugh Bva 9 { nhilng bénh nhén nay nén
xem xét dén vigc @dnh gid chic nang thin. Chua cokinh nghigm trén céc bénh
nhan c6 diém s§ Child-Pugh > 9. Chng chi dinh ding rosuvastatin cho cic
bénh nhan méc banh gan phat trién.

Ching tge: 0 benn nhan Chau A, iu khii ddu 13 5 mo/ n/ ngéy do gia ting
néng 40 rosuvastatin huyét tueng. Chéng chi dinh sl dyng lidud0mg.

Sy da hinh di truyén:

Mot s8 dang da hinh di truyén s& lam ting néag db rosuvastatin trong mau.
Trong truding hdp ndy cdn gidm lidu si dyng cho bgnh nhan.

Banh nhan co cc yEU th dnh hubng dén binh cd:

Liéu kha ¢du |4 5 mg, chiing chi dinh st dung 11y 40 mg.

SiF dyng lrong didu tr] phaT hap thude:

Rosuvasatin 13 chat nén ola cic protein v3n chuyén khic nhau (OATP1BT va

BCRP). Mguy cd bénh cd (bao gém tidu ¢o van) tang khi ding dbng thai
rosuvastatin véi mot s8 sAn phdm thude ¢6 thé 1m tang néng d0 trong huy&t
tuong cla rosuvastatin do tudng 1dc vdi cdc protein van chuyén nay (ciclosporin
vi mbt s& chat 0 chié protease bao gdm phéi hop ritenavir véi atazanavir,
lopinavir, var hodc tipranavir). NEU £6 thé, nén xem xgt cdc loai thudic thay th,
¥& néu cdn thigt, cin tam thai nging didu trj véi resuvastatin. Treng truting hop
phii sif dynp d6ng thisi, e4n £3n nhic Igi ich va nguy cd va phai difu chinh theo
@i cdn than lifudiing rosuvastatin,

Chay:

Vi liéw 10 mg: D& nghj s dyng Rotorlip 10.

Vi li6u 5 m: B8 nghj chuyén sang s dyng sin pham khic phis hop.

CHiGNG CHI BINH:

- B&nh nhan qud mAn v6i rosuvastatin hojic bt ki ta duge nao clia thudc.

- BOnh nhan mic bénh gan phat trién ké ca ting transaminase huyél thanh kéo
dai 3 khing rd nguyen nhim, vA khi nfng d transaminase huygt thanh ting
hon 3 14n gigi han trén cla mic binh thuing (ULN).

- B&nh nhan suy thin n¥ng (dd thanh thai creatinin < 30 mi/ phit).

- B§nh nhén cd bénh Iy vé co.

- Bénh nhén dang ding eyclosporin.

- Phy nd cb thai va cho con b, phy ni £6 thé ¢ thai ma khdng ding cdc bign
phép trdnh thal thich hep.

- Chiing chl dinh dung liéu 40 mg & bénh nhan c6 yEU 15 nguy cobénh If o/ tidu
cdwan. Cic yEUtS nguy cd nay bao gbm:

+ Suy than ddvita (46 thanh hii creatinin < 60 mi/ philt).

+ Suy gidp.

+ Tién s{gia dinh hoge bin than c6 bénh Iy cocs tinh di truyén.

4 Tién sirtdn thong oo trude day gy ra b thudc Uc ché HMG - CoA reductase
khéc hode fibrat.

+ Nghién rugu.

+Cag finh trang Iam ting ndng 49 thusc trong miu.

+BAnh nhan | ngudi Chau A.

+ Ding két hgp fibrat,

CANH BAO VA THAN TRONG KHI DUNG THUBC:

Aan hudng trén thin:

Protein niu, dudc phat hign bing que thil va cé ngudn gdc chinh 1l ng than, &3
difgc ghi nh3n #nhing bénh nhan difu tri bing resuvastatin lidu cao, d3C bt d
liéu 40 mg, phdn Ian inh trang néy thodng qua ho3c thinh thodng xdy ra. Protein
nifu khong phai la diu hidu bio tridc cla Tinh trang bénh thin ¢Ap hedc tién
trin. G4n danh gid chc nang than trong thii gian theo didi cac bénh nhin di
duge digutr] vl liéu 40 my.

JAnh hudag rén co xyong: Gac tic gng trén cd xidng nhu gdy ra dau cd v
binh cd va mot 56 hism tubng hop tiBu covan 43 duge ghi nhan 3 nhing bénh
nhén duge didu trj bAng rosuvastatin @ tal cé c4e ligu vé 63c bkt ligu> 20 mg.
RAi higim ruiing hp bi tigu co van ¢ duge béo cio khi sif dung ezetimib ket hep
uli cic chit U ¢nd HMG - CoA redustase. Khong thd loai trir tong tac dude
d6ng hot: va cn than trgng khi s dung ket hp 2 logl thudc nay. Gitng nhu cc
chit tic ché HMG - CoA reductase khic, ty 18 g2p phai trinh trang tidu covan lién
quan d&n rosuvastain (giai dogn hiu 1ifp thi) thi cao hon khi sir dung dlifu 40
m.

