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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Calaum

Eq. lo Rosuvastalin Amg
Excpients s
Dosage !

As directed by the physician.
Storage : Store below 30°C.
Prolect from moisture.

Keep all medicines out of

reach of children,

Mifg. Lic. No.: GI25/1905
Manufactured by :

A zota

heaithicars i

Dot Nex 169, Rurat Bpecial Eonnamie Zone
Bachin, Sural- 304 230, {Gujsrat) Inti.

ZHPP180R00

-4 Eq. to Rosuvastatin
4 Excpierts 08,

M Manufacturad by :

1 A zofa

o SOASTAN TR g
'

B Each Uncoated Tablet Contains.

Rosuvastatin Calcium
2 mg

Dosage
As directed by the physician.

=] Storage; Stare below 30°C.

Protect from moisture.
Keep all medicines ot of

=1 reach of children.

Iig. Lic. No.: Gi261905

ZHPP1B0R0D

hasithcare ite

< Piot No 154, Suemt Specdal Economic Zone,
Sachin, Surat-384 230, {Guard) inda;
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Caleium

Eq. to Rosuvastatin 20mg
Excipients 0s.
Dosage :

As directed by the physician.
Storage : Store below 30°C.
Protect from moisture.

Keep all medicines out of
reach of children,

Mfg. Lic. No.: G/25/1905
Manufactumd by

A zota

hesitheare 114,

Plot Nei. 169, Sutat Specinl Econcmic Zones,
Sachan, Sural-394 230, (Gujaret) Inda.
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Each Uncoated Tablet Contains:
Rosvastatin Caleium

Eq. to Rosuvastatin
Excipients

Dosage :

As directed by the physician.
Storage - Store below 30°C.
Protect from maisiure.

Keep all medicines out of
reach of children.

Mfg. Lie. No.: 6/25/1905
Manufactured by :

A zofa

Mealthrare itd

Piat Mo 168, Surat Spedal Economic Zons,
Sachin, Surat-384 230, |Gujermt) India

20mg
qs.
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Caleium

Eq. to Rosuvastatin
Excipients

Dosage :

As drrected by the physician.
Storage : Store below 30°C.
Protect from maisture.

Keep all medicines out of
reach of children.

Mfg. Lic. No.: G/25/1905
Manufacturad by

A zota

heaithoar itd.

Pt Me 180, Burat Bpadol Economic Zona,
Sachin, Surat-394 230, |Gujarst] Indis

20mg
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ROSUNA-20

Each Unoated Tablet Containg:
Rosuvaslatin Calcium

Eq. to Resuvastalin 20mg
Excipients 0.8,
Dosage :

As directed by the physician.
Storage : Store below 30°C.
Protect from moisture.

Keep all medicines out of
reach of children.

Mfg. Lic. No.: G/25/1905
Manufacturad by

A zota

Nesttniare ng

Phot Mo 180, Surnt Special Econamic Tona
Sachin, Surai-394 230 (Gajarst] Inda.
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Calcium

Eq. fo Rosuvastatin 20mg
Excipients 08,
Dosage :

As directed by the physician.
Storage : Store balow 30°C.
Protect from molsture.

Keep all medicings out of
reach of children.

Mfg. Lic. No.: G/25/1905
Manufacturad by

A zota

heaitheate i1

Plol N 169, Suent Bpecinl Econamic fone.
Sachir, Sursl-384 230, {Gujarat) indis
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Calcum

Eq. fo Rosuvastatin 20mg

Exciients 0s.

As directed by the physician.
Storage . Store below 30°C.
Protect from moisture.

Keep all medicines out of
reach of children.

Mfg. Lic. No.: G/25/1905
Manufacturad by :

A zota

husithrary 1,

Pint M 185, Surat Specisl Economic Zons,
Sachin, Surmi-364 230, {Gujsraf) India.
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foil width 204 mm
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ROSUNA-20

Eath Uncoated Tablet Conlains:
Rosuvastatin Caldum

Eq. to Rosuvastatin 20mg
Excpients gs.
Dosage :

As directed by the physician.
Storage : Store below 30°C.
Prolect from molsture.

Keep all medicines out of

reach of children.

Mifg. Lic. No.: G/2511905 é
Manufactured by : =

&
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvaslatin Calcium

Eq. to Rosuvastatin 0mg
Excipients 15
Dosage:

As directed by the physician.
Storage ; Stare below 30°C.
Protect from moisture.

Keep all medicines out of
reach of children.

Mfg. Lic. No.: G25/1805
Manufactured by

A zota

healtheare 1,

ZHPP180R0D

PFint N 168, Surat Specal Ecmomic fone
Sachin. Surst-384 230, (Gujars) India

™ Manufactured by

1A Zota

A AN g
'

Each Uncoated Tablet Contains:

3| Rosuvastatin Calcium
4 Eq. to Rosuvastatin
4 Excipients 0s.

2Amg

Dosage :
As directed by the physician.

-] Siorage : Store below 30°C.
4§ Protect from molsture.

Keep all medicines out of

-} reach of children,

Mfg. Lic. No.: G/25/1805

ZHPP18IRI0D

heilthcare it

Plot No 169, Surat Spedal Economic Zone

A Sachin, Surat384 230, (Guiarat) India
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ROSUNA-20

Each Uncoated Tablet Contains:
Rosuvastatin Calcium

Eq. to Rostvastatin 20 mg
Excipients qs.

