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Mfg Date:  dd/immlyy

Each film coated tablet contains: Exp Date:  dd/mmiyy
Rosuvastatin Calcium
Equivalent to Rosuvastatin 20 mg
Indication, Dosage, Contraindication, | Rx-Thudc ban theo don
Side effects (see enclosed leafiet) LDNIL 20

Keep out of reach of children.

Store in a cool, dry place, below 30°C,
Protect from light.

Manufactured by:

MSN Laboratories Private Limited
Plot No 42, Andrich Industrial Estate,
Bollaram, Medak District - 502 325,
Telangana, India

Mfg. Lic. No.: 38/MD/AP/2007/FICC

Thanh phén: M3i vién nén bao phim chira Rosuvastatin Calci tvong duong
Rosuvastatin 20 mg

Quy cach dang goi: Hip 3 vi x 10 vién, SDK:

Chi dinh, cach dung, chbng chi dinh, va céc théng tin khac xin doc t& hwéng dén
siF dung kém theo. 56 16 SX, ngay SX va han ding xem "Batch No*, "Mfd. Date”,
“Exp. Date” trén bao bi.

Béo quan noi khd mat, dwéi 30°C  Tranh &nh séng.

B4 xa tém tay tré em. Boc ki hudng dén sir dyng tneée khi ding.

Nha san xuét: MSN Laboratories Private Limited

Plot No 42, Anrich Industrial Estate, Bollaram, Medak District - 502 325
Telangana, An D6,
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ROSUVASTATIN TABLETS 20 258 3

mg Manufactured by: & a2

Each film coated tablet contains: MSN Laboratories Private Limited o a 5@ e
Rosuvastatin Calcivm Plot No 42, Anrich Industrial Estate, 2o =28
Equivalent to) Rosuvastatin: 20'ng Bollaram, Medak District - 502 325, = 554
DOSAGE  As directed by the Physician. Telangana, India. g%‘ g = 5

Store in a cool dry place, below 30°C.

Protect from light. Mfg. Lic. No.; 38/MDIAPI2007/FICC
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Ry~ Thude ban theo don

LDNIL 20
THANH PHAN
M3i vién nén bao phim chira:

Hoat chat: Rosuvastatin calci twong dwong rosuvastatin 20 mg

Td dhrere: Tribasic calei phosphat, cellulose vi tinh the, butylated hydroxy toluen, povidon K — 30, natri
croscamellose, colloidal silicon dioxid, magnesi stearat, Instacoat Universal white

DUOQC LUC HOC
Co ché tic djng
Rosuvastatin 14 mot chat (e ché chon loe va canh tranh trén men HMG-CoA reductase, la men xte tic

qua trinh chuyén doi 3-hydroxy-3-methylglutaryl coenzym A thanh mevalonat, mt tién chat cua
cholesterol. Vi tri tac dong chinh ciia rosuvastatin la gan, co quan dich lam giam cholesterol.

Rosuvastatin lam ting s6 lugng thu thé LDL trén bé mit té bao & gan, do vdy lam ting hip thu va dj
héa LDL va tre ché sy téng hop VLDL & gan, vi vy lam gidm cdc thanh phan VLDL va LDL.

Tdc dong dioe luc

Rosuvastatin lam giam ndng dd LDL-cholesterol, cholesterol toan phin va triglycerid va lam ting
HDL-cholesterol. Thude ciing lam giam ApoB, non HDL-C, VLDL-C, VLDL-TG va lam ting ApoA-
[. Rosuvastatin cling lam gidm cdc ty I¢ LDL-C/HDL-C, C toan phan/HDL-C, non HDL-C/HDL-C va
ApoB/ApoA-T.

Hi¢u qua lam sang

Rosuvastatin dugc chimg minh ¢6 hiéu qua & nhom bénh nhan ngudi 16m ting cholesterol méu, co hay
khong c6 tang triglycerid mau, bat ky chung te, gidi tinh hay tudi tic va & nhitng nhém bénh nhan dic
biét nhu ddi thao duong hodc bénh nhan tang cholesterol mau gia dinh.

Tir cic dif liéu nghién ctru pha 11, rosuvastatin chimg to ¢6 hidu qua trong diéu tri & hiu hét cic bénh
nhan ting cholesterol méau loai Ila va I1b (LDL-C trung binh trude khi diéu tri khoang 4,8mmol/l) theo
cac mue tiéu diéu tri cta Hoi Xo Vira Mach Mau Chau Au (European Atherosclerosis Socicty- EAS:
1998); khoang 80% bénh nhan duge diéu tri bing rosuvastatin 10mg di dat dwoc cdac muc tiéu diéu tri
ciia EAS vé ndng do LDL-C (< 3mmol/l).

Trong 1 nghién ctru Ion, 435 bénh nhan ting cholesterol mau di truyén gia dinh kiéu di hop tr da dugc
cho dung rosuvastatin tir 20-80mg theo thiét ké diéu chinh tang liéu. Ngudi ta thiy la tat ca cdc liu
rosuvastatin déu cé tic dong co loi trén cic thong so lipid va dat duoe cdc muc tidu diéu tri. Sau khi
chinh dén lidu hang ngay 40mg (12 tuin didu tri), LDI-C giam 53%. 33% bénh nhan dat duge cac muyc
tidu ctia EAS vé ndng do LDL-C (< 3mmol/l).

Trong mot nghién ciru ma, didu chinh liéu tang din. 42 bénh nhén tang cholesterol mau di truyén kicu
dong hop tir duge danh gid vé ddp tme dicu tr vai licéu rosuvastatin 20 — 40 mg. Tat ca bénh nhin
nghién cu déu co do giam trung binh LDL-C la 22%.




Trong cac nghién etu 1am sing v&i mdt s6 lugng bénh nhén nhiit dinh, rosuvastatin chimg (6 ¢4 hiéu
qué phu trg trong vide [am giam triglyeerid khi duoce st dung phoi hop véi fenofibrat va lam ting ndng
do 11D1.-C khi st dung phéi hop véi niacin.