Do ndng dd creatin kinase (GK): Knong nén do ndng 4 creatin kinase (CK)
sal khi van déng ging stic hojc khi co sy hign dign ela mot nguyén nhin nao 6
c4 thé am tAng CK vi diéu ndy cd thé am sai [¢ch ket qua. NEU ndng dd CK Lang
cao dang ke truc khi digu trl (> 5 1dn ULN) thi nén thye hign mdt xet nghiem aé
x4c dinh fai trong vong 5 - 7 ngay. Nifu x8t nghi®m 13p lai xéc dinh néing 40 CK
trudc kni diéu trj vin [6n hon 5 14n ULN thi khng nién bit ddu didutr|

Trwdc ki @78y trj: Gifng nhy edc chdt dc ch& men HMG - CoA reductase,
rosuvastatin £dn 3 dung than trong & bénh nhin ¢ céc YEU 16 nuy co cd the
d4n dén t8n thuonp ca, bénh 1§ vé oo/ tidu Covan. CAc y&utd nay bao gbm:

- Suy giam chifc nang than.

- Nhuge gidp.

~Tifn st ban than hodc tign sl gia dinh mic bénh oo di truyén.

- Tién sl b bénh ¢odo sif dyng statin hodc fibrat trud do.

- Nghign rugu.

- Biénh nhan > 70 wal,

- Cac tinh trang ¢6 thE gdy ra tng ndng di thudc trang huy &t tang.

- St dyng ddng Ltha vdi cdc fibrat.

Trong nhdng trudng hgp nay nén can nhdc i fch, nguy co va theo ddi bénh
nhén trén 14m sang khi didu tri bling statin. Néu kst qua xét nghigm CK > 5 1n
gidi han 1r&n cla mdc blh thubng, khong nén bt ddu didutri bling statin.

Trong khi digu I

BEnh nhén nén dugic bio cdo vé finh trang dau ca, suy nhugc 60 hé hodc chudt
i, ¢ bigt néu cb trigu chimg kho chiu hodc sct. Nong g GK cén dugc do o
nhing bénh nhin nay. C4n ngung diing thudc nél néng d CK tang 1&n dang K
{> 6 14n ULN) ho3c néu cdc trigu ching co nghiém trgng va gay khd chiu hang
ngay (ngay ci khindng dd CK <5 1dn ULN). N&U cic trigu chimg thuyén giam va
mic CK trd fai binh thubng, nén xem xét lai @4 chi djnh rosuvastatin hodc mét
chit ifc ché HMG - CoA reductase khic 3 ligu thap nhat véi sy theo ddi sit sac.
Thuting xuyén theo d5i ndng d9 CK & nhiing bénh nhin Kkhéng trigu ching khdng
dugc bao dam. BE cé bdo c4o rat higm gip vé biénh co hoai tif qua trung gian
mién dich (IMNM) trong holc sau khi diéu trj biing statin, bao obm rosuvastatin.
IMNM dugc d3c trung 18m sang bbi sy yEU ¢o va 1Eng creatin kinase, c&c gy
chifg ndy vAn tBn tai dit ngung. diiéu trj statin,

Trong céc this nghiém 13m sang, khéng co bing ching vé sy pia ting cdc tdc
dong IEn hé co ugng & mit 56 it bénh nhdn duge ding diéu trj 8dng thii voi
rosuvastatin. Tuy nhién, sy gia tang tj 1¢ bénh viém co va bénh cd cla bénh
nhin d3 dugc mhan thiy 8 nhiing bénh nhin ding cdc chat Je che HMG - CoA
reductase khic cing vdi cac din chit ela acid fibric nhu gemfibrozil,
cyclosporin, acid micotinic, thugc chang ndm azol, thude dc ¢hé prolease va
khing sinh macrolid. Gemiibrozil lam ting nguy ¢d mic cic bénh vé co khi
dlng d6ng thai véi mdt s& chat Gc ch& HME - CoA reductase. Do dd khing nén
srdyng dbng thisi rosuvastatin vi gemibrozil. C4n cin nhic 1ai Igi ich va nguy td
khi sit dung phai hop rosuvastatin va fibrat hoe niacin. Chbing ¢hi dinh s dyng
rosuvastatin liéu 40 mg ehung vdi fibrat.

Khiing sU dyng @6ng this rosuvastatin va acld fusidic duing todn thdn hodc
trong vdng 7 ngay K6 1 khi ngung didu trj acid fusidic. Trong truting hop bénh
nhan cdn s dyng acid fusidic todn than, nén ngung ding statin trong sudt this
gian diu trj acid fusidic. DA cd béo cdo vé finh trang tiéu co van (bao gbm mat
58 trubng hep tif veng) @ bénh nhan ding acid fusidic va statin k&t hop. Bénh
nhan cAn dvce 1U VAN 68 1im 151 khuyan y 18 nd ho 6 ba Ky trigu ching yéu ce,
dau hokc 4n dauthye thé. Lidu phip statin ¢ thé dupc tal s¥ dung 7 ngay sau khi
dlng 118w acid fusidic cudi cung. Trong nhing truing hop d3c bit, néu sif dung

Size 90%

acid fusidic kéo dai (nhy 08 didu Irj cdc bgnh nhim (ring ngng) cin phdi dude
xem %ét 1rén eg sdtimg truiing hop cuthé va dudi sy giam saty khoa chit ché.
Khong nén ding rosuvastatin cha bénh nhin cd tinh trang nghiém trong cip
tinh, nghi ngd do b§nh cd hogc cb thé din dén suy thin th( phét do tidu od vin
(nh nhifm Khugn huy8t, tyt huyst &p, dal phiu, eh&n thuong, B loan dign gidi,
ndi tiét va chuygn héa niing; hodc co gi3t khong kidm sod! duc).

