26 A VN

1

ké don Hop 10 vix 10 vién

Rosuvastatin Tablets 10mg
LIPIROZ-10

LIPIROZ-10¢

. i o _;E‘:‘: N .
b/ N
| \
(Gme)
[\

Thanh phén: Méi vién nén bao phim chira:
Rosuvastatin calc
trrong duong Rosuvastatin 10 mg

Béo quan: noi thoang mat, khé rao, nhiét d6 dwéi 30°C.
Tiéu chuan: nha san xufét

Chi dinh, cach diing, chéng chi dinh,
céc théng tin khdc: xem trong t& hwdng din siv
dung kém thea

Doc ky hudng dér?sir dung trude khi dong|

DE xa t&m tay tré em
~ _ -
R Preffption only 1010 Tablets
” |
v
8 Rosuvastatin Tablets 10mg
N LIPIROZ-10
1
O f\i‘GMF'_f_]
axon
i Sén xuét tai;
AXON DRUGS PVT. LTD.,
148/128, Chennai - Bangalore Highway,
Chembarambakkam - 602 103,
Tamil Nadu, India. ———"
Nhé nhép khau: _=E
Nha San xut : 716 _g |
SPK !
S5168X : =
NSX : ==c
HD ——
) |
|
Sri Vaishnavi Graphics Pvt, Ltd., Remarks
26-1-2013=> Added Bar Code
Date 26-11-2009 by mail Spec. - 28-1-2013=> Changed Bar Code
Code No. Finishing
Size L-110, B-60, H-70 Embossing| -
DieNo. 140 |uPs| Foil
Colours | 4 => CMYK
Lﬂ@
=

https://trungtamthuoc.com/



wuw g9

ON Yoreg

eeq BN

'aleq "dx3

npeujwel ‘el 209
-wenyequeequay) femybiy

™

J GS€ ANOINVd Il
J ¥2e[g SS800id INOLNVd Il

npeujilue} ‘g0l 209
-weyequeequsy) ‘femybiy
uoxe
91/ roN "o BN

aloebueg-leuuayd 'gz1L/erl
. Aq 1puy 1 paanjoRyNUBY

“ALT1°LAd SONAA NOXYV

9L4 voN o1 By

uoxe
: K EIpU] Ul paJmaRNuUBHy

aJojeBueg-reuusud 'gzl/grl
"ULUT'1LAd S903A NOXY

ww €8 wwgg

Ww g|| 8zIs [104 [E}O]

wuw g9

https://trungtamthuoc.com/



R« Thube ké don
HUONG DAN SU DUNG THUOC
LIPIROZ-10
o Thudc ndy chi dimg theo don thude.
o Boc ky lneimg dan siv dung triede khi ditng. Néu can thém thong tin, xin hoi y kién bde sT
hodc dwpe st
o Théng bdo cho béc s7nhimg tdc dung khdng mong mudn gap phai khi sic dung thuéc.
«  Dé thuie xa tam tay (ré em.
Khong ding thuic qua han in trén bao bi.

. Tén thude: Lipiroz-10

[ 35 T S

. Thanh phin céng thire thube:

Méi vién nén bao phim chiia:

Hoat chat:

Rosuvastatin calci tuong duong Rosuvastatin 10 mg

Ta duoc:

Lactose (khan) 68,0 mg; calci hydrogen phosphat (khan) 26,0 mg; cellulose vi tinh thé (PH
102) 31,0 mg; crospovidon 12,18 mg; magnesi stearat 2,0 mg; hypromellose 3,0 mg; talc tinh
khiét 1,0 mg; titan dioxyd 14 mg: macrogol 6000 0.4 mg; sit oxyd do 0,16 mg; natri lauryl
sulphat 0,1 mg.

3. Dang biao ché: Vién nén bao phim

Mo ta: Vién nén bao phim mau hfing nhat, hinh thudn dai, hai mat hoi 16i, mot mat khéc chir
"AXON™,

4. Chi dinh:

Biéu tri tang cholesterol mdu

- Trén ngudi I6n va tré em > 6 tudi ting cholesterol mau nguyén phat (typ Ila ké ca ting
cholesterol mdu gia dinh kiéu di hop tir) hoic réi loan lipid mau hdn hop (typ 11b), diing nhu
bién phap hé tro ché do an khi dép ting khong day du vai ché do &n va bién phap diéu tri khéng
ding thude (vi du: luyén tap, giam cén).

- Trén ngudi 16n va tré em > 6 ting cholesterol méu gia dinh kiéu déng hop tir, dang nhu bién
phap hd trg ché do &@n va cdc lidu phap diu trj ha lipid khc (vi du: LDL apheresis) hodc ding
don ddc néu cdc lidu phap diéu tri trén khéng thich hop.

Phong ngtra cde bién cd tim mach

Phong ngira bién ¢d tim mach trén bénh nhan nghi ngér ¢6 nguy co cao bi bién ¢b tim mach dau
tién, ding nhu bién phép h tro dé diéu chinh cac yéu té nguy co khéc.

5. Cach dung, lidéu ding:

R
}
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Trude khi bat dau diéu tri, bénh nhén can tuan thu ché d6 an giam cholesterol tiéu chuan, ché
do nay nén duy tri trong subt thai gian diéu tri. Liéu dung can duoc ca thé hoéa theo muc tiéu
diéu tri va dép tng ctia bénh nhan.

Thudc cé thé dung vao bat ki thoi diém nao trong ngay, cung hoic khéng ctung thirc an.

Biéu 1ri tang cholesterol méu

Liéu khoi déu khuyén cdo 1a 5 hoac 10 mg/ldn/ngdy ding dudng ubng trén bénh nhin chua
tirmg sir dung statin hodic bénh nhan chuyén tir mét thude e ché HMG-CoA reductase khéc.
Viée lua chon liéu khai ddu nén phuy thuge vao né-ng d6 cholesterol cua tirng bénh nhan va nguy
co tim mach ciing nhir kha ndng xay ra cac phan tng bét loi. Co thé hiéu chinh liéu sau 4 tuin
diu tri néu cin thiét. Pa ghi nhan sy ting ty 1é x4y ra cac phan ung bt loi khi dang lidu 40
mg so v&i cac lidu thip hon, vi vay viée tang 1én mic liéu t8i da 40 mg chi nén xem xét trén
bénh nhén tang cholesterol mau muc dg ning c¢6 nguy co tim mach cao (dac biét véi bénh nhin
tang cholesterol mdu gia dinh), ma khéng dat muc tiéu diéu tri vdi mic lidu 20 mg va phai theo
doi thuomg quy. Khuyén céo cin c6 sur gidm sét ctia béc si chuyén khoa khi sir dung lidu 40
mg.

Phéng ngira cée bién cé fim mach

Trong mét nghién vé giam nguy co bién cé tim mach, lidu ding duge sir dung la 20 mg/ngay.

S dung cho tré em

Str dung cho bénh nhén nhi chi nén dugc thue hién bai bac si chuyén khoa.

Tré 6 — 17 tuoi

Tang cholesterol mau gia dinh kiéu di hop tir

Liéu khéi ddu trén tré tang huyét 4p méu gia dinh kiéu di hop tir 1a 5 mg/ngay.

- Tré 6 — 9 tudi ting huyét 4p mau gia dinh kiéu dj hop tu, khoang lidu dung thudng 1a 5 — 10
mg/lan/ngdy. An toan va hiéu qué ctia cac mirc liéu 1én hon 10 mg chwa duge nghién ciu trong
nhém doi tugng nay.

- Tré 10 - 17 tudi ting huyét 4p mdu gia dinh kiéu dj hop tir, khoang lidu ding thuong la 5 —
20/mg/lan/ngdy. An toan va hiéu qua cia cdc mirc lidu lén hon 20 mg chua dugce nghién ctru
trong nhom dbi tugng nay.

Hiéu chinh liéu theo dap img va kha niing dung nap ciia timg ca thé nhu khuyén céo didu tri
trén tré (xem phdn “Céc trudng hop cin than trong khi sir dung thude™). Tré cin tudn thi ché
dd #in giam cholesterol tiéu chudn trudc khi bt dau diéu tri béng rosuvastatin va nén duy tri
trong sudt qua trinh diéu tri.