Rosuvastatin chua duge chimg minh 13 cd thé ngin chin cac bién chimg cé lién quan dén sy bat
thuomg vé lipid nhu bénh mach vanh vi ciic nghién etu vé& gidm ty 16 tir vong va gidm ty 1& bénh ly khi
ding rosuvastalin chura dwoe thue hién day da.

DUGC DONG HOC

.H(?'p thi: Néng d6 dinh trong huyét trong clia rosuvastatin dat duge khodng 5 gid sau khi uéng. Do
sinh kha dung tuyét ddi khoang 20%.

Phitin bé: Rosuvastatin phin bd réng i & gan 1a not chi yéu tong hop cholesterol va thanh thii LDL-
C. Thé tich phin bd cua rosuvastatin khoang 134 1. Khodng 90% rosuvastatin két hop véi protein
huyét toong, chi yéu 1 véi albumin.

Chuyén héa: Rosuvastatin it bi chuyén hoa (khoang 10%). Cée nghién cin in vitro vé chuyén hod cé
sir dung cdc i€ bao gan cia ngudi xae dinh ring rosuvastatin 14 mét chat nén yéu cho su chuyén hod
qua cytochrom P450, CYP2C9 1a chit ddng enzym chinh tham gia vio qua tinh chuyén hog, 2C19,
3A4 va 216 tham gia & mire do thép hon. Chil chuyén hod chinh duge xdc dinh 13 N-desmethyl va
lacton. Chat chuyén hos N-desmethyl co hoat tinh véu hon khoang 50% so véi rosuvastatin trong khi
dang lacton khdng cé hogt tinh vé& mit ldm sing. Rosuvastatin chiém hon 90% hoat tinh e ché IMG-
CoA reductase trong tusn hodn.

Thii trie: Khoang 90% lidu rosuvasiatin duge (hai triy & dang khong dbi qua phan (bao gdm hogt chilt
duge hap thu va khang duge bdp thu) va phin con lai duge bai tiét ra nude tidn. Khodng 5% duge b
tiét ra nude ticu dudi dang khdng d6i. Thai gian ban thai trong huyét tuong khoang 19 pio. Thoi gian
ban thai khong ting khi dimg Héu cao hon, DO thanh thai trong huyét tuong lrung binh khodng 50
lit/gier (hé s bién thign la 21,7%). Giéng ahir cdc chat tre ché men HIMG-CoA reductase khie, su dio
thdi rosuvastatin ra khai gan ¢é lén quan dén chat van chuyén qua mang OATP-C. Chat vin chuyén
nay quan trong trong viée dao thai rosuvastatin khoi gan,

Tink fu_rrfn fin: Do hﬁp thu toan thin caa rosuvastatin Gng Ui 18 véi 1iéu ding. Khong o su thay dbi
ndo vé cac thang sé duoe dong hoc sau nhiéu lidu ding hiing ngay.

Cae nhony béwir nhitn diic hidt

Tuoi tae va gici tinh: tic dong cua (ol tae hode pidl tinh rén duoe dong hoe etia rosuvastatin khong
dang ke vé mat lam sang,

Chlretng toc: Cae nghién ciu duoe déng hoc cho thﬁy AUC vit Che ing khodng 2 lan ¢ nguai chan A
(Nhat, Trung Qube, Viét Nam va Ilan Qube): ting kheodang 1.3 lan & ngudi chiau A—Indians so vai

ngudi da trang phuong Tay. Mét phan tich duge ddng hoe theo quan thé dan cur cho thay khong ¢é su

lchac bi¢t ¢6 y nghfa lim sang v& dioe ddng hoe & cie nhom ngudi da tring va ngudi da den,

Suy than: Trong nghién etu trén neudd suy thin o nhidu muce do khiac nhau cho thay ring bénh thin ti
nhe dén virn khong dnh hudmg dén nong dé rosuvastatin bode chit chuyén hod N-desmethy] frong
huyét trong. Bénh nhdn suy thin nang (Ao thanh (hin ereatinin huyét (rong < 30m/phit) co nong do
thude trong huyét twong ting cao gfap 3 fan v ﬂ{'mg; dd chit chuyén hod N-desmethy! tdng cag gap 9



lin so vai ngued tinh nguyén khoé manh, Nong dd ciia rosuvastatin trong huyét tuong & trang thii on
dinh & nhitng bénh nhin dang thim phin mdu cac hon khodng 50% so voi ngudi tinh nguyén khoc
manh.

Suy gan: Trong nghitn cimu trén ngudi ton thuong gan & nhidu mie 48 khdc nhau, khéng cé bing
chimg vé ting d6 hap thu cia rosuvastatin & nhitng bénh nhéan ¢6 chi s6 Child-Pugh < 7. Tuy nhién, 2
bénh nhin véi chi sb Child-Pugh 13 8 v& 9 ¢6 dd héip thu rosuvastatin tang 1én t81 thidu glp 2 14n so véi
ngudi ¢6 chi sb Child-Pugh thip hon. Khong ¢6 kinh nghiém & nhiing bénh nhén véi chi s6 Child-
Pugh =9

CHI PINH

Tang cholesterol mau nguyén phat (loai ITa ké ca tang cholesterol mau gia dinh kiéu di hop 1) hoge rbi
loan lipid mau hén hop (loai Hb): 14 mdt 1idu phdp hé tro cho ¢hé d6 #n kiéng khi bénh nhan khéng dép
iy diy dn vai ché d an kiéng va cac Hiéu phap khdng ding thude khac (nhu tip (hé duc, gidam cin).
RSi Toan béta lipoprotein mau nguyén phat (ting lipoprotein mau typ 111): duoe chi dinh nhu 14 mét
ligu phap bo tro cho ché dd dn kiéng trong diéu trj bénh nhan co rdi loan béta lipoprotein mau nguyén
phat (tang lipoprotein mau typ ).

Rosuvastatin duge chi dinh nhu liéu phap diéu tri bo teo cho ché dé an kieng & nhitng bénh nhan nguoi
l&n co tang triglycerid.