Dosage :

As directed by the physician
Storage : Store below 30°C.
Protect from moisture.

Keep all medicines out of
reach of children,

Mig. Lic. No.: GI25/1805
Manufactured by

A zota

haalthe e md

ZHPP 180RA0

Piot No. 189, Surat Spedal Econpmis Zone:
Sachin, Surnt-304 230, [Gugarat) Indka

Erem

PANTONE 273 M




Rx Thube ké don
HUONG DAN SUDUNG THUOC
ROSUNA-20
e Thuoc nay chi dimg theo don thudc
o Doc kit huedng ddn sw dung trude khi ding. Néu cin thém théng tin, xin hoi y kién bdc si
hode dugc si.
e Thing bdo cho bdc st nhitng tdc dung khdng mong m udn gdp phai khi su dung thudc.
o Dé thubc xa tam tay tre em.
o Khong dimg thuoc qud han in trén bao bi.
1. Tén thuée: ROSUNA-20
2. Thanh phin céng thire thube:
Mbi vién nén khong bao chira:
Hoat chat: Rosuvastatin calei trong duong rosuvastatin 20 mg
Ta dugce:
Microcrystallin cellulose (direct compressible), anhydrous tribasic calci phosphat (direct
compressible), lactose, magnesi stearat, talc tinh khiét, crospovidon.
3. Dang bio ché: vién nén khéng bao
M6 ta: vién nén khong bao mau tring, hinh tron, 18, mot mat ¢6 khia, mot mét phang
4. Chi dinh:
Diéu tr tang cholesterol mdu
- Trén nguoi 16n, thanh thiéu nién va tre em > 6 tuoi tang cholesterol mau nguyén phat (typ Ila
ké ca ting cholesterol mau gia dinh kiéu di hop tir) hodc roi loan lipid mau hon hop (typ 1Ib),
dung nhur bién phap hd trg ché d6 an khi dap tmg khéng day du vai ché do an va bién phap
diéu tri khong dung thude (vi du- luyén tap, giam can).
- Trén ngudi 16n, thanh thiéu nién va tré em > 6 tudi ting cholesterol mau gia dinh kiéu dong
hop tr, dung nhu bién phap h tro ché do an va cac liéu phap didu tr1 ha lipid khéc (vi du; LDL
apheresis) hodc ding don doc néu céc liéu phap diéu tri trén khong thich hop.
Phong ngwra cac bhién ¢o tim mach
Phong ngira bién ¢ tim mach trén bénh nhan nghi ngo cé nguy co cao bi bién ¢6 tim mach dau
tién, ding nhu bién phép hd tro dé diéu chinh cac yéu td nguy co khéc.
5. Ciich ding, liéu diing:
Trude khi bat dau diéu tri, bénh nhan cin tudn thi ché d6 an giam cholesterol tiéu chuin, ché
dd nay nén duy tri trong sudt thai gian diéu tri. Liéu ding can duge ca thé héa theo muc tiéu
diéu tri va dap g cua bénh nhan.

Thube ¢6 thé ding vao bt ki thai diém nao trong ngay, ciing hoac khong cung thirc @




Piéu tri tang cholesterol méu

Liéu khoi dau khuyén céo 1a 5 hoac 10 mg/lan/ngay diung duomg udng trén bénh nhan chua
ting st dung statin hoac bénh nhéan chuyén tir mot thude e ché HMG-CoA reductase khéc.
Viéc lua chon liéu khoi dau nén phu thude vao ndng do cholesterol cua tirng bénh nhan va nguy
co tim mach ciing nhu kha niing xay ra cic phan (g bat lgi. C6 thé hiéu chinh liéu sau 4 tudn
diéu tri néu can thiét.

Di ghi nhan sur tang ty 1€ xay ra cac phan tng bat loi khi ding lidu 40 mg so vai ede lidu thap
hon, vi vay viée tang lén murc liéu té1 da 40 mg chi nén xem xét trén bénh nhén tang cholesterol
mau mirc dé ndng c¢6 nguy co tim mach cao (ddc biét véi bénh nhan tang cholesterol mau gia
dinh), ma khong dat muc tiéu di¢u tri véi muc liéu 20 mg va phai theo doi thuong quy.
Khuyén cdo can ¢6 s giam st cia béc si chuyén khoa khi st dung liéu 40 mg.

Phong ngira cdc bién cb lim mach

Trong mdt nghién vé giam nguy co bién ¢6 tim mach, liéu ding dugc sir dung la 20 mg/ngay.
Su dung cho fré em

Sw dung cho bénh nhan nhi chi nén duge thyc hién bai bac si chuyén khoa.

Tre em va thanh thiéu nién tir 6 — 17 tuii

Tang cholesterol mdau gia dinh kiéu di hop w

Liéu khéi ddu trén tré em va thanh thiéu nién tang huyét ap mau gia dinh kiéu di hop tir 1a 5
mg/ngay.

- Tré 6 — 9 tubi tang huyét ap mau gia dinh kiéu di hop tir, khoang liéu ding thuomg 14 5 — 10
mg/lan/ngay. An toan va hiéu qua ctia cac mire liéu Ién hon 10 mg chua duoc nghién ciru trong
nhém ddi trong nay.