Ainh bisdng trén gan: Giéng nhu céc chat Uc chE HMB-CoA redustase khic, ¢dn
than trong khi dung rosuvastatin @ bénh nhan nghign rugy ngng va/ hodc co tign

st bénh gan.

C4c thir nghigm ehic ndng gan duge khuyén céo thife hign trude khi didutriva 3
thang sau khi bit du didu 1 bing rosuvastatin. Nén ngung hodc gidm fidu
rosuvastatin nél néng d9 transaminase huygl thanh gap 3 Idn gidi han trén cia
mifc binh thudng. Cic i li#u hiu tigp thi chothay vdi liéu 40 mg lam téng nguy

cd tac dyng o6 hai trén gan (bao gbm lang transaminase) (J nhdng bénh nhan
tang cholasterol thif phét do thiu ndng tuyén gidp hoéic hi ching than hu, thl
nhing bénh nay phai due diu trj trudic khi bAt ddu diing rosuvastatin,

Chilng t§ig- Céc nghién civ duyc 00ng hoc cho thay cd sy gia ting mic df tiép
xﬂ; V6 thudc tinh theo néng d va thsi gian & bgnh nhén Chau A so véi nguisi da
tring.

Cic chit de chi protease: D quan sat thiy sy ting mic dj 1i€p x0c & nhing
binh nhin ding rosuvastatin ciing véi cac chat iic. ché protease khac nhau két
heip vai ritomavir. Cdn cin nhc cd v toi (ch clia vigc hg lipid bng edch sif dung
rosuvastatin § nhiing b&nh nhan HIV c6 sif dung ch&t e che protease va nguy cd
1ang néng @b rosuvastatin trong huy8t twong khi bAt didu didu i va chinh lidy
rosuvastatin. Khdng khuytn cdo sift dung Adng thii véi c4c chat e chE protease
trirkhi da chinh ligu rosuvastatin.

Khéing dung agp lactose: Benh nhan co van o€ vé di truyén hiém gdp khong
dung nap galactose, thiéu hyt Lapp lactase hode kém hip thu glucose -
galactose khang nén ding thudic nay.

Bénh phi7 ké: G4c trubng hop d3c bigt clia bdnh phdi k& 43 dudc ghi nhin khi
diéu tri bAing mit sii statin, d¥c bigt khi difu trj dai han. C4c trigu chimg co thé
bao gbm ki th, ho khan va suy gidm sic khde(mét mdi, sut cin va sBt). Néu
nghi ngd bignh nhan da phat trién binh phél k&, nén ngung ding statin

Détihdo duing: Mdt s5bling ching cho thal ring statin 66 thé gy tang

plucose mau va & m@t 56 bénh nhan, o6 nguy co cao mé bénh tigu duing trong
1ugng fal, c thé gy ra milc 1Ang duting huyél va cin dugc cham séc cdn thin.
Tuy nhién, nguy oo nay khbng dang k& so vl higu qud giim nguy o vé mach clia
statin va do dd khong nén ngung diéu trj statin. Nhing bénh nhin ¢ nguy cd
cao (Gung huydt ic dol ti 5,6 dén 6,9 mmol/ |, BMI > 30 kg/ m’, ting
trigiycerid, tang huyft &p) ndn dude theo ddi ca & |4m sang va sinh héa theo
udng dn cha quilc gia.

Trong nghién cifu JUPITER, tén sust déi thés dubng dupe bo cdo 1 2.8% ¢
rosuvastatin v3 2,3% & nhom gid duge, ch yéu & nhimg bénh nhin c6 dugng
huyt Igc dgi 12 5,6 d8n 6,0 mmolf |

S dyng trém fré em:Vike dinh gid chidu cao, cin ndng, BMI va dac giém thir
cdp cla sy trubing thinh vé gici inh cita Tanner 4 bgnh nhan 1 6 - 17 tudi khi
dling resuvastalin dug gidi han trong hai nam. Sau hal ndm digu trf nghién ciiu,
khang thiy nh hudng dén sinh tniding, trong Widng, BMI hay sU trudng thanh vé
piditinh.

Trong mft thil nghi#m 13m sang tré em v thanh thigl nién ding rosuvastatin
trong 52 tudn cho thdy thuiing gap phii tinh trang tang CK > 10 1n ULN va cac
trifu chiing cd $au khi tap luyén hode tang hoat ddng thi chil han so vai & nguil
idn.