Tang cholesterol mau gia dinh kiéu ddng hop ti: dong hd tro cho ¢hé d6 an kiéng va cdc bién phap
didu (o giam lipid khie (nhu gan tich LDL mau) hode khi cde Héu phdp ndy khong thich hop.
Bénh nhi tr 10 dén 17 tudi bi ting cholesterol mau gia dinh kiéu di hop tir (HeFH): Ha tro ché db dn
kiéng nhim lam giam lugng cholesterol todn phf‘m, LDL-cholesterol v ApoB (rén nhitng bénh nhan
thanh thiéu nién 10 dén 17 tdi bi tang cholesterol mdu gia dinh kidu dj hop tur (d6i véi nir dF ¢6 kinh
nguyét it nhit { nam) néu nhitng yéu 6 sau vin con ton tai sau khi didu tri bang ché dd an kiéng: LDL-
C > 190mg/dL hay > 160mg/dL va co ticn st gia dinh mic bénh tim mach sém hodc ¢6 2 hay nhiéu
hon véu td ngay co vé bénh tim mach.

Rosuvastatin duoce chi dinh nhu liéu phip didu ti bd tro cho ché d6 dn kiéng nham lam chiam tién trién
cua bénh xo vita dong mach o bénh nhin nguon lon ahu 1 mot phén ctia chién luoe diéu trf nham giam
cholesterol toan ph'fm vit LDL-C dé dat cac mire muc tiéu.

Phang ngira bénh tim mach nguyén phat: O nhivag cd thé khong ¢ bang chimg lam sang v& bénh mach
Anh nhung ¢é nguy co bénh tim mach nhu 1a > 50 (udi & nam giéi, > 60 tudi & nit gici, hsCRDP >
2mg/L va ¢6 thém it nhit 1 yéu td nguy co bénh (im mach nhu 1 ting huyét dp, HDI-C thap, hut thude
hodic ¢o tidn st gia dinh ve bénh mach vanh sém, Rosuvastatin duoe chi dinh:

- Gidm nguy co dot quy

- Giam nguy co nhdi man co tim

- Giam nguy co thi thudt (8 fudn mdu maeh vanh,

Gict han dicu tri: Rosuvastatin chua duroe nghién ciru trén bénh nhin roi loan lipid madutyp [ va typ V
theo phin logi eva Fredrickson.

LIEU LUONG VA CACH S1TDUNG



Truéde khi bit diu diéu tri, bénh nhéan phai theo ché do an kiéng chudn giam cholesterol va tiép tuc duy
tri ché do nay trong sudt thoi gian diéu tri. Diéu chinh liéu rosuvastatin cho tirng bénh nhéan theo muc
tiéu diu tri va dap tmg cta bénh nhan.

Rosuvastatin ¢ thé dimg bét cir ltic nao trong ngay, trong hogc xa bita an.

Diéu tri ting cholesterol mau: Lidu khai dau khuyén cdo la S mg hodic 10 mg, ubng ngay 1 lan cho ca
bénh nhéan chua timg ding thude nhom statin va bénh nhan chuyén tir dimg thude trc ché HMG-CoA
reductase khae sang dung rosuvastatin. Viéc chon lpa lidu khoi dau nén lau ¥ dén mtrc cholesterol clia
ting bénh nhén, nguy co tim mach sau nay cling nhu kha niing xay ra cdc tac dung khong mong mubn.
C6 thé chinh lidu sau mdi 4 tuan néu can. Vi tin sudt tic dung khéng mong mudn ting khi ding lidu 40
mg so véi cac lidu thfip hon, viéc chuén liéu lan cudi dén 40 mg chi nén duge xem xét cho cac bénh
nhén ting cholesterol méu ning ¢ nguy co cao vé bénh tim mach (diic biét 1a cic bénh nhén ting
cholesterol mau gia dinh), ma khong dat duge muc tiéu didu tri ¢ lidu 20 mg va cac bénh nhan nay can
phai duoe theo ddi thudng xuyén. Can ¢6 sir theo ddi clia bic s§ chuyén khoa khi bt dau ding lidu 40
mg.

Du phong bién ¢d tim mach: Trong cic nghién ctru giam nguy co bién ¢b tim mach, lidu dimg 1a 20
mg mdi ngay.

Tré em

Ting cholesterol méu gia dinh kiéu di hop tiv trén hénh nhi (tir 10 dén 17 tudi): Liéu thudng sir
dung clia rosuvastatin la 5-20 mg/ngay, liéu khuyén cdo (6 da 1a 20 mg/ngay (liéu lén hon 20 mg chua
duoc nghién ctru trén nhém bénh nhan nay). Liéu str dung nén duge dung theo timg ca nhan dua trén
muc tiéu diéu tri duge khuyén cdo (xem phan Chi dinh va Duoc luc hoc). Piéu chinh liéu chi nén thuc
hién sau khoang thoi gian > 4 tuan.

Tiing cholesterol mau gia dinh kiéu ddng hop tir: Kinh nghiém st dung chi giéi han trén mét nhom
nho tré em (> 8§ tudi).

Ngudi cao tmoi

Nén bat diu vai liéu S mg | 1an 1 ngay & ngudi hon 70 tdi. Khong can diéu chinh liéu do tudi tac.

Bénh nhdn suy thin

Khong can diéu chinh liéu & cic bénh nhén suy thin tir nhe dén vira,

Chéng chi dinh diing rosuvastatin cho bénh nhén suy than ning.

Bénl nhan suy gan

Mirc do tiép xtic v6i rosuvastatin tinh theo ndng do va thoi gian khong tang ¢ nhiing bénh nhan cé
diém s6 Child-Pugh < 7. Tuy nhién mtre do tiép xtic véi thude tang 1én da duge ghi nhin ¢ nhitng bénh
nhin ¢6 diém s6 Child-Pugh 8 va 9. O nhimg bénh nhin nay nén xem xét dén viée danh gid chire nang
than. Clhura co kinh nghiém trén cac bénh nhan c¢é diém s6 Child-Pugh trén 9. C‘h{:mg chi dinh diing
rosuvastatin cho cdc bénh nhan mac bénh gan phét trién.