- Tre 10 - 17 tudi tang huyét dp mau gia dinh ki€u di hop tr, khoang liéu ding thuong 13 5 -
20/mg/lan/ngay. An toan va hiéu qua ciia cac mire lidu 16n hon 20 mg chua duoe nghién ciru
trong nhom ddi trong nay.

Hiéu chinh liéu theo dap trg va kha ning dung nap cua timg ca thé nhu khuyén cdo didu tri
trén tré (xem phan “Cac truomg hop can than trong khi sw dung thuée™). Tré can tudn thu ché
db an giam cholesterol tidu chuan trude khi bit dau diéu tri bang rosuvastatin va nén duy tri
trong sudt qua trinh diéu tri.

Kinh nghiém diéu tri trén tré em tang huyét 4p méu gia dinh kiéu déng hop tir con han ché trén
mot nhom nho tré tir 8 dén 17 tudi,

Vién nén 40 mg khong thich hep dung cho bénh nhéan tré em.

Tre < 6 tudi




Sir dung cho ngudi cao tudi
Liéu khai ddu khuyén cao cho bénh nhin > 70 tubi la 5 mg. Khong can hiéu chinh licu.

Sir dung cho bénh nhin suy chirc niing thin

Khéng can hiéu chinh liéu trén bénh nhan suy than mirc dé nhe va trung binh.

Liéu khoi diu khuyén cao cho bénh nhan suy than mic d6 trung binh (d6 thanh thai creatinin
< 60 mi/phiit) 14 5 mg. Liéu 40 mg chong chi dinh cho bénh nhin suy than mirc do trung binh.
Chéng chi dinh ding rosuvastatin cho bénh nhan suy than mire d6 nang.

Sw dung cho bénh nhan suy gan

Su hap thu rosuvastatin khong tang trén bénh nhan ¢6 diém Child-Pugh = 7. Tuy nhién, su ting
hap thu duge ghi nhén trén bénh nhan c6 diém Child-Pugh 8 va 9. Trén nhirng bénh nhén nay.
can xem xét tién hanh danh gia chue nang than. Chwa c6 kinh nghiém diéu tri trén bénh nhan
co diém Child-Pugh > 9. Thuoc chdng chi dinh trén bénh nhan c6 bénh gan hoat dong.
Chiing toc

Tang hap thu dirge da dwoc ghi nhan trén ngwdi Chau A Liéu khoi dau dige khuyén cdo 14 5
mg. Liéu 40 mg chdng chi dinh trén nhom doi twong nay.

Da hinh di truyén

Vi cac typ da hinh di truyén da xac dinh ¢ thé lam tang hap thu rosuvastatin. Vi nhitng bénh
nhan c6 da hinh di truyén nay, khuyén cdo sit dung rosuvastatin liéu thap.

Bénh nhin co yéu 16 nguy co bénh co

Liéu khéi ddu 5 mg duoc khuyén cdo o nhing bénh nhin nay.

Chong chi dinh liéu 40 mg & mot so bénh nhan.

Liéu phip phoi hop

Rosuvastatin 1a co chat cua nhiéu protein van chuyén khac nhau (vi du: OATPIB1 va BCRP).
Khi sir dung dong thoi rosuvastain voi thude lam tang ndng do rosuvastatin trong huyét tuong,
nguy co dau co (ké ca tiéu co van) tang do tang twrong tac voi cac protein van chuyén nay (vi
du: ciclosporin va thudc e ché protease gom ritonavir + atazanavir, lopinavir vahodc
tipranavir). Nén xem xét su dung cac thude thay thé vao bat ki khi nao o thé va néu can, tam
ngimng diéu trj voi rosuvastatin. Trong tnrémg hop, khéng tranh khoi viée phdi hop rosuvastatin
voi cac thude trén, can cin nhac 1gi ich va nguy co, licu dung rosuvastatin nén duge xem xét
than trong.

6. Chong chi dinh:

Rosuvastatin chéng chi dinh trén bénh nhan:

- Man cam véi rosuvastatin hodc bat ki thanh phén nao cia thude. ,;;:"1%14}7.“

- C6 bénh gan hoat tinh goém tang transaminase huyét thanh dai dang, khﬁ;ffg-.iiﬁ' nguyén nhén
x , ‘ e b — s = wanad e \
va tang transaminase huyét thanh bat ki qua 3 lan gion han trén thong tha : rp\ﬂf_‘N)_ C Ifn’J

N .
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- Suy than mure do nang (do thanh thai creatinin < 30 ml/phut).

- Bau co.

- Pang sur dung ciclosporin.

- La phu nir mang thai va dang cho con bu, phy nir ¢6 nguy co mang thai do khong sur dung cac
bien phap tranh thai thich hop.

Liéu 40 mg chong chi dinh trén bénh nhan co cac véu td nguy co gay dau co/tiéu co van, gom
co:

- Suy thin mirc d6 trung binh (d6 thanh thai creatinin < 60 ml/phut).

- Suy tuyén giap.

- Ban than hode gia dinh ¢6 tién sir r6i loan co di truyen.

- Tién sir bi bénh co khi sir sung véi thuée tre ché HMG-CoA khac hoac fibrat.

- Nghién rirou.

- Cdc treong hop gdy ting néng dé thuoc trong huyét twong.