Lin quan dén 14 duge:

Do ¢ 14 duge lactose trong thanh phin, khong nén sif dyng Rotoriip 20 eho
banh nhin ¢ vin d8 vé dung nap lactose, (hiéu iyt men lactase hadc bj lﬁfﬁaﬁﬁ
hip thu glucese - galactese. )
s{1 DYKG THUGE CHO PHU KT CO THA) VA £HO CON BU: e,
Thuic en8ng chi dinh cho phy NiZ ¢ thai va dang cho con bi. TR\,
Phy ni cé ki ndng mang thal ¢4n st dyng cac bign phdp trdnh thai thich hp. N,
Vi cholesterol va ci¢ san phdm sinh tng hgp cholesteral 1t quan trong cho sy |
pht trién cla thai nhi, nguy co tidm dn tU sy ic ché men HMG - CoA reductase |,
a0 hon 50 v Ini ich mang lai trong thai ky. Céc nghign clu trén ding vat cmt'{
¢&p bng ching giéi han vé dc tinh sinh s3n. Néu mt bgnh nhan co thai Im%"
qud trinh s{f dyng san phdm ndy, nén ngung diu trj ngay 13p tic. Rosuvastaun
duge bai tiEt trong sifa chudt. Khbng od dZ ligu vé sy bai tigt trong sia &num‘.';/’(
RNH HUGNG GUA THUGE LEN KA NANG LAI XE, VAN HANH MAY MOC:

C4¢ nghian cou 48 xdc dinh dnh hudng clia rosuvastatin trén khi nang ldi xu'ﬂ
van hinh méy chya dugc thic hign. Tuy nhign, dya trén nhing d3c ll'nh_w
thi rosuvastatin duting nhu khong dnh hubing trén cdc khd niing nay. Khi 13i xe
hodic van hanh m4y nén luu ¥ réing chdng mt cd ihe xdy ra trong thoi gian diéu

tri.

TUGNG TAC, TUONG KY COA THUBE:

Jnh hudng ciia céc thugt diing chung dén rosuvastatin:

Chat e ché protein vin chuyén:

Rosuvastatin 1 chat nén cla céc chit vin chuyén protein bao gdm chat vin
chuydn thu ngp & gan OATP1B1 va protetin vin chuy8n ra BORP. ST dyng ding
thii rosuvastatin va cdc chit (o chd cée protein van chuyén ndi trén s& 1dm ting
nng 8 roswvastalin vi ting nguy co mic cdc bénh vé cd.

Cyclosparin: Trong qué trinh diéu trj d6ng thai rosuvastatin vdi cyclosporin, gid

Iri AUC cila rosuvastatin trung binh cao han 7 1n so véi & nguti tinh nguyén khoe
manh. Roswastatin dupe chdng chi dinh & nhing bgnh nhan dang ding
cyclesporin. Dung déng 1hisi khang dnh hudng 4én ndng d3 trong huyét tugng

clia cyclosporin.

Thut dc ché profease; Mic di chua bigt r co ché tuong tac, ding ddng thi
rosuvastatin véi mgt sb thudc e ché protease sé |am tang muc 6§ tigp xdc vai
rasuvastatin, Vi du trong mot nghign ¢ ¢ donghoe, st dyng ding thisi 10

my rosuvastatin va sy k&t hop 2 thude We (300 myg atazanavir / 100

mg ritonavir) @ nguii khde manh [Am i va Cmax cla rosuvastatin ting

1én 130 lugt 3 vA 7 |4n. Viéc U dung chung rosuvastatin v cdc thubic dc ch
protease cé th duge cin nhic sau khi d3 didu chinh 1y rosuvastatin phis hdp.
Gemfibrozil va cdc thud iz lipid maw khde:Sit dyng ddng thii cic thudc nay vii
rosuvastatin s& 13m 1ng gap doi Cmax vi AUC clia rosuvastatin.

Dy trén i ligu 1 mt s& nghién clu cho thay khing cd tudng tac duge dong

hog wéi fenofibrat, tuy rnhign sy tuong tic dugc dng hoc cb thé xay ra.
Gemfibrozil, fenofibrat, cdc fibrat khdc va ligu gip ha lipid méu (21 g/ npdy) cla
niagin (acid nicotinic) |3m tang nguy ¢d bgnh cokhi dilng dong thifi vdi céc chat

{fc ch& HMG - CoA reductase vi cAc thufic ndy cling 4 th gay bénh cd khi dugc
eho diing den dgc. Chiing chl dinh iU 40 mg khi dung déng thai véi tibrat va
nhdng b&nh nhan ndy cing nén b&t diu véi iéus my.

Ezetimiti: ST dyng dong this 10 mg rosuvastatin va 10 mg ezetimib din dén gia

R
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NEU cdn thist phal difu trj bing acid fusidic, cdin ngung ding rosuvastatin