Bénh nhan Chiu A

O bénh nhin Chiu A. cin nhic khéi dau véi rosuvastatin 5 mg/lin/ngay do gia ting ndng do
rosuvastatin huyét twong. Luu ¥ dén viée ting mire do tiép xiie voi thude ¢ bénh nhan Chau A khi
khong kiém soat du véi liéu trén 20 me/ngay.

VA2
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Sir dung trong dien tri phoi hop thuic

Rosuvastatin 12 mbt co chét ctia cdc protein van chuyén khdc nhau (vi du nhu OATP1B1 va BCRP).
Céc nguy co bénh co (bao gdm ca Lidu co van) ting 1&én khi Rosuvastatin duge dimg dong thei véi cic
thube ma c6 thé lam ting ndng &6 rong huyét twong cha rosuvastatin do tuong lac véi cée protein van
chuyén (vi du nhu ciclosporin va cac chét tre ché protease xdc dinh buo gém sur két hgp cua ritonavir
voi atazanavir, lopinavir, va / hodc tipranavir).

Phdi hop vai gemfibrozil: Khéi déu véi rosuvastatin 5 mp/lan/ngay. Lidu ding rosuvastatin khéng nén
viot qua 10 mg/lan/ngay.

Phéi hop véi alazmavir hodic lopinavir va ritonavir hofic atazanavir va ritonavir: Khéi diun véi
rosuvastalin § mg/lin/ngay. Lidu ding rosuvastatin khong nén vuot qua 10 mg/lan/ngay.

CHONG CHI PINH
- Bénh nhan qua man voi rosuvastatin hode bat ky ta dwge nao cua thude.
- Bénh nhén mac bénh gan (icn trién ke ca tang iransaminase huyeét thanh kéo dai khoéng 0 nguyén

nhan, va khi nong dé transaminase huyét thanh ting hon 3 1an gigi han teén cia mue binh thuong
(ULN).

- Bénh nhan suy than ndng (dd thanh thai creatinin < 30mi/phit).
- Bénh nhén ¢6 bénh 1y vé co.
- Bénh nhan dang dung ciclosporin.

- Phu nit cé thai va cho con b0, phu nir o thé co thai ma khong dimg cac bién phap tranh thai thich
herp.

Chong chi dinh dang licu 40 mg & bénh nhin ¢6 véu (6 nguy co bénh 1y co/ticu co van. Cac yéu (o
nguy co nay buo gom:

- Suy thin &6 vura (dé thanh thai creatinin < 60mi/phat) i

.

- Suy giap 4
- Tién str gia dinh hodic ban than ¢6 bénh 1¥ o ¢o tinh di (ruyén.
- Tién str tén thuong co trude diy giy ra bai thude te HMG-CoA reductase khae hodce fibrat.
- Nghién rugu
- Céc tinh trgng 1am ting néng dé thude trong méau.
- Bénh nhan [ ngudi Chau A.
- Ding két hop fibrat.
CANH BAO VA THAN TRONG
I{huyén cdo lam xét nghiém enzym gan trede khi ba diw didu tri bang statin v trong tradmg hop chi
dinh 1am sang yéu cdu xét nghiém sau dé
Can nhiie theo dai ereatin kinase (CK) trong trudng hop
~ Trude khi didu (i, xét nghiém CK nén duoe tién hanh trong nhitng trotmg hep: suy giam chire
nang than, nhuge gidp. Gén s han than hay tién sor gia dinh mic bénh cor di truyén, tién s bi

bénh co do st dung statin hay fikeat trivde dé, Gién s bénh gan vafhay udng nhicu ruou. bénh



nhan cao tubi (> 70 tudi) co nhitng yéu td nguy co bj tiéu co van, khi ning xay ra tuong tic
thubc va mot sb dbi tuong bénh nhan dic biét. Trong nhiing trudmg hop nay nén cén nhic loi
ichmguy co va theo dai b&nh nhan trén lam sang khi diéu tri bing statin. Néu két qua xét
nghiém CK > 5 lan gi¢i han trén ciia mie binh thudng, khong nén bit dau didu tri bang statin.
Trong qua trinh didu {ri bing statin, bénh nhan can théng bdo khi c6 cdc biéu hién vé co nhu
dau co, ctmg co, yéu co... Khi ¢ cac biéu hién nay, bénh nhan cin lam xét nghi¢m CK dé co
cac bién phap can thi€p pht hop.

Y

Anlt huwéng trén thin

Protein niéu, dugc phat hién b@ing que thir va co nguf‘m gf)c chinh tur éng than, da duogc ghi nhin &
nhitng bénh nhén diéu tri bing rosuvastatin liéu cao, dic bigt o litu 40mg, phan lén tinh trang nay
thoang qua hodc thinh thoang xiy ra. Protein niéu khong phai 1a dau hiéu bdo trude cta tinh trang bénh
than cﬁp hodic tién trién. Can danh gid chirc nang than trong thoi gian theo déi cac bénh nhan da dugce
diéu tri liéu 40mg.

Anlt hudng trén COXIong

Cac tac dong trén co xuong nhu giy ra dau co va bénh co va mot s6 hiém trudng hop tiéu co van di
duoce ghi nhin & nhitg bénh nhan duge diéu tri bing rosuvastatin & tit ca cac litu va dic biét & lidu >
20 mg.

Do nong dp Creatin Kinase (CK)

Khéng nén do nf”)ng dé CK sau khi van dong géng stre hodc khi ¢6 su hién dién ctiia mot nguyén nhin
nao dé ¢o thé lam tang CK vi diéu nay c6 thé lam sai léch két qua. Néu néng do CK ting cao dang ké
trudge khi didu tri (> 5xULN) thi nén thue hién mdt xét nghiém dé xac dinh lai trong vong S-7 ngay.
Neéu xét nghiém lip lai xdc dinh néng do CK trude khi diéu tri vin 16n hon SXULN thi khéng nén bt
ddu diéu tri bing rosuvastatin.