Téang cholesterol mdu gia dinh kiéu dong hop tir

- Tré 6 — 17 tdi ting huyét 4p méau gia dinh kiéu ddng hop tir, liéu téi da khuyén cdo 1a 20

mg/lan/ngay.
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Liéu khéi dau tir 5= 10 mg/lan/ngay, phu thude vao tudi. can ning va tién st str dung statin.
Tang liéu lén mic liéu 16i da 20 mg/lan/ngay theo dap (ng va kha nang dung nap cua bénh
nhan nhu khuyén cdo diéu i trén tré (xem phin “Cac trudng hop can than trong khi su dung
thudce”). Tré cén tuén tha ché do @n giam cholesterol tiéu chuan trude khi bit dau diéu tri véi
rosuvastatin va nén duy tri ché dé nay trong suét qua trinh diéu tri.

Kinh nghiém diéu tri cac muc liéu 16n hon 20 mg trén nhém déi twong ndy con han ché.

Vién nén 40 mg khdng thich hop ding cho bénh nhén tré em.

Tré < 6 tudi

An toan va hiéu qua trén tré em < 6 woi chua dugce nghién clru, vi vdy rosuvastain khéng
khuyén cio sir dung trén nhém déi trong nay.

Swr dung cho nguvi eao tudi

Liéu khai ddu khuyén cdo cho bénh nhan > 70 tudi la 5 mg. Khong cén hiéu chinh liéu.

Sir dung cho bénh nhin suy chire niing thin

Khéng cén hiéu chinh liéu trén bénh nhan suy thin mac do nhe va trung binh. Liéu khai ddu
khuyén cdo cho bénh nhén suy thin mirc dé trung binh (d§ thanh thai creatinin < 60 ml/phut)
la 5 mg. Liéu 40 mg chong chi dinh cho bénh nhan suy than mirc d6 trung binh. Chéng chi
dinh dung rosuvastatin cho bénh nhén suy than mic do ning.

Sir dung cho bénh nhin suv gan

Su hap thu rosuvastatin khong tang trén bénh nhan c6 diém Child-Pugh < 7. Tuy nhién, su tang
hép thu duoc ghi nhén trén bénh nhan ¢6 diém Child-Pugh 8 va 9. Trén nhiing bénh nhén nay,
cin xem xét tién hanh danh gid chirc niang than. Chua c6 kinh nghiém diéu tri trén bénh nhan
c¢6 diém Child-Pugh > 9. Thude chéng chi dinh trén bénh nhan cé bénh gan hoat tinh.

Chiing toc

Téng hap thu duge da dugce ghi nhan trén ngudi Chau A. Lidu khéi ddu duge khuyén cdo 1 5
mg. Liéu 40 mg chdng chi dinh trén nhém déi turgng nay.

Da hinh di truvén

Vi cdc typ da hinh di truyén da xdc dinh c6 thé lam ting hap thu rosuvastatin. Véi nhirng bénh
nhén ¢é da hinh di truyén nay, khuyén céo st dung rosuvastatin lidu thip.

Liéu phap phi hop

Rosuvastatin la co chit cua nhiéu protein vin chuyén khac nhau (vi du: OATPIB1 va BCRP).
Khi sit dung ddng thoi rosuvastain véi thude lam ting nf‘mg do rosuvastatin trong huyét tuong,
nguy co dau co (ké ca tiéu co vén) ting do tang twong tac voi cdc protein véan chuyén nay (vi
dy: ciclosporin va thudc e ché protease gdm ritonavir + atazanavir, lopinavir va/hodc
tipranavir). Nén xem xét sir dung cdc thude thay thé vao bét ki khi nao c¢6 thé va néu cén, tam

ngimg diéu tri véi rosuvastatin. Trong truimg hgp, khong tranh khoi viée phdi hgp rosuvastatin
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véi cac thude trén, can can nhéc loi ich va nguy co, lidu ding rosuvastatin nén dugc xem xét
than trong.

6. Chong chi dinh:

Rosuvastatin chdng chi dinh trén bénh nhan:

- Mén cam véi rosuvastatin hodc bat ki thanh phan nao cia thudc.

- C6 bénh gan hoat tinh gdm ting transaminase huyét thanh dai dang, khong rd nguyén nhén
va ting transaminase huyét thanh bét ki qua 3 ldn gidi han trén thong thudng (ULN).

- Suy than mirc do nang (dd thanh thai creatinin < 30 ml/phuat).

- Dau co.

- Pang sir dung ciclosporin.

- La phu nir mang thai va dang cho con bi, phu nir ¢6 nguy co mang thai do khéng str dung céc
bién phap tranh thai thich hop.

Liéu 40 mg chéng chi dinh trén bénh nhan ¢é cic yéu 6 nguy co gy dau co/tiéu co vén, gbm
co:

- Suy than mac d¢ trung binh (d9 thanh thai creatinin < 60 ml/phut).

- Suy tuyén aiap.

- Ban théan hodc gia dinh cé tién sir rdi loan co di truyén.

- Tién sit bi bénh co khi sir sung véi thude e ché HMG-CoA khac hodc fibrat.

- Nghién ruou.

- Céc trrdng hop gy ting ndng do thude trong huyét tuong.

- Ngudi chau A

- Pang str dung fibrat

Tang nguy co ton thuong co khi sir dung statin dbng thai v6i cac thude sau:

- Gemfibrozil

- Céc thudc ha cholesterol mau nhom fibrat khéc

- Niacin liéu cao (> 1 g/ngay)

- Colchicin

7. Canh bio va than trong khi dimg thube:

Anh neong trén than

Protein niéu da dugc ghi nhdn trén bénh nhan didu tri vai lidu cao rosuvastatin, dic biét khi
diing lidu 40 meg. tinh trang nay thudng thodng qua va gian doan & hdu hét cic bénh nhan.
Protein niéu khéng phai 1a dfu hiéu tién triéu cia bénh thin c¢ip hay bénh thén tién trién. Ty 1¢
vé cdc bién cb bét lgi nghiém trong lién quan dén than dugc bdo cdo sau khi thude luu hanh
trén thi trudng cao hon khi ding ligu 40 mg. Cén xem xét danh gid chire niing thén trong sudt
qud trinh theo d&i bénh nhin diéu tri voi mie lidu 40 mg.

Anh heong trén co xuong

-
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Ting nguy co tdn thuong co khi st dung rosuvstatin dong thoi véi cac thube sau:

- Gemfibrozil

- Céc thude ha cholesterol mau nhém fibrat khac

- Niacin lidu cao (> | g/ngay)

- Colchicin

Tac dong 1én co xuong nhu dau co, bénh co va hiém gip hon la tiéu co véan, duge ghi nhan
trén bénh nhén ding rosuvastatin & tat ca muc liéu, dic biét vai liéu > 20 mg. Rét hiém cac
truong hop tiéu co van duoce ghi nhan khi phdi hop ezetimibe véi thude (e ché HMG-CoA
reductase. Tuy nhién, khong thé loai trir cdc tuong tic duge luc hoc va can than trong khi phoi
hop. Ciing nhur cac thude tic ché HMG-CoA reductase khdc, theo bio cdo ghi nhan, ty 1€ xay
ra tidu co van cao hon khi ding rosuvastatin liéu 40 mg.

Do Creatin Kinase

Cin nhiic theo ddi creatin kinase (CK) trong trudng hop:

+ Trude khi diéu tri, xét nghiém CK nén duge tién hanh trong nhiing trudng hop: Suy giam
chic nang than, nhuoc gidp. tidn sir ban than hoic tién sir gia dinh mic bénh co di truyén, tién
sir bi bénh co do st dung statin hodc fibrat truée doé, tién str bénh gan va‘hoic ubng nhiéu ruou,
bénh nhin cao tudi (> 70 tudi) cé nhitng yéu & nguy co bi tiéu co van, kha nang xay ra tvong
tac thube va mét sb débi trong bénh nhén dac biét. Trong nhiing trudng hop nay nén can nhic
loi ich/nguy co va theo ddi bénh nhan trén lam sang khi diéu tri bang statin. Néu két qua xét
nghiém CK >3 Jdn gidi han trén cua mire binh thudng, khéng nén bat dau diéu tri bing statin.
+ Trong qud trinh diéu tri bing statin, bénh nhén cén théng bao khi c6 céc biéu hién vé co nhu
dau co, cing co, yéu co ... Khi ¢é cac biéu hién nay, bénh nhén cin lam xét nghiém CK dé co
cac bién phap can thiép phu hop.