- Nguén chéu A

- Dang su dung fibrat

Tang nguy co ton thwong co khi sur dung statin dong thot vei cac thuoe sau

- Gemfibrozil

- Cac thuoc ha cholesterol mau nhom fibrat khac

- Niacin liéu cao (> 1 g/ngay)

- Colchiem

7. Canh b:ao va than trong khi dung thudc:

Anh hucong trén than

Protein niéu da duoc ghi nhan trén bénh nhan diéu tri voi lidu cao rosuvastatin, dac biét khi
dung liéu 40 mg, tinh trang nay thuong thoang qua va gian doan & hau hét cac bénh nhan.
Protein niéu khong phai 1a dau hiéu tién triéu cua bénh than cap hay bénh than tién trién. Ty 1¢
vé céc bién ¢ bat loi nghiém trong lién quan dén than duoc bao cdo sau khi thude luu hanh
trén thi trrome cao hon khi dimg liéun 40 m o Can xem xét danh gia chite nang than trong suot
qua trinh theo dai bénh nhan didu tri véi mire lidu 40 mg.

Anh huong trén co xuong

Tang nguy co ton thuong co khi sir dung rosuvstatin dong thoi véi cac thube sau:

- Gemfibrozil

- Céc thude ha cholesterol mau nhém fibrat khac
- Niacin liéu cao (> 1 g/ingay)

- Colchicin




Tac dong Ién co xwong nhu dau co, bénh co va hiém gap hon la tiéu co van, duoc ghi nhan
irén bénh nhan dung rosuvastatin ¢ tat ca mirc lidu, ddc biét vai lidu > 20 mg. Rét hiém cic
truomg hop tiéu co van duge ghi nhan khi phéi hop ezetimibe voi thube e ché HMG-CoA
reductase. Tuy nhién. khong thé loai trir cac trong tae duoc luc hoc va can than trong khi phoi
hop. Ciing nhu cac thude (te ché HMG-CoA reductase khac. theo bao cao ghi nhan, ty I€ xay
ra tiéu co van cao hon khi ding rosuvastatin [iéu 40 mg.

Po Creatin Kinase

Cin nhic theo doi creatin kinase (CK ) trong traong hop:

+ Trude khi diéu tri, xét nghiém CK nén duge tién hanh trong nhirng treong hop: Suy giam
chirc nang than, nhuge gidp, tién su ban than hodc tién s gia dinh mdc bénh co di truyén, tién
sir bi bénh co do sir dung statin hodc fibrat trurde do, tién sir bénh gan va/hoic ubng nhiéu rnrou,
bénh nhan cao tudi (> 70 tudi) co nhimg yéu t6 nguy co bi tiéu co van, kha nang xay ra twong
tac thubc va mot sé ddi twgng bénh nhén déc biét. Trong nhimg trudng hop nay nén cdn nhac
loi ich/nguy co va theo doi bénh nhan trén lam sang khi diéu tri bang statin. Néu két qua xét
nghiém CK > 5 lan gioi han trén cua mirc binh thuomg, khong nén bt du diéu tri bang statin.
+ Trong quéa trinh diéu tri bing statin, bénh nhéan cAn théng bao khi co cac biéu hién vé co nhu
dau co, cimg co. yéu co ... Khi ¢6 céc biéu hién nay, bénh nhdn cin lam xét nghiém CK dé co
cic bi¢n phap can thi¢p phu hop.

| e kiu diéu tri

Rosuvastatin, ciing nhu cac thude re ché HMG-CoA reductase khac. nén chi dinh than trong
vai bénh nhéan ¢6 yéu to nguy co gdy dau co/tiéu co van. Cac yéu to nguy co gbm co:

- Suy chire nang than

- Suy tuyén giap

- Tién sir ban than hoic gia dinh c6 roi loan co di tmyén_

- Tién sit bi bénh co khi sir dung thude tre ché HMG-CoA khac hodc fibrat.

- Nghién nirom

- Tubi > 70

- Cac truomg hop gay tang ndng do thube trong huyét twong

- Pang s dung fibrat

[rén nhiumg bénh nhan nay, can can nhac giira lot ich va nguy co khi chi dinh diéu try, khuyén
cao theo doi 1am sang. Néu nong do CK tang rd rét o thoi diém ban ddu (>5xULN), khong nén
bat dau diéu tri.

Trong khi diéu tri

2
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nhitng bénh nhan nay. Nging diéu tri néu nong do CK tang ro rét (>5xULN) hodc néu triéu
chimg vé co nghiém trong va gay ra tinh trang kho chin hang ngay (ké ca khi CK < 5xULN),
Néu céc triéu ching duoc cai thién va nong dd CK tro vé gidi han binh thuomg, cé thé xem xét
i sir dung rosuvastatin hodc mot thubc e ché HMG-CoA reductase thay thé voi mire liéu
thép hon, két hop theo ddi chit ché. Kiém tra dinh ki nong do CK trén bénh nhan khong c6
triéu ching khong duoe dam bao. Rét hiém bao cdo vé hoai tr co qua mién dich trung gian
(IMNM) trong va sau khi diéu tri vai statin, ké ca rosuvastatin. Dau hiéu IMNM trén 14m sang
la yéu co va tang creatin kinase huyét thanh. tinh trang nay keo dai dai dang ke ca khi da ngung
didu tri statin.