Trieie khi diéu tri

Gibng nhur cde chit e ché men HMG-CoA reductase khic, cin thin trong khi dung rosuvastatin &
bénh nhan co cic yéu td c6 thé din dén tiéu co van nhur:

. Suy than

. Nhuoe gidp

. Tién str ban than hoic gia dinh ¢6 bénh di truyén vé co

. Tién st gy doc tinh trén co do céc chit e ché men HMG-CoA reductase khic hodc fibrat

. Nghién ruou

. Trén 70 tubi

. Céc tinh trang ¢6 thé gay ra ting ndng do thude trong huyét trong.

. Diing dong thai véi cae fibrat.

O nhitng bénh nhin nay nén cin nhic gitta nguy co va loi ich cua viée diéu trj va phai theo ddi ldm
sang. Néu nong do CK ting cao dang ké so véi trude khi diéu tri (> SXULN) thi khéng nén bt diu
dicu tri bﬁn},_: rosuvastatin.

Trong ki diéu i




Nén yéu cdu bénh nhén béo cdo ngay cac hién tugng dau co, yéu co hodc vop bé khong gidi thich
duoe, diic biét néu ¢6 kém mét moi hoiic sdt. Nén do ndng dé CK & nhitng bénh nhan ndy. Nén ngung
ding rosuvastatin néu néng do CK tang cao ding ké (> 5xULN) hodc céc triéu chimg vé co tram trong
va gy khé chiu hing ngay (ngay ca khi ndng d¢ CK < 5xULN). Néu céc triéu ching nay khong con
nita va ndng dé CK rd lai mirc binh thuong nén xem xét dén viée ding lai rosuvastatin hodic ding mot
chat trc ché men HMG-CoA reductase khéc & liéu thﬁp nhat va theo ddi chat ché. Viéc theo dai dinh Ky
nong d6 CK & cac bénh nhan khong c6 tridu ching khong dam bao phat hién bénh co.

Trong céc thir nghiém 1dm sang, khong ghi nhan thdy su gia ting anh huéng trén co & mot sd bénh
nhéin diing rosuvastatin va cac thude khéc ding dong thoi. Tuy nhién, ty 1& mic bénh viém co va bénh
co gia ting di duoc thiy & bénh nhan ding cdc chét trc ché men HMG-CoA reductase khéc déng thoi
voi cde din xudt cia acid fibric ké ca gemf(ibrozil, ciclosporin, acid nicotinic, thube khang ndm nhém
azol, cac chét (e ché men protease va khang sinh nhém macrolid. Gemfibrozil 1am ting nguy co bénh
co khi ding déng thoi véi vai chit tc ché men HMG-CoA reductase. Do vy, su phéi hop gita
rosuvastatin va gemfibrozil khéng duoc khuyén cdo. Viée str dung két hop rosuvastatin voi fibrat hodic
niacin dé dat dugc su thay doi hon nita ndng do lipid nén duge cin nhic k¥ gitra lgi ich va nguy co co
thé xay ra do nhitng két hop nay.

Khéng nén diing rosuvastatin cho bénh nhin c6 tinh trang nghiém trong cip tinh, nghi ngd do bénh co
hodic ¢6 thé dan dén suy than thtr phat do tiéu co van (nhu nhigm khuén huyét, tut huyét ap, dai phau,
chéan thuong. r6i loan dién giai, ni tiét va chuyén héa niang; hoiic co gidt khéng kiém soat duoc).

Anlt ueéng trén gan

Gibng nhu cac chat trc ché men HMG-CoA reductase khac, cin than trong khi ding rosuvastatin &
bénh nhin nghién ruou ning va/hodc ¢6 tién st bénh gan. Lam xét nghiém enzym gan duge khuyén
cdo thuc hién trude khi bat diu diéu tri h*fmg statin va trong truong hop chi dinh ldm sang yéu cau xét
nghiém sau do. Nén ngung hodic giam liéu rosuvastatin néu néng dé transaminase huyét thanh gép 3
ldn giéi han trén ctia mire binh thudng.

O nhitng bénh nhan tang cholesterol huyét thir phat do thiéu nang tuyén gidp hodc hoi ching thin hu,
thi nhitng bénh nay phai duge diéu tri trude khi bit dau ding rosuvastatin,

Chiing thc

Céc nghién ciru duge dong hoc cho thiy c6 sir gia ting mire do tiép xtic v6i thude tinh theo ndng do va
thoi gian & bénh nhan Chéau A so véi nguoi da triing.

Thuéc tre ché protease

Tiing phoi nhidém toan thin déi véi rosuvastatin da duge ghi nhin & cde dai twong sir dung rosuvastatin
dong thoi vai cie thude e ché proteasc khic nhau két hop vai ritonavir. Can xem xét loi ich cua vige
ha lipid bang cach str dung rosuvastatin & bénh nhén HIV dang ding thube tic ché protease va kha
nang tang ndng do rosuvastatin trong huyét twong khi bit dau va khi ting liéu rosuvastatin & nhimg
bénh nhan duge dicu b hﬁng thude e ché protcase. Khong khuyén cao sur dung déng thoi mot s6
thude tre ché protease trir khi da chinh liéu rosuvastatin,

Tre em

Tinh an todn va hiéu qua cia rosuvastatin trén cde bénh nhan tir 10 dén 17 i bi tang cholesterol miiu

gia dinh kiéu dj hop to duge danh giad trong thi nghiém ldm sang ¢6 dor chimg kéo dai 12 tudn, tiép



theo 12 giai doan nhan m& 40 tudn. Bénh nhan duoc diéu tri bing rosuvastatin Smg, 10mg va 20mg moi
ngay ¢ dit lidu vé cic tic dung ngoai ¥ noi chung twong ty nhu nhom dung gia duge. Mac di khong
phéi tit ca cdc phan tmg ngoai y quan sat dugc & nhém bénh nhan truong thanh déu duge ghi nhan
trong cac thir nghiém 1am sang & tré em va thanh thiéu nién nhung céc luu ¥ va than trong can nhic &
tré em va thanh thiéu nién nén twong ty nhu & nguoi I6n. Khong tim thady anh hudng ndo cua
rosuvastatin trén sy tng truong, thé trong, chi s6 khdi co thé hoiic sy hoan thién hé sinh duc & cdic
bénh nhi (tir 10 dén 17 tudi). Cac bénh nhéan thiéu nién nit nén duge sir dung bién phap tranh thai thich
hop trong thoi gian diéu tr biing rosuvastatin. Rosuvastatin chua duge nghién ciu trong cic thir
nghiém 1dm sang ¢6 d6i chimg lién quan dén cdc bénh nhan chua day thi hodc cac bénh nhan nho hon
10 tudi. Liéu str dung rosuvastatin Ién hon 20 mg chua duwge nghién ciu & cdc bénh nhi.