Tricde khi diéu tri

Rosuvastatin, ciing nhu céac thude rc ché HMG-CoA reductase khac, nén chi dinh than trong
vai bénh nhan 6 yéu té nguy co gdy dau co/tiéu co van. Céc yéu té nguy co gdém co:

- Suy chire nang than

- Suy tuyén gidp

- Tién sir ban than hodc gia dinh ¢6 rdi loan co di truyén.

- Tién sir bi bénh co khi str dung thuée tre ché HMG-CoA khéc hoic fibrat.

- Nghién rugu

- Tuéi > 70

- Céc truomg hgp giy ting nong d6 thude trong huyét tuong

- Pang su dung fibrat

<

https://trungtamthuoc.com/



Trén nhitng bénh nhén nay, cin cin nhic giira loi ich va nguy co khi chi dinh diéu tri. khuyén
céo theo doi lam sang. Néu néng d6 CK tang rd rét o thai diém ban dau (>5xULN), khong nén
bat dau diéu tri.

Trong khi diéu tri

Yéu cau bénh nhan théng bdo ngay cho can bd y té khi cé tinh trang dau, yéu co hoiic chudt rit
khéng r6 nguyén nhan, dic biét néu kém theo kho chiu hodc s6t. Can do noéng d6 CK trén
nhitng bénh nhan nay. Ngimg diéu tri néu néng do CK ting r6 rét (>5xULN) hoiic néu tricu
chimng vé co nghiém trong va giy ra tinh trang khé chiu hang ngiy (ké ca khi CK < SXULN).
Néu céc trigu chirng duge cai thién va ndng dd CK tré vé gidi han binh thudmng, c6 thé xem xét
tai str dung rosuvastatin hoic mot thude tic ché HMG-CoA reductase thay thé véi mirc lidu
thip hon, két hgp theo ddi chit ché. Kiém tra dinh ki ndng dé CK trén bénh nhéan khong ¢6
triéu chimg khéng dugc dam bao. Rét hiém béo cdo vé hoai tir co qua mién dich trung gian
(IMNM) trong va sau khi diéu trj véi statin, ké ca rosuvastatin. Dau hiéu IMNM trén 1am sang
la yéu co va tang creatin kinase huyét thanh, tinh trang nay kéo dai dai ding ké ca khi da ngimng
diéu tri statin.

Trong céce thir nghiém 1am sang, khong cd b.%mg chiing vé viéce tdng anh hudng [én hé co xuwong
trén mot sb it bénh nhén ding rosuvastatin va lidu phép phdi hop. Tuy nhién, tan sut ting dau
co va bénh co dugc quan sat thé}' trén bénh nhén khi sir dung cac thudc rc ché HMG-CoA
khac ciing v&i dan xudt fibric acid gdm cé gemfibrozil, ciclosporin, nicotinic acid, thudc chéng
nam loai azole, thudc tic ché protease va khdng sinh macrolid. Gemfibrozil tdng nguy co gay
dau co khi diang d(;mg théi véi cdc thude e ché HMG-CoA reductase. Vi viy, viéc phbi hop
giita rosuvastatin va gemfibrozil khong duge khuyén céo. Can can nhic loi ich va nguy co khi
st dung ddng thai rosuvastatin véi fibrat hode niacin. Chdng chi dinh phéi hop rosuvastatin
liéu 40 mg voi fibrat.

Khéng diing ddng thdi rosuvastatin véi acid fusidic dang hap thu toan than hodc trong vong 7
ngay sau khi ngimg diéu tri v6i acid fusidic. Nging statin trong thoi gian st dung acid fusidic
& bénh nhan cin thiét phai diéu tri véi acid fusidic. Mot sb truong hop tidu co van (ké ca tr
vong) da duge ghi nhén khi diing déng théi acid fusidic va statin. Bénh nhan cin théng béo vdi
can bd y té ngay lap tirc néu thdy xuit hién céc triéu chimg yéu co, dau co hodc mém co. Liéu
phép statin c6 thé dugc tai chi dinh 7 ngay sau khi nging acid fusidic. Truong hop diéu tri acid
fusidic kéo dai 1a cin thiét, vi dy diéu tri nhi€m tring ning, chi nén xem xét phdi hop
rosuvastatin va acid fusidic trén timg trudmg hop cu thé va co su gidm sat chit ché cia bic si
chuyén khoa.

Rosuvastain khéng nén ding trén bénh nhén cé bénh co ¢ép tinh tién trién nghiém trong holc

din dén suy than tién trién th phat hotic tiéu co van nhur nhidm tring huyét, ha huyét ép, phiu
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thuat I6n, chin thuong. réi loan chuyén hoa, réi loan ndi tiét va dién giai hoac déng kinh khéng
kiém soat duoc.

Anh lieomg 1rén gan

Ciing nhu céc thude tic ché HMG-CoA khéc, rosuvastatin nén dugc dung than trong trén bénh
nhén uéng qua nhiéu ruou va/hodc ¢ tidn sir bi bénh gan.

Khuyén céo kiém tra chic nang gan trude va 3 thang ké tr khi bat dau didu tri. Ngimg hodc
giam liéu rosuvastatin néu nong do transaminase huyét thanh 16n g4p 3 lan gioi han trén binh
thutmg. TV 1¢ xdy ra cac bién ¢ trén gan sau khi luu hanh trén thi trudng dugce bio cio cao
hon khi ding liéu 40 meg.

Vai bénh nhin ting cholesterol mau thir phat do suy tuyén giap hodc hdi chimg than hu, cin
diéu tri cdc bénh niy trude khi bt diu sir dung rosuvastatin.

Chung tée

Nghién ctru duge déng hoce cho thiy cé su tiing hép thu trén bénh nhan 1a ngudi chiu 4.
Thuée tre ché protease

Tang hép thu rosuvastatin duoc ghi nhén trén bénh nhan dung ddng thoi rosuvastatin v6i cic
thudc trc ché protease khac trong liéu phap phdi hop véi ritonavir. Can xem xét loi ich lam
giam lipid khi sir dung rosuvastatin trén bénh nhan HIV dang diing thuéc wrc ché proteasc va
nguy co lam ting ndng do rosuvastatin trong huyét twong khi bit dau va khi tang liéu
rosuvastatin trén bénh nhan dwoc diéu tri vdi thude te ché protease. Khéng khuyén céo sir dung
dong thoi rosuvastatin va thude ire ché protease trir khi diéu chinh liéu rosuvastatin.

Khing dung nap lactose

Bénh nhdn khéng dung nap galactose di tmyén, thiéu hut Lapp lactose hodic kém hép thu
glucose-galactose khéng nén ding rosuvastatin.

Bénh viém phoi ké

Mét s6 hiém trudng hop dugc béo cdo bi viém phéi ké khi didu tri véi statin, dic biét Ia khi
diéu trj kéo dai. Cdc biéu hién nhu khé the, ho khong c6 dom va suy gidm strc khoe tdng quat
nhu (mét méi, giam cin va sbt). Can ngimg diéu tr statin trén bénh nhan nghi ngd viém phdi
k& tién trién.

BDdi thao dwrong

Mbt sé bing chiing cho thdy ring statin lam ting glucose mau va trén médt s bénh nhan co
nguy co cao dai thao dudng, c6 thé giy ting dudng huyét dén mirc cAn ché d6 cham séc cho
ngudi thue su bi dai thao dudng. Tuy nhién, nguy co ndy tang do tac dung giam nguy co v&
mach m4u khi ding statin, vi thé khong can ngimg statin. Bénh nhén ¢6 nguy co (glucose lic
déi 5,6 — 6,9 mmol/l, BMI >30 kg/m?, ting triglyceride. ting huyét ap) nén dugc theo doi ca

vé mat lam sang v can 1am sang theo cdc hudng din didu tr.
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Trong nghién ctru JUPITER trén hau hét bénh nhéan ¢6 glucose lic doi la 5,6 — 6,9 mmol/l, ty
I ddi thdo dudng & nhom ding rosuvastatin 1 2,8% so véi 2,3% & nhém gia duoc.