méu. Khong thé loai ¢ cldyn mudn gi e
T R mong MU O o st i gian i bing acid fusidic
stgriptis - L AN Fs, O, Rﬁl Whing acig ¢ 118 o G tuing Lic chi duc nohién clu trn ngui 18, Mils 0 tudng téc
cha nhtm vapagyi b 'bﬁg praperiagh, sty trong 1100 Quén hEtrdem chi S LS. o ]
oyt bung k T 4 o im S thoio khang  TAC DUNG KHONG MONG MUGN GUA THUGT: Dya vio tin suit gip phil, ta
acid duge din ubing sfatin khodng 2 gitr Sl lam sang phan loai tic dung khang mong mun (ADR) nhu sau: Thubing gép (1/ 100 <
el tuong tic s WghiEn o \;\{\ﬁ j2) ADR < 1/10}, It g3p (141,000 < ADR < 1/100), him gap (1/10.000 S ADR <
Endtromycin: Y a0t 'mmﬁ s vririubh B déngiam 1 1:000), FithIEm Ep (ADR < 1/10.000), chia i dinh.
20% gid tri AUG aizﬁl "ﬁ\& Cmax ciia rosyastatip Nouyen nhan cia —
sytudng tc néy :;6 tang nhu djn 1 fﬁ erythromyein. 'a:l:: Thutng | o | Widm gin Rat hiEm | o vse dioh
Thude chuyéa hoa qu; i1 cdc nghién citu in oip gdp
vitro v in vivo cho th 14l Khddg phaidF it chat i chd hay chit Rl loan o
cam g enzym cylochrom PA50: “rosuvastatin 1 mt co cht yéu cho m@‘:n‘;'hg'e Gidm tigu cu
cag isoenzym nay. Do d6, dy kién khang oo tudng tic thudc do chuyén hoa
trung gian qua cytochrom P450, Cng khong ghi nhan ¢6 tuong téc lién quzn | RS foan Ph.i";m" e
trén lam sang gida rosuvastatin vdi fluconazol (chét dc ché CYP2CI va mign dich rg; r::hif“m‘:::
CYP3A4) hodc vi keteconazol (chdt (c ché CYP2AB va CYP3A4). o s
Céc tuang tic ¢n phil chinh liZu rasuvastatin: Trong cic trubng hop cén s nnﬂli ':g-; Daa.:a;:'“
dyng chung roswvastatin va cic thuic [ ting mic d0 tfiép xic vii o o
rasuvastatin, c4n phd| digu chinh lidu rosuvastatin. B3t dduvéi iéu 5 mo/ ngay im ;:‘a n Trém cim
nu kha ning ting AUC gdp d6i (hodc hon). Lidutdi da cén [Viém ddy thin
i didu chinh 08 mic ) tigp x0c vii rosuvastatin khdng cao han khi ding nh ngoa bien,|
lidu 40 mg/ ngdy cing (hodic Khang) vdi céc thudc khic. VT dy nhu 20 mg raitoan | N ot Banh da day |r8) loan gidc ngd
rosuvastatin vii gemfibrozil (ting 1,9 1n) hojc 10 mg roswva statin i hén :I‘nh e m:t thén kinh, |(bao gfm matl
ritonavir/ atazanavir (tang 3,1 kn). ! mét trl nhd jngu va glp 4g
mong )
ha
Téc d4ng clia cde thudic ding chyng |&n muc 64 118p x{c voi rosuvastalin ﬁﬂ;ﬁ:uu )
Wikt 09 thay 881 v trung Hoy otk
Li€u ding cia thuf ding chung | Ligu rosuvastatia AUC clia that
rostvastalin i Tio bén,
Cictospori 75 - 200 mg ¥ 2 1any | 10.mg x 1 knJ ngd Aol loan N i, gy Vit ty Tibu chiy
0t - n/ ng; i 3
ngiy trong 6 thing trong 10 ngay J Ting 7,1 En W bung
Atazanavir 300 mg/ritonavir 100 " £ Tang .
mg x 1 ln/ ngdy trong 8 ngdy 10 mg liéu duy nhit Tang: 8,1 lan H'gl‘a:'a“"‘a':l transaminase \C:"mu gda:
Simeprevir 150 mg x 1 1én/ ng " 5 gar
trong 7 ngdy V| 10 ma lidu dy wndt | Tang 2,8 Min Roi lagn vé Ban db, HOi ching
ea- o a. mé Stevens -
Lopinavir 400 mo/ ilonavic 100 | 20 mg x 1 linf ngdy : i i oo
| mg x 2 Hry ngay trong 17 ngly trong 7 ngay Tang 2,1 lin dubl da say Johnson
Clogidogrel 300 mg, $au 86 75 A6l loan oo 1A thitnig
opkiogie] 308 . I 20 mg iy duy nhgt | Ting 2 kin b Baw co (kim gin, binh 1y
Eamiibrn -!—_‘ 500 2 ﬂz 5 rwy i‘f:jﬂ IT: Pau o vigm) Dau khop | hogi t cd qua
m fibbrozil mg x 3 " X
trong 7 ngay o0'mg 1y duy ohl | Tang 1B 1en it i s
Ettrombopag 75 mg x 1 13n ngay | o o N
i lido duy nhdt Tang 1,6 Hn R logn
: trong § HII?V _ 2 trén than Tidu mdu
Darunavir 600 mg/ ritonavir 100 | 10/ mg x 1 1n/ ngy Tang 15 n vA hé nifu
mg x 2 140/ ngly treng 7 ngdy trong 7 ngay ' RO1 Inan vé
Tipranavir 500 mg/ ritenavir 200 i i A ngyc, he Vil to & nam
m x 2 Fnd ngdy trong 11 ngay | 0™ ligu duy nhdl |  Téng 1.4 lan sinh sdn
Dronedaron 400 mg x 2 1/ ngay Chua xéc dinh Tang 1,4 in I::‘ tll::c Suy Ahugc Phi né
Itraconazol 200 mg x 1 [dn/ ngay " 4
tronp 5 ngly 10 mg ligu duy mhét | Téng 1.4 Iin 1 Tén st .“5, hign phy thude viéc bénh nhan oo hay khdng cdc y8u & nguy
Ezetimib 10 mg x 1 140/ ngay | 10 mg x 1 1&n/ ngay cd (dusng huyst I0c d8i 2 5.6 mmal’ 1, BMI > 30 kg/ m', tang Uiglygerid, tién
wrong A ngdy trong 14 ngay Tang 1,2 i it 13ng huyét d0)

Fosamprenavir 700 mg/ ritonavir
100 mg x 2 14n/ ngay trong B ngdy

Aleglitazar 0,3 mg trong 7 ngay

Sitymarin 140 mpg x 3 lin/ ngdy
trong & ngdy

10 mg 1iéu duy nhit | KhOng thay dbi

40 mg trong 7 ngdy |  Khdng thay dgi

10 mg iu duy nhat | Khong thay d8i

Cling giding nhu téc chdt ic chd men HMG - CoA reductase khie, cdc tic dung
phu 03p phai phy thufc liu ding.