Nghién ciru vé cic bénh nhi va thanh thiéu nién bi tang cholesterol méau gia dinh kiéu dong hop tir chi
gioi han trén 8 bénh nhan (> 8 tudi).

Bénh phéi ké

Truong hop ngoai 18 ctia bénh phoi k& di duoc bao cdo vai mot 36 statin, diic biét khi diéu tri lau dai.
Céc biéu hién bénh phoi k& c6 thé bao gom kho tha, ho khan va suy giam strc khoe tong quét (mét moi,
sut can va sbt). Néu nghi ngds bénh nhin da phat trién bénh phéi k&, nén ngung diéu tri liéu phap statin.
Ddi thdo dwdng

Mt s6 bing chimg cho thdy statin 1a nhom gdy ting glucose mau va & mot s6 bénh nhén ¢6 nguy co
cao mic bénh dai thao dudmg trong tuong lai, co thé gay ra mirc tang duong huyét can duoc diéu tri.
Tuy nhién, tac dung giam nguy co tim mach cuaa statin 16n hon nguy co nay, va do d6 nguy co tang
dudng huyét khong phai 1a 1y do dé ngimg diéu tri statin. Bénh nhén ¢6 nguy co (glucose lic doi 5.6-
6,9 mmol / I, BMI> 30 kg / m°, ting triglycerid, tang huyét dp) nén duge theo dai ca vé mit 1am sang
va sinh hoa theo hudng din qudc gia.

Trong nghién ctru JUPITER, téng két tan sudt bao cao cua bénh dai thao duong 1a 2,8% o truong hop
rosuvastatin va 2,3% & nhom gia duge, chit yéu 1 ¢ nhitng bénh nhin ¢6 glucose déi 5,6-6,9 mmol /1.

Anh luréng lén kha nang lai xe va van hanh mday:

Cic nghién ctru dé xdc dinh anh hudng cta rosuvastatin trén kha ndng li xe va van hanh may chua
duge thye hién. Khi lai xe hodc van hanh médy nén luu ¥ ring chéng mit ¢6 thé xay ra trong thoi gian
diéu tri.

TUONG TAC THUOC

Thudic 1re ehé protein vdn chuvén:Rosuvastatin 13 co chit dbi voi cac protein van chuyén cy thé bao
gém chit van chuyén hf}p thu tai gan OATPIBI vi chit van chuyén xuyén mang BCRP. Sur dung df:“mg
thoi rosuvastatin véi cae thude tre ché cac protein van chuyén nay cé thé dan dén ting nong do
rosuvastatin trong huyét tuong va ting nguy co ctia cac bénh vé co.

Ciclosporm: Dung dong thoi rosuvastatin vai ciclosporin, cac gid tri AUC cua rosuvastatin cao hon
trung binh gap 7 lan so véi tri so ndy o nguoi tinh nguyén khoé manh. Chong chi dinh rosuvastatin ¢
cic bénh nhan dung dong thoi ciclosporin.

Dung dong thoi rosuvastatin va ciclosporin khong anh huong dén néng do ciclosporin trong huy¢t

rong.
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Thude 1t ¢hé Protease: mic di co ché chinh xdc v& tuong tic chua biét 18, st dung dong thot thude
lre ché protease co thé giy phoi nhidém rosuvastatin ting manh. Vi dy, trong mot nghién ctru déng hoc,
sir dung dbng thoi cia 10 my rosuvastatin vil mbt san phim két hop gdm hai chét e ché protease (300
mg atazanavir/ 100 mg ritonavir) & nhitng ngudi Unh nguyén khoe manh c6 lién quan dén su ting gip
3 va pdp 7 1An AUC v Cmax ctia rosuvastatin tuong mg. St dung ddng thoi rosuvastatin va mét vai
phéi hop coa thude e ché protease can duge cin nhic thin trong sau khi xem xét chinh liéu
rosuvastatin dua (rén sy gia tang phoi nhiém véi rosuvastatin,

Rosuvastatin + atazanavir, rosuvastatin + atazanavir + ritonavir, rosuvastatin + lopinavir + ritonavin:
eioi han lidu rosuvastatin t6i da 10 mg mot 1an/ ngay.

Cde chdt doi khdng vitamin K: (3iéng nhur cic chét tre ché men FIMG-CoA reductase khac, khi bt dau
diéu tri hofic tang lidu rosuvastatin & bénh nhan dida tr dong thoi voi cac chit dbi khang vitamin K
(nhu warfarin) ¢6 thé lam tang i s6 INR. Ngung ding hofie giam liéu rosuvastatin ¢é (hé lam gidm
INR. T'rong nhiing trwdng hop nhu vy, nén theo dbi tri s& INR.

Gemfibrozil va cac thude ha lipid man khie: Dung dong thoi rosuvastatin véi gem{ibrozil lam ting odp
2 l4n céc chi sb Cone ¥ AUC ctia rosuvastatin.

Dua trén dit ligu tir cde nghién et (wong tac thude chuyén biét cho thiy khéng ¢ twong the duoe
déng dang ké v6i fenolibrat, tuy nhién (uong tae vé duge lue ¢ (hé xdy ra. Gemfibrozil, fenofibrat,
cidc fibrat khide va niacin (acid nicotinic) & cdc liéu ha lipid (> 1 g/ngay) lam ting npuy co bénh co khi
diing dong thdi vai cic chat e ché HMG-CoA reductase, ¢6 thé vi ede thude nay ¢o thé gay bénh 1y vé
car khi dung riéng 1&. Liéu 40mg chéng chi dinh cho nhitg bénh nhén ding déng thoi voi cac fibrat.
Nhiing bénh nhin nay nén bit diu vai lidu 5 mg.