Tré em

Sy tang truong (chiu cao), can ning, BMI, va cdc dic tinh phat trién gigi tinh thi phat trén tré
6 — 17 wdi st dung rosuvastatin bj han ché trong khoang thai gian 2 ndm. Sau 2 ndm, khéng
con dnh hudng dén chiéu cao. can nang, BMI hoic phat trién gidi tinh.

Trong mdt thir nghiém lim sang trén tré em ding rosuvastatin trong 52 tudn. CK ting
>10xULN va tri€u chimg co sau khi tédp Juyén hodc ting hoat dong thé luc xuit hién thudng
xuyén hon khi quan sdt trén cdc thi nghiém tién hanh trén ngudoi lon,

8. S dung thude cho phu nii ¢6 thai va cho con bi:

Théi ky mang thai

Rosuvastatin chéng chi dinh cho phu nit ¢6 thai.

Nén sir dung cac bién phap tranh thai thich hgp khi dang diéu tri v&i rosuvastatin. Vi cholesterol
va cdc san phim ciia qud trinh sinh tong hop cholesterol can thiét cho su phat trién cua thai nhi,
nguy co giy ra do thude irc ché HMG-CoA reductase vugt tri so véi loi ich diéu tri thu dugc
trong thoi ki mang thai. Cac nghién ciru trén déng vat cung cp bing chimg vé dac tinh sinh
san nhung dir liéu con han ché. Néu bénh nhan mang thai trong thdi gian diéu tri, cin ngirng
rosuvastatin ngay lap tuc,

Théi ky cho con bu

Rosuvastatin chdng chi dinh cho phu nir dang cho con bu

9. Anh huéng cia thude 1én kha ning lai xe, vin hanh may maéc:

Thude ¢6 thé gy chong mit, vi thé cn thin trong khi 14i xe va van hanh may méc

10. Tuong tic, twong Ky ciia thube

Anh huomg ctia cdc thude khde dén rosuvastatin khi dime phéi hop

Thube ke ché protein vin chuyén: rosuvastatin 13 co chit ciia cdc protein vén chuyén nhu
protein vén chuyén vao gan OATPIBI va vén chuyén ra ngoai gan BCRP. Ding déng thoi
rosuvastatin voi cic thude (e ché cdc protein nay c6 thé din t6i lam tang néng d6 rosuvastain
trong huyét tuong va ting nguy co giy bénh co.

Ciclosporin: Khi phdi hop rosuvastatin va ciclosporin, AUC ctia rosuvastatin trung binh ting
gép 7 1dn so véi binh thuong. Thude chéng chi dinh trén bénh nhin dang ding ciclosporin. Su
phédi hop ny khéng lam thay dbi ndng dé cia ciclosporin trong huyét twong.

Thudc ke ché protease: Vie sir dung ddng thosi cde thude ha lipid mau nhém statin véi céc
thubc diéu tri HIV va viém gan sidu vi C (HCV) c6 thé lam ting nguy co giy tdn thuong co,
nghiém trong nhit Ia tiéu co vén, thin hu din dén suy than va c6 thé giy tir vong. Trong mot
nghién ciu duoe dgng, ding rosuvastatin 10 mg cing véi mét thube phéi hop gitra hai hoat

chit trc ché protease (300 mg atazanavir/100 mg ritonavir) trén ngudi tinh nguyén khoe manh
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da cho thiy AUC va Cmax clia rosuvastatin twong ung tang gftp 3 va 7 lan so véi gia tri binh
thuong. Co6 thé xem xét phdi hop rosuvastatin va thude tic ché protease khi diéu chinh liéu
rosuvastain dua trén tinh trang ting rosuvastatin.

Gemfibrozil vi thubc ha lipid kkdc: Ding ddng thoi gemfibrozil va rosuvastatin lam AUC va
Cmax Clia rosuvastatin ting gép 2 lan so véi gid tri binh thudng.

Dua trén dU liéu thu dugc tir cac nghién ciru riéng biét, twong tac véi fenofibrat khéng cd v
nghia vé miat duoc dong hoc, tuy nhién ¢ thé gay twong tdc duge luc hoc. Ting nguy co ton
thuong cor khi st dung rosuvastatin dong thoi véi cae thude sau: gemfibrozil, cac thude ha
cholesterol mau nhom fibrat khac, niacin liéu cao (> 1 g/ngay), vi cic thude nay da ¢6 thé giy
bénh co ngay ca khi sir dung don déc. Chéng chi dinh diing rosuvastatin liéu 40 mg véi fibrat.
Nén bit ddu véi liéu 5 mg.

Colchicin: Tang nguy co tn thuong co khi sir dung rosuvastatin dong thoi vai colchicin.
Ezetimibe: Két hop rosuvastatin 10 mg véi ezetimibe lam AUC cua rosuvastatin ting gip 2
lin trén bénh nhén ting cholesterol mau. Khéng thé loai trir tuong tac duge luc hoc, su phéi
hop nay cd thé gy ra cac bién cb bt loi.

Antacid: Dung dong thoi rosuvastatin véi antacid chira nhém, magnesi hydroxyd lam tang xép
xi 50% ndng do rosuvastatin trong huyét twrong. Anh hudng nay duoc cai thién khi ding antacid
2 tiéng sau khi diing rosuvastatin. Chua cé nghién ctru 1am sang thich hop cho tuong téc nay.
Erythromycin: Ding dong thai rosuvastatin va erythromyecin lam tang 20% AUC va 30% Cmax
clia rosuvastatin. Tuong tac nay ¢d thé lam ting tac ddng cua erythromycin trén nhu dong rudt.
Enzym cytochrom P450: Két qui o cic thir nghiém in vitro va in vivo cho thiy rang
rosuvastatin khong trc ché, cling khdng cam tmg véi céc cytochrom P450 isoenzym. Ngoai ra,
rosuvastatin 1a co chit yéu véi cic isoenzym nay. Vi vy, khéng xay ra tuong tac véi cac thude
chuyén héa trung gian qua cytochrom P450. Khong quan sat thiy tuong tic ¢é y nghia [im
sang giira rosuvastatin vai fluconazol (trc ché CYP2P9 va CYP3A4) hoac ketoconazol (¢ ché
CYP2A6 va CYP3A4).

Cic twang tic can hiéu chinh lidu rosuvastatin (xem bang 2): Khi sy phéi hop giira
rosuvastatin va cac thudc lam ting hdp thu rosuvastatin la can thiét, can hiéu chinh lidu
rosuvastatin. Liéu khéi ddu 2 5 mg/lin/ngay néu AUC ting gAp 2 lin hoiic cao hon. Liéu dung
tdi da hing ngay nén dugc didu chinh dé ndng do hip thu cla rosuvastatin khéng vugt quéi
néng d6 khi dung rosuvastatin don doc liu 40 mg/ngay, vi du rosuvastatin 20 mg vai

gemfibrozil (tang 1,9 l4n), v rosuvastatin 10 mg véi ritonavir/atazanavir (tang 3,1 1dn)

Bing 2: Anh hwong ciia cic thudc khic dén sy hip thu cia rosuvastatin khi ding phﬁi
hop (AUC; sip xép theo thir ty giam dén) tir cic nghién cirn 1am sang

Phic da liéu thudce tuong tic Phic do licu | Thay ddi AUC

rosuvastatin rosuvastatin®
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Ciclosporin 75 - 200 mg, 2 lan/ngay, 6

10 mg, 1 lan/ngay. 10

7.1 1an 1

thang ngay

Atazanavir 300 mg/ritonavir 100 mg. I | 10 mg, liéu duy nhét 3.1 lan 1
lin/ngay, 8 ngay