Téc 85ng 1rén thin: Protein nigu, dudc phat hitn bkng que th va eb nguln gfic
chinh tir 6ng 1hdn, 03 dugc ghi nhdn 8 nhing bgnh nhin diu tri bing

Fencfibral 67 mg x 3 Kn/ ngay
trong 7 ngay
Rifampin 450 mg x 1 |&n/ ngay
trong 7 ngdy
Kelaconazol 200 mg x 2 14n/ ngly
trong 7 ngay
Flusonazol 208 mg x 1 1dn/ ngdy
trong 11 ngay
Erythromycin 500 mg x 4 1in/
ngay trong 7 ngdy
Balcalin 50 mg x 3 |in/ ngay
trong 14 ngay

Anh huding cia rosuvastatin 1én cé¢ thuBt diing chung:

Khang vitamin K: G16ng v cac thudc e ché HMG - CoA reductase Kkhac, khoi
44u didu tr] hodc tAng/ gidm liéu rosuvastatin Khi ding ddng thoi vai thude
khdng vitamin K (nhu warfarin hay cac thudc khing ddng coumnarin khac) co
thé Iam ing chl s& INR. Cdn ngung hodc digu chinh lidu 6& giam INR v trong
céctniing hap ndy ¢4n theo dai cin thin chi st nay.

Ligu phdp thay thé hormon/ thude trdnh thai dang udhg (HRT): Sit dung ddng
thyi rosuvastatin va thubc trénh thai dang uing din dén su gia ting ethiny!
estradiol va norgestrel AUG tiong ing 12 26% va 34%. Néng df thudc treng
huyét tung gla t3ng mén dudc xem xél khi la chon ligu thudc tranh thai dang
udng. Knong b dI ligu duc dong hoo B cdc 61 tugng ding dang thi
rosuvastatin vi HRT va do d6 khéng thé dugc logi 1l the dong tung ty. Tuy
nhign, sy kEL hop d3 dugc sit dyng rdng ral & phy T trong céc thl nghigm lam
sang va duge dung nap tAt.

Céc thudt khdc:

Digexin: Chua ghi nhan tuang te gilia digoxin va rosuvastatin.

Fusidic Acid: Nghign cifu vé twong téc gila resuvastatin va acid fusidic chua
dutc 1ién hanh, Nguy oo céc bgnh vé cd bao gdm ¢ tiéu od vn cd thé ting l&n
Khi disng Bng thili acid fusidic va statin. Go ché tugng 1&¢ (dugc ddng hac,
dupe ddng hoc hodc ¢d hai) vin chua dugc bigt 1. DA ¢ bo cdo vé edc truding
hep tigu €d van (bao gim mdt s0 trung hdp 1l wong) & bénh nhdn si dung
chung 2 thudc nay.