Czeiimib: St dung phbi horp di“mg thri ctia 10 mg rosuvastatin va 10 mg ezetimib déin dén ting gap 1,2
lin AUC cua rosuvastatin & ddi tuomg ting cholosterol méu. Khong thé loai trir tuong tie duoe lue
hoe, vé tée dung phuy, gitra rosuvastatin va ezetimib.

Thube khdng acid: Dimg rosuvastatin dong thei vai hdn dich thube khang acid chira nhom vi magié
hydroxid 1am giam khodng 50% nong dé rosuvastatin trong huy¢t tuong. Khi uéng thude khéng acid
cach 2 giér sau khi dung rosuvastatin thi ndng do rosuvastatin trong huyét lvong s¢ giam it hon. Moi
tuong quan vé mat 1am sang cia luong (e ndy vin chua rd.

Forythromycin: dung d{lmg thai rosuvastatin voi erythromyein lam giam 20% AUC (0-1) va 30% Cias
clia tosuvastatin, Twong tic nay e6 thé 1a do erythromycin lam ting nhu dong rudt.
Thude vien vong ngiea thaidicn phap thay thé hormor (HRT): ding dong thoi rosuvastatin véi thude
VIEN uéng ngta thai lam tang 26% AUC cua ethinyl estradiol va 34% AUC caa norgestrel. Nén {uu v
dén mue ting ndng dé cic chit niy trong huydt tremg khi chon thube udng ngira thai. Chua cé dit licu
duoe dong hoe trén nhitng bénh nhan dung dong thai rosuvastatin va HRU va vi vay khong thé loai triv
kha n@ng ¢o tac dong tuong tu. Tuy nhién, sir két hop d& duoe st dung rong rdl & phy nit trong cdc thu
nghiém lim sing va da duee dung nap {6,

Cae thude khde: Tha trén ede dir lidu (i cae nghién et vé tong tie thude chuyén biét cho thiy khang
cO twong tae dang ké vé mit lam sing khi dimg chung véi digoxin,

{etd fusidic: cie nghién enu trong tac vai rosuvastatin va acid lusidic chua duog thiee hién, Giong nhu
vii cde statin khac. cace bidn ¢d lién quan dén co. bao pom i (iéu cor vin véi rosuvastatin va acid

fusidic st dung déng thai, da duee bao cdo sau khi thude ra thi trudmg.
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Do d¢, rosuvastatin két hop va acid fusidic khong duoc khuyén céo. Néu co thé, nén xem xét tam
ngung diéu tri rosuvastatin, Néu khong thé tranh diing, bénh nhén can dugc theo ddi chit ché.

Men cytochrom P450: két qua tir thir nghiém in vifro va in vivo chimg 1o ring rosuvastatin khong phai
Ia chat e ¢hé hodic cam (mg men cytochrom P450. Hon nita, rosuvastatin 1a chat nén yéu cho cdc
isoenzym nay. Khong ghi nhin ¢6 tuong téc dang ké vé mat 1am sang gifta rosuvastatin vai fluconazol
(chit (tc ché CYP2C9 va CYP3A4) hodic ketoconazol (chit trc ché CYP2A6 va CYP3A4). Ding ddng
thoi itraconazol (chét (rc ché CYP3A4) va rosuvastatin 1am tang 28% AUC cia rosuvastatin. Sy ting
nay khéng duoc xem la c6 v nghia vé mit 1am sang. Vi véy, khong c6 tuong tac thube do sy chuyén
hoéa qua trung gian cytochrom P450.,

Téng nguy co ron thiong co: khi str dung statin déng thoi véi céc thude sau

- Gemfibrozil

- Céc thude ha cholesterol mau nhom fibrat khéc

- Niacin liéu cao (> 1g/ ngay)

- Colchicin.

Viéc dimg dong thai cac thude ha lipid mau nhom statin voi cac thude didu tri HIV va viém gan siéu vi
C (HCV) ¢o thé lam tang nguy co gy ton thuong co, nghiém trong nhat 1a tiéu co van, thin hu din
dén suy than va cé thé gay tir vong

PHU NU' CO THAI VA CHO CON BU

Rosuvastatin chdng chi dinh trén phu nit ¢6 thai va cho con bu.

Phy nit ¢6 thé mang thai nén sir dung cic bién phap ngtra thai thich hop.

Vi cholesterol va cac san pham sinh tdng hop cholesterol khac [a ciin thiét cho sur phét trién bao thai,
nén nguy co tiém tang do irc ché men HMG-CoA reductase s& chiém wu thé hon loi ich cta viée diéu
tri bing rosuvastatin trong sudt thoi gian mang thai. Céc nghién ciru trén dong vat cho thay c¢6 nhitng
hfmg chimg gioi han vé doc tinh tén hé sinh san. Néu bénh nhan coé thai trong khi diéu tri bing
rosuvastatin thi nén ngung thude ngay lap tirc.

O chudt, rosuvastatin bai tiét qua sira, Khéng 6 div liéu tuong (g vé sy bai tiét qua sira & nguoi.

TAC DUNG KHONG MONG MUON

Cic phan tmg ngoai vy duoc ghi nhdn khi ding rosuvastatin thuong nhe va thoang qua.

Trong cdc nghién ciu lam sang co ddi chimg, c6 dudi 4% bénh nhén diéu tri bang rosuvastatin rit khoi
nghién ciru do bién ¢d ngoai .

Tan sudt cua cae phan (mg ngoai y nhu sau: thuomg gip (>1/100. <1/10). it gip (>1/1000. <1/100),
hiém gap (>1/10.000, <1/1000), rit hiém gip (<1/10.000).

Roi loan hté mién dich

Hicm gdp: cae phan img qua man ké ca phit mach.

Roi loan hé nii tiét

Fheong gap: dai thao duong
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Réi logn tam thin
Téan 56 khéng rd: tram cam

Réi loan hé thin kinh

Thirong gap: nhic dan, chong mat.