Simeprevir 150 mg. 1 lan/ngay, 7 ngay 10 mg, liéu duy nhat 2,8 lan 1
Lopinavir 400 meg/ritonavir 100 mg. 2 | 20 mg, | lan/ngay, 7 ngay | 2,1 1an 1
[a"mfng&y, 17 ngay

Clopidogrel 300 mg liéu nap, sau d6 75 mg | 20 mg, liéu duy nhat 2 lan 1
moi 24 gid

Gemfibrozil 600 mg, 2 lin/ngay, 7 ngay | 80 mg, lidu duy nhat 1,9 lan 1
Eltrombopag 75 mg, | lan/ngay, 5 ngay | 10 mg, liéu duy nhét 1,6 lan 1
Darunavir 600 mg/ritonavir 100 mg, 1| 10 mg, I lan/ngay. 7 ngay | 1,5 lan 1
lan/ngay, 7 ngay

Tipranavir 500 mg/ritonavir 200 mg/2 | 10 mg, liéu duy nhat 1,4 lan 1
lan/ngay, 11 ngay

Dronedarone 400 mg, 2 lan/ngay Khéng c6 dir liéu 1,4 1an 1
Itraconazole 200 mg, 1 lin/ngay, 5 ngay | 10 mg, liéu duy nhét **].4 |an 1

Ezetimibe 10 mg, 1 lan/ngay, 14 ngay

10 mg, 1 lan/ngay, 14

*%]1 .2 1an 1

ngay

Fosamprenavir 700 mg/ritonavir 100 mg, | 10 mg, liéu duy nhat Khong dbi
2 lin/ngay, 8 ngay

Aleglitazar 0,3 mg, 7 ngay 40 mg, 7 ngay Khéng déi
Silymarin 140 mg, 3 lan/ngay, 5 ngay 10 mg, liéu duy nhat Khéng dbi
Fenofibrate 67 mg, 3 lan/ngay, 7 ngay 10 mg, 7 ngay Khong déi
Rifampin 450 mg, | lan/ngay, 7 ngay 20 mg, liéu duy nhét Khong doi
Ketoconazole 200 mg, 2 lan/ngdy, 7 ngdy | 80 mg, liéu duy nhat Khong dbi
Fluconazole 200 mg, 1 lan/ngdy, 11 ngay | 80 mg, lidu duy nhét Khong dbi
Erythromycin 500 mg, 4 ldn/ngdy, 7 ngay | 80 mg, liéu duy nhat 20% |
Baicalin 50 mg, 3 lan/ngay, 14 ngay 20 mg, liéu duy nhat 47% |

don doc

ty 1€ dang ké nhét

* Céc dir dang x-lén, bi€u thi ty 1& ndng do rosuvastatin khi ding phdi hop/ndng do

rosuvastatin khi dung don doc. Dir lidu dang % biéu thi sy khic biét % so v&i rosuvastatin

** Mot s nghién ctiu duge thyc hién véi rosuvastatin & liéu ding khéc, bang trén biéu thi

Anh huéng ciia rosuvastatin cde thude khde dén thude phoi hop

https://trungtamthuoc.com/
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Thudc khdng vitamin K: Ciing nhu céc thude e ché HMG-CoA reductase khéc. bat diu diéu
tri hodc ting liéu rosuvastatin & bénh nhén dang ding thudc khang vitamin K (nhu: warfarin
hodc thude chéng déng mau coumarin khéc) c6 thé lam ting chi s6 danh gid thoi gian dong
mau INR (International Normalised Ratio). Ngirng hodc giam liéu rosuvastatin ¢o thé lam giam
INR. Trong nhiing truomg hop nay, theo d&i INR dugce khuyén céo.

Liéu phdp thay thé bing thuic trink thai/hormon dwong ubng (HRT): Din g dong thai
rosuvastatin va thude tranh thai dudng udng lam tang AUC ethinyl estradiol va norgestrel tuong
tng 26% va 34%, vi thé cin can nhéc khi lua chon lidu thude tranh thai. Khéng cé cdc di liéu
duge dong khi ding rosuvastatin ciing véi HRT va do do énh hudng twong tw 1a khéng thé loai
trir. Tuy nhién, sur phéi hop nay dugc ding rong rai cho phu nir trong cdc thir nghiém [dm sang
va cho thay thude duge dung nap tét.

Cic thuic khic:

Digoxin: Dya trén dif li¢u tir cdc nghién ciru twong téc riéng biét, khong xay ra twong tac ¢6 y
nghfa ldm sing khi diing ddng thoi digoxin va rosuvastain

Acid Fusidic: Céc nghién clru twong téc giifa rosuvastatin va acid fusidic chua duoc thuc hién.
Nguy co vé bénh co ké ca tiéu co van c6 thé tang khi phéi hop acid fusidic duodng toan than
véi statin. Chua rd co ché tuong tic. Da cé béo cdo gay tiéu co van (ké ca tr vong) trén bénh
nhén khi phdi hop céc thube nay.

Trong trudng hop, sir dung acid fusidic dudng toan than 1a can thiét, khuyén cdo nging
rosuvastatin trong qua trinh diéu tri véi acid fusidic.

Tré em: Céc nghién ciru twong tic chi duge thyc hién trén ngudi l6n.

11. Tac dung khéng mong mudn ciia thude:

Téc dung khéng mong mudn clia rosuvastatin nhin chung nhe va thuong thodng qua. Trong
cdc thir nghiém lam sang c6 déi ching, chi it hon 4% bénh nhan diéu tri v&i rosuvastatin phai
ngirng diéu tri do gdp tdc dung khéng mong mudn.

Duya trén dir liéu tir cdc nghién ciru Iam sang va thuc té sit dung sau khi thude dwoc luu hanh,
céc tac dung khong mong mudn gip phai do rosuvastatin dugce trinh bay trong bang 3.

Téc dung khéng mong mudn dwoc phén loai theo tin suit, quy udc nhu sau:

Thuong gip (= 1/100 to < 1/10), it gap (> 1/1,000 to < 1/100), hiém giip (= 1/10,000 to <
1/1,000), rét hiém gip (< 1/10,000), khdng biét (khéng thé wée tinh tir di lidu ¢6 sin)

Biing 3. Tdc dung khéng mong mudn trén co sé die liéu tir cic nghién ctru lim sang va sau

Khiluu hanh trén thi truong

Hé co'quan | Thwong gap | it gap Hiém giip Rit hiém | Khong biét
gap
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Roi loan
mau va hé

bach huyét

Giam tiéu cau

A - -
Roi loan hé

- %
thong micn

Phan {rng qua

man ké ca

dich phi mach
Roi loan ndi | Dai thao
tidt dudng', ting
dudng huyét,
ting HbA I ¢
Roi loan Trim cam
tam than
Roi loan hé | Dau dau Da day than | Bénh than
thong thin | Chong mit kinh kinh ngoai
kinh Suy giam bién
nhén thirc Réi loan gidc
(nhu mét tri | nga (bao
nha, la gbm chimg
lan...) mat ngu va
ac mong)
Rai loan hd Ho
hip, ngue Kho tho
va trung
thét
Réi loan hé | Téo bén Viém tuy Tiéu chay
tiéu hoa Budn nén
Pau bung
Réi loan Tang Viang da
gan-mét transaminase | Viém gan
gan
Réi loan da Ngira Bénh co (ké Hoi chimg
va md dudi Phat ban ca viém co) Steven-
da May day Tiéu co va Johnson
Roi loan co | Dau co Bénh co (ké | Pau khép Réi loan day

xwong khiop

cd viém co)

Tiéu co van

ching, thinh

thoang bién
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vamb lien | chirg do dut

két déy chang
Hoai tu co
qua trung
gian mién
dich

Roi loan Pi tiéu ra

than va mau

dudmg tiét

niéu

Roi loan hé Ching wii to

sinh sdn va ¢ dan 6ng

tuyén vii

Roi loan Suy nhuoc Phu né

toan thé va
tai vi tri st

dung

'Tan suét gap phu thudc vio su c6 mat hay khong c6 mit cac yéu to nguy co (glucose mau

lic d6i > 5,6 mmol/l, BMI >30 kg/m?, ting triglyceride, tién sir ting huyét ap).