Trong cac thu nghiém lam sang, khong co bang chimg vé viéc tang anh hudmg 1én hé co xuong
trén mot sb it bénh nhan ding rosuvastatin va liéu phap phdi hop. Tuy nhién, tan sudt ting dau
co va bénh co duoc quan sat thay trén bénh nhan khi s dung cac thuoce ire ché HMG-CoA
khdc cing voi dan xuét fibric acid gdm ¢6 gemfibrozil, ciclosporin, nicotinic acid, thudc chong
nim loai azole, thude tic ché protease va khang sinh macrolid. Gemfibrozil tang nguy co gay
dau co khi ding dong thoi véi cic thube (e ché HMG-CoA reductase. Vi vay, viée phdi hop
gitta rosuvastatin va gemfibrozil khong duoc khuyén cdo. Can can nhéc loi ich va nguy co khi
sir dung déng thoi rosuvastatin véi fibrat hodc niacin. Chdng chi djnh phéi hgp rosuvastatin
lidu 40 mg vai fibrat.

Khong dung dong thoi rosuvastatin voi acid fusidic dang hép thu toan than hoac trong vong 7/
ngay sau khi ngirng diéu tri vai acid fusidic. Ngirng statin trong thdi gian sir dung acid fusidic
@ bénh nhan can thiét phai diéu tri vai acid fusidic. Mot s6 trrémg hop tiéu co van (ké ca tr
vong) da duroc ghi nhén khi ding dong thivi acid fusidic va statin. Bénh nhén cAn thong bao vin
can bo y té ngay lap tirc néu thay xudt hién cac triéu chimg yéu co, dau co hoac mém co. Liéu
phdp statin c6 thé duoc tai chi dinh 7 ngay sau khi nging acid fusidic. Truong hop diéu tri acid
fusidic kéo dai la can thiét, vi du diéu tri nhiém tring nang, chi nén xem xét phrfji hop
rosuvastatin va acid fusidic trén tirng tnrong hop cu thé va c6 s giam sat chat ché cua béc si
chuyén khoa.

Rosuvastain khong nén diing trén bénh nhan c6 bénh co cap tinh tién trién nghiém trong hodc
dan dén suy than tién trién thir phat hoac tiéu co van nhu nhiém trang huyét, ha huyét dp, phau
thuit lon, chan thuong, r61 loan chuyé’n hoa, ro1 loan no1 tiét va dién gra1 hoac dong kinh khong
kiém soat dugc.

Anh leong trén gan

Ciing nhur cac thube tre ché HMG-CoA khic, rosuvastatin nén duoce dung than trong trén bénh

nhan uéng qua nhiéu rugu vahodc co tién st bi bénh gan,




Khuyén cdo kiém tra chirc nang gan trude va 3 thang ké ar khi bat dau diéu tri. Ngimg hodc
giam liéu rosuvastatin néu nong dé transaminase huyét thanh Iém gap 3 lan gidi han trén binh
thuong. Ty 1€ xay ra cac bién cd trén gan sau khi lwu hanh trén thi treong duge bao cao cao
hom khi ding liéu 40 mg.

Vi bénh nhan tang cholesterol mau thir phat do suy tuyén giap hodc hoi chimg than hu. cin
diéu tri cac bénh nay trurde khi bat dau sir dung rosuvastatin.

Ching 1éc

Nghién cuu duge dong hoce cho thay co sw tang hap thu trén bénh nhan la nguoi chiu a.

Thudc ikc ché protease

Tang hap thu rosuvastatin dugc ghi nhén trén bénh nhan dung déng thai rosuvastatin véi cac
thude irc ché protease khac trong liéu phap phdi hop vai ritonavir. Cin xem xét loi ich lam
giam lipid khi sir dung rosuvastatin trén bénh nhan HIV dang dung thude trc ché protease va
nguy co lam ting nong do rosuvastatin trong huyét twong khi bit dau va khi tang liéu
rosuvastatin trén bénh nhan dugc diéu tri véi thudc (e ché protease. Khong khuyén cdo st dung
dbng thori rosuvastatin va thude trc ché protease trir khi diéu chinh liéu rosuvastatin.

Bénh viem phdi ké

M6t sd hiém trramg hop duoce bao cao bi viém phoi ké khi didu tri véi statin, dac bidt la khi
dicu trj kéo dai. Cde biéu hién nhu kho tha, ho khéng ¢ dom va suy giam sirc khoe téng quat
nhw (mét moi, giam can va sot). Can nging dicu tri statin trén bénh nhén nghi ngo viém phoi
ke ticn trién.

Bt thao dwuong

Mot 50 bang chimg cho thay ring statin lam ting glucose mau va trén mot sé bénh nhan co
nguy co cao dai thao duong, co thé gdy ting dudng huyét dén mirc cin ché do cham séc cho
ngudi thie sir bj dai thiao duwong. Tuy nhién, nguy co nay tang do tac dung giam nguy co vé
mach mau khi dung statin, vi the khong can ngimg statin. Bénh nhan cé nguy co (glucose lic
doi 5.6 — 6.9 mmol/l, BMI >30 kg/m?, tang triglveeride, tang huveét ap) nén duoc theo doi ca
vé mit lAm sang va cin 1am sang theo cdc hwéng dan diéu tri.