Rdt hiém gap: bénh da day than kinh, giam tri nhé.

Tan 56 khong ra: bénh ly than kinh ngoai bién, réi loan gide ngn (bao gdm mat ngii, 4 mong), suy

giam nhan thirc.

Rbi loan id Iu“fp. long ngure va trung thiit

Tén 56 khéng ra: ho, kho thé.

Réi logn hé tiéu hod

Thiromg gdp: tao bon, budn nén, dau bung.

Hiém gdp: viém tuy.

Tén 56 khong ré: tiéu chay. .
Réi logn da va mé dudi da

It gdip: ngra, phat ban va mé day.

Tén so khéng ré: hoi chimg Steven-Johnsons.

Roi loan hé co xwwong, mé lién két va xuwong

Thirong gap. dau co.

Hiém gdp: bénh co, tiéu co van.

Réit hiéni zap: dau khop.

Tén 56 khong ré: tén thuong gan, bénh ly hoai ttr co qua trung gian mién dich.
Cic rii logn tong quit:

Thieong gap: suy nhuoc.

Giong nhu cae chat e ché men HMG-CoA reductase khae, tan sudt xay ra phan (mg ngogi y co

Fdac dong trén thin: Protein nic¢u. duoce phat hién bang que thir va ¢é ngudn goc chinh tir ong thin, di

Khuynh hudng phu thude liéu sir dung, ‘
duoc ghi nhan ¢ nhimg bénh nhin dicu tri bang rosuvastatin. Su thay doi luong protein ni¢u tir khong |

¢6 hodc chi co vét dén duong tinh -+ hofic cao hon di duge nhin thiy & < 1% bénh nhan khi diéu tri

I

bang rosuvastatin 10 mg va 20 mg va khodng 3% bénh nhédn khi di¢u tri bang rosuvastatin 40 mg.
Luong protein ni¢u tang nhe tir kKhéng co hode ¢6 vét dén duong tinh + duge ght nhin o lieu 20 mg.

NI

Trong hau hét cac truomg hop, protein ni¢u giam hodc (r bién mat khi liép tuc diéu tri va khong phai Ia
dau hiéu bao trude cta bénh than cip tinh hay tién trién.

Tdc dong trén hé co-xwong: Tac dong trén hé co-xuong nhu dau co, bénh co va mot sd hiém trudmg
hop tiéu co van di duge ghi nhian & nhimg bénh nhéin dwoc diéu tri bang rosuvastatin & tit cd cac licu
va dic biét ¢ licu > 20 my.

Tang ndng dé CK theo lidu dimg diwge quan sit thiy ¢ bénh nhan dimg rosuvastatin: phan lén céc
teuomg hop nhe. khong co triéu chimg va thodng qua. Néu ndng do CK tang (> 5 x ULN). viée dicu tri
nen ngung tam thoi.



Tdc dong trén gan: Cilng giong nhu cac chat te ché men HMG-CoA reductase khac, ting
transaminase theo lieu da dugce ghi nhidn 6 mot s6 it bénh nhén ding rosuvastatin; phan lén céac truong
hop déu nhe, khong co triéu chirng va thodng qua.

- PR £ A i - - A . X o . ~ . ~ - .
Bénh nhi tir 10 dén 17 tudi: Trong nghién ctru ¢6 doi chimg 12 tudn ¢ céc bénh nhi nam va bénh nhi
nir da co kinh nguyét, dir liéu vé tinh an toan va kha nang dung nap khi ding rosuvastatin Smg dén

- . . . . .
20mg moi ngay nhin chung tvong tu véi nhom gia duge.

Tuy nhién, sy tang creatin phosphokinase (CK) huyét thanh >10xULN duge ghi nhan nhiéu hon ¢
nhom bénh nhi dung rosuvastatin so vai nhém gia duge. 4 truong hop trong 130 (3%) bénh nhi diéu tri
bﬁng rosuvastatin (2 bénh nhan dung liéu 10mg, 2 bénh nhan ding liéu 20mg) bi tang CK >10xULN
so véi khong ¢ truomg hop ndo trong sb 46 bénh nhi dimg gia duoe.

Kinh nghiém trong qué trinh hru hanh thude:

Ngoai cic phan tmg dé cip & trén, cdc bién ¢6 khong mong mudn sau ciing duge ghi nhin trong quéa
trinh lyu hanh thube:

Réi loan hruyét hoce

Tdn sudt khdng ro; giam tiéu ciu.

R&i logn h gan-mit

Rét hiém gap: vang da, viém gan.

Hiém gidp: tdng men gan.

Roi loan hé sinh san vi tuvén vii

Tan sudt khéng ré: ni hod tuyén vi.

Thong bdao cho bidc 5T nhitng tdc dung khong mong muon gap phai kivi st dung thuoc.

QUA LIEU VA XU TRI

Khong ¢6 phuong phip didu tr dic hidu khi dung thude qua liéu. Khi qua liéu, bénh nhin nén duog
didu tri triéu chig va ap dung cdc bién phap ho tro khi cin (hiét. Nén theo doi chirc ndng gan va nf“m‘
d6 CK. Viée tham phan mau c6 thé khong co loi. ?

QUI CACH PONG GOI: Hop 3 vi x 10 vién nén bao phim.
BAO QUAN: Bao quin noi khd mat, dudi 30"C. Tranh dnh séng.
HAN DUNG: 36 thang ké tir ngay san xudt.

Khong dang thudce ki hét han st dung.

DOC KY HUGNG DAN SU DUNG TRUGC KHI DUNG.  § . 2ainf?

NEU CAN THEM THONG TIN, XIN O] Y KIEN BAC ST, _ TUQ.CUC TRUSNG
GIU THUOC TRANH XA TAM TAY CUA TRE. P.TRUING PHONG
San xuit bai: MSN LABORATORIES PRIVATE LIMITED Pham Gthi Vin Hanh

Plot No 42, ANRICIH Industrial Estate. Bollaram. Medak District-502323, Telangana. An Do.
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