Ciing nhu céc thube trc ché HMG-CoA khéc, tan suit xudt hién cdc tic dung khéng mong mudn
¢6 xu huéng phu thude vao lidu.

Anh huwédng trén thin: Protein niéu dugc ghi nhén trén bénh nhén dang rosuvastatin. Nbng d6
protein trong nudc tiéu tir khéng phét hién duoc hodc c6 dau vét dén ++ hoic cao hon quan sat
thdy & <1% bénh nhan trong qué trinh didu tri rosuvastatin lidu 10 va 20 mg, x4p xi & 3% bénh
nhén diing rosuvastatin 40 mg. Nong d6 protein trong nuéc tiéu tir khéng phat hién dugc hoic
c6 déu vét dén + quan sét thiy & sb it bénh nhan ding lidu 20 mg. Hu hét truémg hop, giam
protein ni¢u hodc tr bién mat khi tiép tyc diu tri. Céc dif liéu lam sang va dit liéu sau khi thudc
lwu hénh trén thi truong khéng xdc dinh duge méi lién quan gitta protein niéu va bénh thin
cép/tién trién.

Di tiéu ra mau quan sat duoc trén bénh nhin diing rosuvastatin véi tan sudt thap.

Anh huwdng trén co xwong: Anh hudng trén co xuong nhu dau co, bénh co (ké ca viém co) va
tiéu co vén (hiém gip) 6 hoiic khong suy thin ghi nhén trén bénh nhan diing rosuvastatin & tat
ca mire liéu va dic biét la lidu > 20 mg.

Néng do CK tiang phu thude vao lidu trén bénh nhén dung rosuvastatin, da sb truéng hop la

nhe, khdng ¢4 trigu chiing va thodng qua. Néu ndng do CK ting (>5xULN) cén ngirng diéu tri.
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Anh hwéng trén gan: Cing nhu cac thuée e ché HMG-CoA khéc, transaminase tang phu
thude vao liéu duoc ghi nhéan trén s it bénh nhéan ding rosuvastain, da sb trudmg hop 1a nhe,
khong co triéu chimg va thodng qua.

Céc tde dung khing mong muon sau di dwge bdo cdo khi ding cdc statin:

R&i loan chire nang sinh duc

Bénh viém phdi k&, diac biét khi didu tri kéo dai

Ty 1€ tiéu co van, bién cb trén than va gan nghiém trong (chu }’éu la ting transaminase gan)
cao hon khi ding liéu 40 mg.

Tré em: Tén sudt ting creatin kinase >10xULN va cdc tri¢u ching co sau khi tip luyén hoic
hoat ddng thé lwe ging sic & tré em thuémg giip hon trén ngudi 16n trong mot thir nghiém ldm
sang 12 tuan. Vi cac tinh trang khdc, dir liéu an toan trén rosuvastain & tré em tuong tu nhu
ngudi lan.

Théng bdo cho bdc sf nhitng tic dung khéng mong muon gip phiai khi diing thuéc.

12. Qua4 liéu va cach xi tri:

Céc triéu chimng quaé liéu gidng nhu céc tac dung khong mong muébn nhung véi muc d6 ning
hon.

Khéng cd thude diéu tri dic hiéu trong trudmg hop qua liéu.

Khi qua liéu, bénh nhan nén dugc diéu trj triéu ching va cac bién phép hd tro theo yéu ciu.
Theo ddi chiic ning gan va ndng dd CK. Loc mau khéng phai 1a bién phép ¢o lgi.

13. Dic tinh duge lve hoe:

Co ché hoat déng

Rosuvastatin la chét (rc ché chon loc va canh tranh trén men HMG - CoA reductase, Ia enzym
gidi han toc dd chuyén 3-hydroxy-3-methylglutaryl coenzym A thanh mevalonate, mdt tién
chit cia cholesterol. Vi tri tic dong chinh cua rosuvastatin 2 gan, co quan dich lam giam
cholesterol. _
Rosuvastatin 1am tang s6 thy thé LDL trén té bao bé mit gan, 1am ting hip thu va dj héa LDL
va tre ché tong hop VLDL & gan, vi véy lam giam tdng sé lwgng tiéu phan VLDL va LDL.
Téc dung dugc luc

Rosuvastatin lam gidm LDL-cholesterol, cholesterol toan phén va triglycerids, lam tang HDL-
cholesterol. Thude ciing lam giam ApoB, nonHDL-C, VLDL-C, VLDL-TG va lam ting ApoA-
I (xem bang 1). Thudc ciing Iam giam cdc ty 1& LDL-C/HDL-C, C toan phan/HDL-C va
nonHDL-C/HDL-C va ApoB/ApoA-I.

Bang 1: Sy dap ung litu trén cic bénh nhan ting cholesterol nguyén phit (typ Ila va IIb)
(thay d6i phin trim trung binh dwge didu chinh tir duwdmg co s&)

LDL- HDL- nonHDL- ApoA-

Dose N Total-C TG ApoB
& C C I
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Placebo | 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 - -38 4
10 17 -52 -36 14 -10 -48 -42 -
20 17 -55 -40 | 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

Hi¢u qua di¢u tri thu duge trong vong mét tuan sau khi bit dau didu tri v 90% déap Gng toi da
dat duroe trong 2 tuin va ddp (mg i da thuéng dat duge sau 4 tuin didu tri, téc dung nay duge
duy tri sau do.

Hiéu qua va an toan lam sane

Rosuvastatin ¢6 hiéu qua & nhém bénh nhan ngudi 16n tang cholesterol mau, ¢ hoic khéng
tang triglycerid mdau, khéng phu thude vao ching tdc, gidi tinh hoiic i tic va trén cac nhdm
déi twong dic biét nhu bénh nhan déi thdo dudng, hodc bénh nhén ting cholesterol mau gia
dinh.

Dir liéu gdp tir cac thir nghiém 1am sang pha 111 cho thiy rosuvastatin 6 hiéu qua diéu tri chinh
trén bénh nhén tang cholesterol méu typ Ila va I1b (néng d6 LDL-C trung binh ban déu khoang
4,8 mmol/l), khoang 80% bénh nhan dugc diéu trj rosuvastatin lidu 10mg dat duoc néng do
LDL-C dich theo hudng dan cua Hiép hoi xo vira dong mach Chau Au (EAS, 1998) vé ndng
do LDL-C (< 3 mmol/l).

Trong mdt nghién ctru thiét ké do lidu €p budc, thuc hién trén 435 bénh nhén tang cholesterol
mau gia dinh kiéu dj hop tr duge sir dung rovastatin tir 20 mg dén 80 mg. Moi lidu ding déu
cho thay lgi ich trén chi sb lipid va muc tiéu didu tri. Sau d6, khi diéu chinh chinh liéu thanh
40 mg/ngay (diéu tri trong 12 tudn), LDL-C giam 53%. 33% bénh nhan dat muc tiéu ciia EAS
vé ndng d§ LDL-C (<3 mmol/l)

Trong mét thit nghiém nhin mé, do liéu ép bude, 42 bénh nhin (trong dé co6 8 tré em) ting
cholesterol mau gia dinh kiéu di hop tir, duge dénh giad kha nang dap tng vai rovastatin tir 20
-40 mg. Trong toan by nhém nghién ciru, LDL-C trung binh giam 22%.