10 mg trong 7 ngay | néng thay déi

20 mg liby duy nhdt | Khang thay 68

80 mg liéu duy rhgt | Knng thay ddi

80 mg lifu duy nhat | Khong thay ddi

80 my liéu duy nhat Giam 20%

20 mg lidu duy nhit Giam 47%

tatin. Sy thay ddi lugng pratein niu tis khng cb hole chi ¢ vet dén
dyng tinh ++ ho3c cao hon 3 duge nhan thdy & < 1% bEnh nhan khi didu tr]
bing rosuvastatin 10 mg va 20 mg va khodng 3% bénh nhan khi dibu trj bing
rosuvastatin 40 mg. Lugng protein nigu ting nhe tlr khdng o6 hodc cb vét dén
g tinh + duge ghi nhan & fidu 20 mg. Trong hdu h&l cdc truiing hap, protein
nigu giam hodc ty bign mat khi tidp tyc digu trj va khéng phai 13 ddu hibu bio
trudc ciia bénh han cdip tinh hay tidn trién. D3 ghi nhan mgt s trubng hop tigu
méau khi b&nh nhan difu tri bing rosuvastatin, tuy nhisn cbn it il lidu l4m sang
vé vin dé nay.
Téc ding irén hd cd xudng: Tac 63ng trén h§ coxucng nhu dau cd, bEnh cava
mt s higm trudng hgp 1ey covin o6 hodc khbng kém theo suy thin da dugc
ghi nhn & nhong bénh nhin duge diéu trj bling rosuvastatin & tAt cd cic liguva
dic bigt & lidu> 20 mg.
Tang néing do CK theo ligu ding duge quan sdl thdy & bénh nhén ding
rosuvastatin, phdn 1Gn ¢4¢ truing hop nhe, khdng ¢6 trigu chimg va thodng
qua. Néu ndng 00 CK ting (> 5 Iin ULN), vigc diutri nén ngung tam thi
Tie dging trdn gan: Cing iéng nhu cac chit dc ch& HMG - CoA reductase
khac, ting transaminase theo Iifu 03 dudc ghi nhan & mét 50 1 bénh nhan
dung rosuvastatin, phdn 1dn céc tredng hgp déu nhe, khing cb trifu ching va
thodng qua.
Cac tac dung khong mong mudn d3 dugc ghi nhan khi sif dyng statin bao gém:
161 loan chilc naing Tink 8y, bEnh phdi k& (0dc bidt khi diu trj lau i), titu co
vin. Ti 1§ gap phdi cic tic dung phu mghiém trong trén gan (tdng
transaminase), th3n tang cao khi ding lidutrén 40 mg.
D8] vél trd em: Trong mdt nghién c(u 1am sang kéo dai 52 tudn, thung gidp
phii cdc trung hop ch creatin kinase ting > 10 Kn ULN v3 ting cdc trigu
chifng dau co sau khi 13p thé dyc hojc hogt dang thé chat & trd nhd va thanh
thiis niién hon s vai ngudl trubing thanh. Trong mot s8 nghién clu khic Tal cho
thdy @0 an todn clia rosuvastatin trén tré em va thanh thifu nién th tuong
duong sovoi nguti 1gn.
QU LIEU VA CACH XU TRI; Knong c6 phuong phap didu tri d3c hiéu khi ding
thudc: qud liéu. Khi qud liéu, bgnh nhan nén duds diéutrj 1riéu chiing va dp dyng
cic bign phap hd1rg khi cn thigt. Nan theo d8i chic ndng gan va néng d0 CK.
Viéc thém phan mau cb thé khong cf igi,
DAC TiNH DUGC LT HOC:
Ma ATG: C10AAOT

Rotorlip 20 chia rosuvastatin, la chit (¢ ché canh tranh vii methylglutaryl
coenzym (HMG - CoA) reductase, Iam ngin cin chuyén HMG - CoA thanh
mevalonat, tién ehat ciia cholesteral. Thubc iic ché sinh tong hop cholesterol,
jam gidm cholssternt trong 1§ ban gan, kich thich tong hop thy thé LOL
(lipoprotein 1i trang thap), v qua dd 1am ting vén chuyén LOL tir mau. Két qud
cuii Ging 1A giam néng df cholesterol trong huyét tugng

Rosuvastatin fam gidm LDL rdt higu qud. Ngoi ra, thudic cbn am tang néng do
cholesterol HDL (lipoprotein t trong can) va do d6 am ha céc ty 50 LOL/ HOL
va cholesterol toan phdn/ HDL. Thudc cing Bm giam triglycerid huyét tuong
biing céch lam ting thai VLDL (lipoprotein 1y trong rat thap) tin du nhi thy thé
LDL.

Trang cdc nghién ciu ldm sang, bing ching cho thay cac statin [am gidm 16
181 bign ¢6 mach vanh, moi bién of tim mach da co va giam tong sd tlf vong 3
ngudi c6 b&nh mach vnh.

DAG TINH DUQC DONG HOE:

H&p the: Néng do dinh trong huyEt tuang ca rosuvastatin dat duge khodng 5
gt sau khi ubng. Sinh K dung tuydt ddi khodng 20%.

Phin ho: Rosuvastatin phan b3 rong rai & gan 12 nai chil yéu tdng hdp
cholesterol va thanh thii LDL - C. Thé tich phan bif clia rosuvastatin khoing
134 L. Khoang 90% rosuvastatin k&t hp vdi pratein huyt tuang, chi yéu 12 vai
albumin.

Chuydn hoa: Rosuvastatin ft bj chuyén héa (knodng 10%). Cic nghién ciu in
vitro vé chuyén hda c6 s dyng tdc 18 blo gan cla nguti xdc dinh ving
rosuvastatin 12 mét chit nén y&u cho sy chuyén héa qua cytochrom P450.
CYP2CO 3 chat ddng enzym chinh tham gia vao qué trinh chuyén hoa, 2C18,
3Ad va 206 tham gia & mt dé thip hon. Chit chuygin hoa chinh dug xéc dinh
12 N - desmethyl va lacton. Chat chuydn ha N - desmethy] cé hoat tinh yEu hon
Kkhodng 50% so vdi rosuvastatin trong khi dang lacten khong ¢ hoat tinh vé
mit 14m sang. Rosuvastatin chism hon 90% hogt tinh G ché HMG - CoA
reductase trong tudn hoan,
Thai trit:

Khaing 90% liéu rasuvastatin dupe thii tris & dang khdng d6i qua phan (bao
oém hoat chit duge hp thu vi khong duge hap thu) va phn cdn Iai duge bai
it ra nusic tiu. Khodng 5% duc bai tiét ra nudc tiéu dudi dgng khing ddi. Thi
gian bdn thi trong huyét tuang Khong 19 gid. Thei gian bn thii khong tang
Khi gUng 1w cao hen. DY thanh thi treng huyét tudng trung binh khodng 50 It/
1 (¢ =6 bi€h thién 12 21,7%). Gibng nhu c4¢ ché Uc chE HMG - CoA reductase
khae, sy van chuyén rosuvastatin qua gan cdn dén chét vin chuyén qua mang
DATP - C. Chat vin chuyfn nay quan trong treng vigc dao thai rosuvastatin qua
gan.