Trong nghién ctiru JUPITER trén hiu hét bénh nhin c6 glucose lie doila 5.6 — 6.9 mmol/l, ty
1¢ dai thao duwong & nhom dung rosuvastatin la 2,8% so vai 2,3% & nhém gia dugc.

lre em

Su tang trrong (chiéu cao), cin ndng, BMI, va cdc dac tinh phat trién gioi tinh thi phat trén tre
6 — 17 tudi s dung rosuvastatin bi han ché trong khoang thoi gian 2 nam. Sau 2 nam. khéng

con anh huong dén chiéu cao, ¢An nang, BMI hodc phat trién gidi tinh.



Trong mot thw nghiém 1dm sang trén tré em dung rosuvastatin trong 52 tuan. CK tang
>10xULN va triéu chimg co sau khi tip luyén hoidc tang hoat dong thé luc xuat hién thuong
xuyén hon khi quan sat trén cac thir nghiém tién hanh trén nguai lén.

Canh béo lién quan dén lactose

Bénh nhén khéng dung nap galactose di truyén, thiéu hut Lapp lactose hodc kém hip thu
glucose-galactose khong nén ding rosuvastatin.

8. Sir dung thuée cho phu niv ¢6 thai va cho con ba:

Sw dung thuoe cho phu nir co thai:

Rosuvastatin chong chi dinh cho phu nir ¢6 thai,

Nén suir dung cac bién phap tranh thai thich hop khi dang dicu tri vai rosuvastatin. Vi cholesterol
v cde san pham cua qua trinh sinh tong hop cholesterol can thiét cho su phat trién cta thai nhi,
nguy co gay ra do thuoc wec che¢ HMG-CoA reductase vuot troi so voi loi ich dicu tri thu duge
trong thoi ki mang thai. Cic nghién ciru trén dong vit cung cdp bang chimg ve ddc tinh sinh
san nhung dit liéu con han ché. Néu bénh nhin mang thai trong thon gian diéu tri, can ngimng
rosuvastatin ngay lap tuc.

Sir dung thuée cho phu nir cho con bi:

Rosuvastatin chong chi dinh cho phu nir dang cho con bu.

9. Anh hwéng cua thubce 1én khi niing 1di xe, vin hanh may méc:

Thuoc co the gay chong mat, vi thé can than trong khi lai xe va van hanh may moc.

10. Twong tic, twong Ky ciia thudc:

Anh huong cua cdc thuoc khdce dén rosuvastatin khi dimg phoi hop

Thubc ikc ché protein vin chuyén: rosuvastatin la co chat cia cac protein van chuyén nhu
protein van chuyén vao gan OATPIBI va vén chuyén ra ngoai gan BCRP. Dung dong thoi
rosuvastatin véi cac thube ire ché cac protein nay c6 thé dan téi lam tang nong do rosuvastain
trong huyeét twong va tang nguy co gay bénh co.

Ciclosporin: Khi phdi hop rosuvastatin va ciclosporin, AUC cua rosuvastatin trung binh tang
o4p 7 1dn so voi binh thuomg. Thude chdng chi dinh trén bénh nhéin dang dung ciclosporin. Su
phéi hop nay khéng lam thay déi ndng dé cua ciclosporin trong huyét twong.

Thude ke ché protease: Viée st dun g dfmg thoi cac thude ha liptd mau nhom statin v cac
thude dicu trg HIV va viém gan siéu vi C (HCV) ¢o the lam tang nguy co gy ton thuong co,
nghiém trong nhat la tiéu co van, than hu dan dén suy than va co thé gay tir vong. Trong mot

nghién ciru duoc dong, dung rosuvastatin 10 mg cung vai mot thude phoi hop gitra hai hoat

chit rc ché protease (300 mg atazanavir/100 mg ritonavir) trén ngudi tinh nguyén khoe manh




thuong. Co thé xem xét phoi hop rosuvastatin va thudc ire ché protease khi diéu chinh lidu
rosuvastain dua trén tinh trang ting rosuvastatin.

Gemfibrozil vi thuéc ha lipid khdc: Dung dong thoi gemfibrozil va rosuvastatin lam AUC va
Cmax cla rosuvastatin tang gap 2 lan so vai gid tri binh thuong,

Dua trén dir lién thu duoce tir cac nghién ciu riéng biét. twong tac véi fenofibrat khéng ¢6 v
nghia vé mat duoc dong hoc, tuy nhién cé thé gay tuong tac duwoc lire hoc. Tang nguy co ton
thuong co khi sir dung rosuvastatin dong théi véi cac thude sau: gemfibrozil, cac thude ha
cholesierol mau nhom fibrat khac, niacin hieu cao (> | g/ngay), vi cac thude nay da co thé gay
bénh cor ngay ca khi si dung don doc. Chéng chi dinh dung rosuvastatin liéu 40 mg voi fibrat.
Nén bt dau véi lidu 5 mg.

Colchicin: Tang nguy co ton thwong co khi sir dung rosuvastatin dong thasi véi colchicin.
Ezetimibe: Két hop rosuvastatin 10 mg véi ezetimibe lam AUC cua rosuvastatin tang gap 2
lan trén bénh nhan tang cholesterol mau. Khéng thé loai trir trong tac duoe lve hoe, s phéi
hop nay co thé gay ra cac bién cd bat loi.