Trong céc nghién ciru lam sang c6 s6 lrgng bénh nhéan han ché, rosuvastatin cho thy tdc dung
hiép ddng trong viéc giam triglycerid khi phdi hop v6i fenofibrat va tée dung lam ting ndng
d$ HDL-C khi phéi hop vé&i niacin (xem phén “Céc truong hop thin trong khi st dung thude™).
Trong mét nghién ciru lam sang mii ddi, da trung tam, ¢6 d6i ching vai gia duge (METEOR),
984 bénh nhan tudi tir 45 dén 70 c6 nguy co mic bénh mach vanh thip (co thang diém
Framingham < 10% trong 10 nam) véi LDL-C trung binh 4,0 mmol/l (154,5 mg/dL), nhung c6
d4u hiéu xo vita dong mach can lim sang (dwoc phét hién bing d6 day néi trung mac déng
mach canh-CIMT) dugc chia ngau nhién sir dung 40 mg rosuvastatin/lin/ngay hofic gia duoc
trong vong 2 nam. Rosuvastatin 1am chdm r& rét toe do tién trién cia CIMT t6i da tai 12 vi tri

dong mach canh so véi gia duge, véi téc dd cham hon -0,0145 mm/nam (dé tin ciy 95% -
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0,0196 — 0,0093, p<0,0001). V&i nhém ding rosuvastatin mic do thay déi so véi ban dau la -
0.0014 mm/mam (-0,12%/nim (khong dang ké)) so v&i +0.0131 mm/nam (1,12%/mam
(p<0,0001) & nhém gia duge. Chua chimg minh duge mi twong quan truc tiép gitta viée giam
CIMT va giam nguy co cdc bién ¢ tim mach. Quén thé bénh nhéan trong nghién cru METEOR
¢é nguy co mic bénh mach vanh lhﬁp va khéng dai dién cho quan thé dich ctia rosuvastatin 40
mg. Liéu 40 mg chi nén dugc ké cho bénh nhén ha cholesterol mau muc d6 nang cd nguy co
mic bénh tim mach cao (xem phan “Liéu dung va cach dang™).

Nghién ciru JUPITER (Intervention Trial Evaluating Rosuvastatin), déanh gia tdc dung cuia
rosuvastatin doi vai su xuét hién céc bién ¢ xo vita dong mach trén 17802 nam giGi (=50 tubi)
va nir giéi (>60 tudi).

Nhitng ngudi tham gia nghién ciu duge chia ngdu nhién ding gia duoc (n=8901) hoiic
rosuvastatin 20 mg/lan/ngay (n=8901) va theo doi trong khoang théi gian trung binh 2 nam.
Néng d6 LDL-cholesterol gidm 45% (p<0,001) & nhém dung rosuvastain so vdi nhom gia
duge.

Trong phén tich post-hoc trén bénh nhan nguy co cao c6 thang diém Framingham ban dau
>20% (1558 bénh nhén), cho thay su giam dang ké diém két thuc két hop gdm c6 tir vong do
bénh tim mach, dot quy va nhdi mau co tim (p=0,028) & nhém diéu tri voi rosuvastatin so véi
nhém ding gia duge. Giam nguy co tuyét déi ty 18 xay ra bién cé & mdi 1000 bénh nhin-nim
la 8,8. Tong sb tir vong khong thay ddi trong nhém nguy co cao (p=0,193). Phan tich post-hoc
trén nhoém nguy co cao (9302 bénh nhan) ¢6 diém SCORE ban déu >5% (ngoai suy cho bénh
nhén trén 65 tudi) cho thiy c6 su giam déang ké diém két thiic két hop gbém ti vong do bénh tim
mach, dét quy va nhéi méu co tim (p=0.0003) & nhém diéu tri vdi rosuvastatin so véi nhém
dung gia duge. Giam nguy co tuyét dbi ty 1& xay ra bién c61a 5,1 & mdi 1000 bénh nhan-nim.
Téng sb tir vong khong thay ddi trong nhém nguy co cao (p=0,076).

Trong thir nghiém JUPITER, ¢6 6,6% bénh nhan nhém rosuvastatin va 6,2% bénh nhin nhém
gia dugc ngimg diéu tri do xuat hién bién c6 bt lgi. Céc bién b thuong gap nhét din t6i phai
ngung diéu tri gém ¢6: dau co (0,3% rosuvastatin, 0,2% gia duge), dau byung (0,03%
rosuvastatin, 0,02% gia dugc), va phat ban (0,02% rosuvastatin, 0,03% gia dugc). Cic bién ¢b
thudng giip nhat c6 ty & cao hon hodic twong duong véi khi dung gia duoc gdm ¢6 nhidm khudn
dudmg tiéu hoa (8,7% rosuvastatin, 8,6% gia duoc), viém miii-hong (7,6% rosuvastatin, 7,2%
gia duoc), dau lung (7,6% rosuvastatin, 6,9% gia duoc) va dau co (7.6% rosuvastain, 6,6% gia
dugre).

Tré em

Trong nghién ciru 12 tuén, ma doi, ngdu nhién, da trung tadm, c6 ddi chimg véi gia duoc (n=176,
96 nam va 79 nir), theo sau do la pha do liéu rosuvastatin, nhin ma&, 40 tuin, cac bénh nhin

ting cholesterol mau gia dinh kiéu di hop tir 10-17 tudi (day thi giai doan 11-V, nit di c6 kinh
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nguyét it nhat 1 nam) duge diing rosuvastatin 5, 10, 20 mg hodc gia duoc hing ngay trong vong
12 tuén va sau d6 tit ca dung rosuvastatin 115"1113 ngay trong vong 40 tudn. Tai thoi diém bat dau
nghién ctru, khoang 30% bénh nhén 10 -13 tudi va 17%, 18%, 40% va 25% day thi giai doan
IL TI1, IV va V tuong Gng.

LDL-C giam 38,3%, 44,6% va 50,0% khi ding rosuvastatin 5, 10 va 20 mg tuong tng so voi
0,7% khi ding gia duoc.,

Viao thoi gian cudi clia nghién ciru nhan ma 40 tuan, hiéu chinh 6i lidu dich, tang 1én lidu (6i
da 20mgfl£‘lm’ngéy, 70 trong sb 173 bénh nhan (40,5%) dat LDL-C dich <2.8 mmol/l.

Sau 52 tuén thir nghiém, thude khong anh hudng dén su phat trién, cén nang, BMI hodc sy phat
trién gidi tinh. Thu nghiém nay (n=176) khéng thich hop dé so sanh ty 1€ Xudt hién cac bién ¢
do thube.

Mot nghién ciru nhan md, 2 nam, do liéu tai liéu dich trén 198 tré ting cholesterol méu gia
dinh kiéu di hop tir tir 6-17 tudi (88 nam va 110 nit, ddy thi giai doan 11-V). Liéu khoi ddu o tat
ca bénh nhén 14 Smg/lin/ngay rosuvastatin. Bénh nhan 6-9 tudi (n=64) ¢6 thé tiang liéu Ién tdi
da 10 mg/lin/ngay va bénh nhan 10-17 tudi (n=134) Ién liéu t6i da 20 mg/lan/ngay.

Sau 24 thang diéu tri v&i rosuvastatin, phé’in trdm LS trung binh giam so véi gia tri LDL-C ban
dau -43% (ban dau: 236 mg/dL, thang 24: 133 mg/dL). Phén trim LS trung binh giam so véi
gié trj LDL-C ban déu -43% (ban déu: 234 mg/dL, thing 24: 124 mg/dL), -45% (ban ddu: 234
mg/dL, thang 24: 124 mg/dL) va -35% (ban diu: 241 mg/dL, thang 24: 153 mg/dL) tuong Ung
v6i cdc nhém 6 - <10, 10 - <14, 14 - <18 tudi.

Rosuvastatin 5, 10 va 20 mg ciing lam thay déi c6 y nghia thong ké cac gia tri lipoprotein va
lipid thir phat: HDL-C, TC, non-HDL-C, LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL-
C/HDL-C, ApoB, ApoB/ApoA-1. Céc thay ddi nay déu theo hudng cai thién dap umg lipid va
duy tri hon 2 nam.

Thudc khdng anh hudng dén sur phét trién, can niang, BMI hoic su phat trién gidi tinh sau 24
thang diéu tri.

Mot nghién ctru chéo, ngdu nhién, mi dbi, da trung tim, cé dbi chimg véi gia duoce, ding
rosuvastatin 20 mg/lin/ngay & 14 tré tir 6 — 17 tudi ting cholesterol mau gia dinh kiéu ddng
hop tir. Nghién ctru gdm pha hoat tinh 4 tuin trong d6 bénh nhén st dung rosuvastatin 10 mg,
pha ciit chéo 6 tuin trong do bénh nhén sir dung rosuvastatin 20 mg trude hoic sau khi ding
gia duge trong 6 tuin va pha duy tri 12 tudn trong do tit ca bénh nhén dung rosuvastatin 20
mg.