Tinh tuy&h tinh: Mic db tisp xic el rosuvastatin tinh theo néng 6 va thii
gian tang 11 1 vdi libu dumg. Khbng co su 1hay 04 ndo v cdc thing sO dudc
dong hoe sau nhibu liduding hang ngay.

Duge ding hge trén cds dd] lugng ddc bigt:

Tudl tde va qidl linh: Tac ddng clia tudi 1&% hoac gidi tinh trén duye dgng hoo
cita rosuvastatin khong lign quan vé mat lam sing trén ngui truing thanh.
Difgc dOng hot ¢lia resuvastatin trén trd em va thidu nién bi tdng cholesterol
miu gia dinn kiy df hp 1l thl tuong U hode thip hdn trén ngubi trudng thanh
by r8i loan md mau.

Ghilng 19e: Gic nghidn ciu dutc dfng hot cho thiy AUC va Cmax ting khoang
04 2 lén & nguéi Chau A s§ng 4 chau A s véi nguii da trdng séing @ phuang
Tay. Ngudi chau A - An B9 cling £d AUC va Gmax gap kheang 13 Jin, Mt phén
tieh duge ding hoe theo qudn thé dan cuf cho thaly knong cb sy khdc bigt c6 ¥
nghia m sing v dudc ddng hoc dcdc nhom nguil da trAng va ngudi da den.
Suy than: Trong nghién clu trén ngudi suy thin # nhifu mic dj khdc nhau cho
ihdy ring bEnh than 1 mhg dén vim khong anh hulng dén ndng 49
rosuvastatin hodc chit chuyén hia N - desmethyl trong huyét tugng. Bénh
nhan suy than nang (40 thanh thii creatinin huyét wong < 30 mif philt) )
néng db thudc trang huyét tuong tEng cao g&p 3 |dn va néng 4 chat chuyén
hoa N - desmethyl ting cao g&p 9 Ién so wéi ngudi fish nguyén khde manh.
Néng 00 cba resuvastatin trong huyét tueng & trang thai &n dinh & nhiing bénh
nhan dang thém phin m_‘éu c20 hon Khodng 50% so-vél nguii finh nguyén khoe
mgnh

Suy gan: Trong nghién ¢
nhau, khing cd bing
bénh nhan ¢g diém sg Chil
Child - Pugh 12 8 va 9 £6 mu
14n s0 véi nguds ¢6 di
nhiing bénh nhin v
Céc dang da hinh g Aruyén: SU phan b cjc ehat G ch& HMG - CoA
reductase, bao g suvastatin, 1} uan/dén cic protein van chuyén
DATP1B1 va BCRP. 0 nhing bénh da hinh di truyén SLCO1B1
(OATP181) va/ holdic ABGG2 (BCRP) c6 riguy cd ting 1igp x(e vdi rosuvastatin.
Cac hinh thai da hinh riéng 1é cia SLCO1B1 c.521CC va ABCG2 c.421AA ¢6
lin quan d#n ting mic d) tiép xic vii rosuvastatin (AUC) so vii céc Kiéu gen
cia SLCO1B1 c.5217TT hodc ABCG2 ¢.421CC. Vige dinh kisu gen cu thé nay
chiua duge thist Fp trng Jam sang, nhung d8l véi nhing bénh nhan mang cac
dang da hinh ndy nén ding liéu rasuvastalin hang ngay thip han.

Trd em: Hai nghign c0u v dugc dng hoc vei rosuvastatin (vién ném) dtré em
bj ting cholesteral méu gia dinh kifu di hgp Wt 10 - 17 tufi hoac 6 - 17 tudi
{1éng céng 214 b&nh nhan) che thiy mikc 40 tigp xUc véi rostvastatin dtréem
tuong duong hodc thap hon bénh nhén 1a ngudi truting thanh. C6 thé dy dodn
duge milc d tiép x0¢ rosuvastatin vé liéu lugng v thi gian trong khodng thai
gian 2 nam.

QUY CACH DONG GO Hop 3 vix 10 vidn.

HAN DONG: 36 thang && tif ngay sin xudt.

DIEU KIEN BAO QUAN:

Nai khb, njh\el a4 khdng qud 30°C, trdnh anh séng.

TIEU CHUAN: TCCS

\i trén ngudi 1n thuong pan & nhidu mic d khac
vé ting mic igp xic ciia rosuvastatin 8 nhing
Pugh = 7. Tuy nhién, 2 bénh nhan véi diém s8
5 1ip xic cla rosuvastatin tang 1én it nhat gép 2
hild - Pugh th¥p han. Khong cd kinh nghigm &
Child - Pugh>9.

San xuat fai:

CONG TY cO PHAN DUGC HAU GIANG - Chi nhdn
Lé B2 - B3, Khu cing nghigp Tan Phl Thanh - giai dogn 1, «3 Tan Phd Thanh, huyén Chau Thanh A, 1i

DT: (0203) 3953454 e Fax (0293) 3953555

h nha méy duge phdm DHG tai Hail Giah

Mol thac mAg vb 3n phdm,
xin vul long lign hé
| @) 0292.3899000
E-mail: dhgpharma@dhgpharma.com.vn
w.dhgpharma.com.vn

1C TRUGNG
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