Antacid: Ding ddng thivi rosuvastatin véi antacid chira nhom, magnesi hydroxyd lam tang xép
xi 50% nong do rosuvastatin trong huyét twong. Anh huén g nay duoc cai thién khi ding antacid
2 tiéng sau khi dung rosuvastatin. Chua ¢é n ghién ctu lam sang thich hop cho twomg tac nay.
Erythromycin: Ding dong thoi rosuvastatin va erythromyein lam ting 20% AUC va 30% Cuux
cua rosuvastatin. | wong tac nay co the lam tang tac dong cua erythromycin trén nhu dong ruot.
Enzym cytochrom P450: Két qua tir cac thr nghiém in vitro va in vivo cho thay ring
rosuvastatin khong (re ché, cting khon £ cam tmng vai cac cytochrom P450 isoenzym. Ngoai ra,
rosuvastatin la co chat yéu véi cac isoenzym nay. Vi vdy, khong xay ra twong tdc véi cdc thude
chuyén hoa trung gian qua cytochrom P450. Khong quan sat thay twong téc c6 ¥ nghia lam
sang giua rosuvastatin véi fluconazol (e ché CYP2P9 va CYP3A4) hoic ketoconazol (irc ché
CYP2A6 va CYP3A4).

Cdc twong tic cdn hiéu chinh lidu rosuvastatin (xem bang 2): Khi su phbi hop giita
rosuvastatin va cac thuoc lam tang hip thu rosuvastatin 1a cin thiét, cin hiéu chinh lidu
rosuvastatin. Liéu khai dau la 5 mg/lan/ngay néu AUC ting gap 2 lan hoac cao hon. Lidu dung
tdi da hang ngay nén dugce diéu chinh dé nong do hap thu cua rosuvastatin khong vuot qua
nong do khi dung rosuvastatin don doc liéu 40 mg/ngay, vi dy rosuvastatn 20 mg voi

gemfibrozil (tang 1,9 lan), va rosuvastatin 10 m g VOl ritonavir/atazanavir (tang 3.1 lan)

Bing 2: Anh hwong cua cic thude khic dén swr hap thu cua rosuvastatin khi dung phoi

hop (AUC; siip xép theo thir tr giam din) tir cic nghién ciu lim sing

Phic d6 liéu thude twong tac Phic do lieu | Thay doi AUC
rosuvastatin rosys 331‘3“,{1;\\
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Ciclosporin 75 - 200 mg, 2 lﬁnfngdy, 6|10 mg,- 1 lﬁnf'nge‘l)_', 10 [ 7,1 lan 1
thang ngay

Atazanavir 300 mg/ritonavir 100 mg, 1 | 10 mg, liu duy nhit 3.1 lan 1
lAn/ngay, 8 ngay

Simeprevir 150 mg, | lén.fngéy‘ 7 ngay 10 mg, lidu duy nhat 2.81an 1
[Lopinavir 400 mg/ritonavir 100 mg, 2 | 20 mg, | lan/ngay, 7 ngay | 2,1 lan 1
lan/ngay, 17 ngay

Clopidogrel 300 mg liéu nap, sau &6 75 mg | 20 mg, liéu duy nhat 2 lan t
moi 24 gior

Gemfibrozil 600 mg, 2 lan/ngay, 7 ngay | 80 mg, licu duy nhat 1,9 lan 1
Eltrombopag 75 mg_ | lan/ngay. 5 ngay 10 mg, lieu duy nhat | 61an 1
Darunavir 600 mg/ritonavir 100 mg, 1 | 10 mg, 1 lan/ngay, 7 ngay | 1,5 1an 1
lan/ngay, 7 ngay

Tipranavir 500 mg/ritonavir 200 mg/2 | 10 mg, licu duy nhat 1.4 lan 1
lan/ngay, 11 ngay

Dronedarone 400 mg, 2 lan/ngay Khong ¢o dir liéu 1.4 lan 1
Itraconazole 200 mg, | lﬁ'infngay, 5 ngay 10 mg, liéu duy nhit **1.4 lin 1
Ezetimibe 10 mg_ 1 lan/ngay._ 14 ngay 10 mg, 1 lan/ngay, 14 | **1 2 lan 1

ngay

Fosamprenavir 700 mg/ritonavir 100 mg,

2 lan/ngay, 8 ngay

10 mg, liéu duy nhat

Khéng do

Aleglitazar 0,3 mg, 7 ngay 40 mg, 7 ngay Khong doi
Silymarin 140 mg, 3 lan/ngay, 5 ngay 10 mg, liéu duy nhat Khong doi
Fenofibrate 67 mg, 3 lan/ngay, 7 ngay 10 mg, 7 ngay Khéng doi
Rifampin 450 mg, 1 lin/ngay, 7 ngay 20 mg, lidn duy nhét Khéng déi
Ketoconazole 200 mg, 2 lan/ngay. 7 ngay | 80 m g. licu duy nhat Khong doi
Fluconazole 200 mg, | lan/ngay, 11 ngay | 80 mg, liéu duy nhét Khéng doi
Erythromycin 500 mg, 4 lan/ngay, 7 ngay | 80 mg, liéu duy nhat 20% |