LDL-C gidm cd ¥ nghia théng ké (p=0,005) (22,3%, 85,4 mg/dL hoiic 2,2 mmol/L) di ghi nhan
sau 6 tudn ding rosuvastatin 20 mg so véi nhém ding gia duge. Sy giam c6 ¥ nghia thng ké
ctia C-toan phan (20,1%, p=0,003), nonHDL-C (22,9%, p=0,003), va ApoB (17,1%, p=0,024)
ciing dugc ghi nhin. TG, LDL-C/HDL-C, Total-C/HDL-C, nonHDL-C/HDL-C, and
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ApoB/ApoA-1 ciing giam sau 6 tudn diéu tri vai rosuvastatin 20 mg so vai gia duge. Nf‘mg do
LDL-C sau 6 tuan diing rosuvastatin 20 mg va 6 tudn ding gia duoc giam, va duoc duy tri sudt
liéu phap 12 tuén sau do.

Trong mét nghién ctu do lidu ép bude, nhan mo trén 7 bénh nhan (8 — 17 tudi) tang cholesterol
méu gia dinh kiéu déng hop tir, ty 1& giam LDL-C (21,0%), Total-C (19,2%), va non-HDL-C
(21,0%) so v&i ban ddu sau 6 tuin diéu tri rosuvastatin 20 mg tuong tu nhu di quan sat duoc
trong nghién ciru trén.

Hiép hdi duoe phim Chau Au (EMA) di bo quy dinh ndp két qua nghién ctu téc dung coa
rosuvastain trén nhdm ddi twong tré trong didu i tang cholesterol mau gia dinh kiéu dérng hop
o, roi loan lipid mau hdn hop nguyén phat va phong ngira cac bién ¢b tim mach.

14. Diic tinh dwgce djng hoc:

Hép thu

Néng do dinh cla rosuvastatin trong huyét tuong dat dugc khoang 5 gio sau khi udng. Sinh
kha dung tuyét dbi xap xi 20%.

Phan bd

Rosuvastatin duge hdp thu nhidu béi gan, 1a co quan chinh tdng hop cholesterol va thanh thai
LDL-C. Thé tich phan b ciia rosuvastatin xip xi 134L. Khoang 90% rosuvastatin lién két vgi
protein huyét twong, chi yéu 12 albumin.

Chuyén héa

Rosuvastatin it bj chuyén hoéa (khoang 10%). Nghién ciu chuyén héa in vitro trén té bao gan
ngudi cho thiy rosuvastatin 13 mot co chét yéu cia qua trinh chuyén hoa nha cytochrome P450.
CYP2C9 la isoenzym chinh tham gia chuyén hoa rosuvastatin, ngoai ra con c¢6 CYP2CI19,
CYP3A4 va CYP2D6 nhung it hon. Chat chuyén hoa chinh da xdc dinh l1a N-desmethyl va
lacton. N-desmethyl ¢6 hoat tinh it hon rosuvastatin 50%, trong khi d6 dang lacton dugc xem
nhu khéng cé hoat tinh lim sang. Rosuvastatin chiém hon 90% hoat tinh trc ché HMG-CoA
reductase trong tudn hoan.

Thai trir

Khoang 90% lidu rosuvastatin thai trir dudgi dang khong ddi qua phén (bao gém hoat chét dugce
hép thu va khéng dugc hip thu) va phin con lai thai trir qua nudce tidu, Khodng 5% thai trir
khéng ddi qua nudc tiéu. Théi gian ban thai khoang 19 gio va khéng kéo dai khi tang lidu. D6
thanh thai trung binh trong huyét twong x4p xi 50 1/gio (hé sb bién thién 21,7%). Ciing nhur cdc
chét irc ché HMG-CoA reductase khdc, rosuvastatin dugc hip thu vao gan nhé chit van chuyén
qua mang OATP-C, l1a chit van chuyén quan trong trong viéc thai trir rosuvastatin qua gan.

Péi tuong dic biét
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Tuéi vé gidi tinh: Tudi va gidi tinh anh hudng khong c6 y nghia dén dugc dong hoc cua
rosuvastatin & nguoi [ém. Su hip thu & tré ting cholesterol mau gia dinh kiéu di hop tr twong
dwong hodc thap hon ngudi Iém réi loan lipid mau.

Chiing téc: Nghién ciru duoc dong hoc cho théy. trung vi AUC va Cmax gép 2 1an trén nhém
ngudi Chau A (Nhit Ban, Trung Quéc, Philipin, Viét Nam va Han Quéc) khi so sanh vai nguei
Cap-ca: trung vi AUC va Cmax gap 1,3 lan trén nhém nguoi An D6, Phan tich duoe dong cho
thiy khac nhau khdng c6 ¥ nghia gita nhém ngudi Cap-ca va ngudi da den.

Suy chire nang than: Trong mdt nghién ctiu trén cac nham bénh nhan cé mire do suy chiic ning
than khéc nhau, bénh nhin cé bénh than nhe dén trung binh khéng anh hudng dén néng do
rosuvastatin hay N-desmethyl trong huyét tuong. Véi bénh nhan c6 mirc do suy than ning
(CrCl < 30 ml/phit) ndng dd rosuvastatin trong huyét tuong ting gép 3 1dn va nong do chat
chuyén hoa N-desmethyl ting gip 9 lin so véi nhoém ngudi khoe manh. Néng dd rosuvastatin
huyét twong giai doan bn dinh trén bénh nhéan loc mau cao hon gin 50% so véi nhom ngudi
khoe manh.

Suy gan: Trong mot nghién ciru trén cdc nhém bénh nhan c6 mire dd suy gan khac nhau, chua
chimg minh duge su ting hap thu rosuvastatin véi bénh nhan c6 thang diém Child-Pugh < 7.
Tuy nhién, 2 bénh nhén ¢6 diém Child-Pugh 8 va 9 cho thiy su ting hap thu cao gap it nhat 2
lan so vai bénh nhin c6 diém Child-Pugh thz‘ip. Khéng c6 nghién ctiu tién hanh trén bénh nhan
Child-Pugh trén 9.

Da hinh di truyén: Sy phan bé thude trc ché HMG-CoA reductase, ké ca rosuvastatin, lién quan
16 céc protein vén chuyén OATP1B1 va BCRP. Véi bénh nhén c¢é da hinh di truyén SLCOIBI
(OATP1B1) va/hoiic ABCG2 (BCRP) ¢ nguy co ting hip thu véi rosuvastatin. Pa hinh typ
SLCOI1BI1 ¢.521CC va ABCG2 c.421AA lam ting hap thu v&i rosuvastatin (AUC) so véi typ
SLCOIBI ¢.521TT or ABCG2 ¢.421CC. Viéc xdc dinh kiéu gen cu thé khong duoc thuc hién
trong thuc té trén 14m sang, nhumg vai bénh nhan da biét ¢6 kiéu da hinh di truyén nay dugc
khuyén cdo sir dung liéu thap rosuvastatin.

Tré em: Hai nghién ciru dugc déng hoc sir dung rosuvastatin (dang vién nén) trén tré em ting
cholesterol méu gia dinh kiéu di hop tir ti 10 — 17 tudi hodc 6 — 17 tudi (tdng 214 bénh nhan),
cho thiy sur hip thu & tré em tuong dwong hodic thip hon so véi ngudi 16n.

15. Quy cach déng goi: Hop 10 vix 10 vién

16. Didu kién bio quin, han ding, tiéu chufn chit lwgng ciia thude:

Piéu kién bao quin: Bao quan noi thodng mat, kho rdo & nhiét d¢ dudi 30°C.

Han ding: 36 thang ké tir ngdy san xudt

Tiéu chuén chat lrgng cia thude: Nha san xuét

17. Tén, dia chi co sé sdn xuét thude:

AXON DRUGS PVT. LTD.
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Dia chi: 148/12B, Chennai- Bangalore Highway. Chembarambakkam -602 103, Tamilnadu,
An Pa.
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