Baicalin 50 mg, 3 lin/ngay, 14 ngay 20 mg, liéu duy nhat 47% |

* Cac dir dang x-lan, bieu thi ty 1é nong d6 rosuvastatin khi dung phdi hop/nong d6

rosuvastatin khi dung don déc. Dir liéu dang % biéu thi su khac biét % so véi rosuvastatin

don doc

*% M6t s6 nghién ciru dwoce thire hién véi rosuvastatin & liéu dung khac, bang trén biéu thi

ty I¢é dang ké nhat




Anh huong cua rosuvastatin cdc thuoc khdc dén thuoc phoi hop

Thuéc khdng vitamin K: Ciing nhu cac thube e ché HMG-CoA reductase khac, bt dau diéu
tri hodc tang liéu rosuvastatin ¢ bénh nhan dang ding thu6e khang vitamin K (nhu: warfarin
hodc thude chéng dong méu coumarin khac) co thé lam tang chi s danh gid thoi gian dong
mau INR (International Normalised Ratio). Nging hodc giam liéu rosuvastatin c6 thé lam giam
INR. Trong nhitng treong hop nay, theo ddi INR dwge khuyén cdo.

Liéu phdp thay thé bing thubce tranh thai/hormon dwéng uing (HRT): Ding dong thoi
rosuvastatin va thuoe tranh thai duong uon g lam tang AUC ethinyl estradiol va norgestrel twong
g 26% va 34%, vi thé can cin nhic khi lra chon lidu thude tranh thai. Khoéng co cac dir liéu
duge dong khi dung rosuvastatin ciing voi HRT va do do anh huong twong tur la khong thé loai
trir. Tuy nhién, sw phoi hop nay durge ding rong rai cho phu nir trong cdc thir nghiém lam sang
va cho thay thuoc duge dung nap tot.

Cac thuoc khdc:

Digoxin: Dua trén dix liéu tir cac nghién ciru tuong tac riéng biét. khong xay ra twong tic co y
nghia ldm sang khi ding dong thoi digoxin va rosuvastain

Acid Fusidic: Cac nghién ciru twong tac giira rosuvastatin va acid fusidic chua duoce thuc hién,
Nguy co vé bénh co ké ca tidu co van cd thé ting khi phdi hop acid fusidic duong toan than
vai statin. Chua rd co ché twong tac. Di ¢ bio cio gay tiéu co van (ké ca tiw vong) trén bénh
nhan khi phoi hgp cac thude nay.

Trong trwdmg hop, s dung acid fusidic dwomg toan than la can thiét, khuyén cao ngung
rosuvastatin trong qua trinh dicu tri vdi acid fusidic.

Tré em: Cac nghién ciru twong tac chi duoce thue hién trén ngwa 16m.

11. Tac dung khong mong muén cua thudc:

Tac dung khong mong mudn ciia rosuvastatin nhin chung nhe va thuong thoang qua. Trong
cac thir nghiém lam sang co doi chimng, chi it hon 4% bénh nhan diéu tri véi rosuvastatin phai
ngirng diéu tri do gap tac dung khéng mong mudn.

Dua trén dir liéu tr cdc nghién ctru 1dm sang va thuc té sir dung sau khi thuée dwoc luvu hanh.
cac tac dung khéng mong mudn gap phai do rosuvastatin duwoc trinh bay trong bang 3.

Tac dung khong mong mudn duge phén loai theo tin sudt, quy wée nhu sau:

Thuong gap (= 1/100 to < 1/10), it gap (= 1/1,000 to < 1/100), hiém gap (= 1/10,000 to <
1/1,000), rat hiém gap (< 1/10,000), khéng biét (khong thé wée tinh @r dit licu ¢6 san)

Bang 3. Tdc dung khdng mong muén trén co so dit ligu tir cde nghién ciru lam sang va sau
khi [uu hanh trén thi tricong

Thuing gap | It gip Hiém gip




Réi loan | Giam tiéu ciu
mau va hé
bach huyét
Rai loan hé Phan img qua
thong mién man ké ca
dich phu mach
Réi loan ndi | Dai thao
tiét duomg', ting
duong huyét,
tang HbAlc
Rai loan Tram cam
tam than
Roi loan hé | Pau dau Pa day than Bénh than kinh
th 6ng than | Chong mat kinh ngoai bién
kinh Suy giam nhan | R6i loan gide ngu
thire (nhu mat | (bao gom chimg
tri nhd, 1a mat ngu va 4c
lan...) mong)
Rai loan hé Ho
hip, nguc Kho tho
va trung
thit
Réi loan hé | Tao bon Viém tuy Tiéu chay
tiéu hoa Buon nén
Pau bung
Raoi loan Tang Vang da
gan-mat transaminase | Viém gan
gan
Réi loan da Ngta Béuh co (ké Hoi chitng Steven-
va mé dwdi Phat ban ca viém co) Johnson
da May day Tiéu cova
Rdi loan co' | Dau co Bénh co (ké | Pau khop R61 loan day
xuwong khop ca viém co) chang, thinh
Tiéu co van




va mo lién ' g ' thoang bién ching

két do dirt ddy chang
Hoai tu co qua
trung gian mién

dich

Rai loan i tiéu ra mau
thin va
dudng tiét

niéu

Roi loan hé Chimng vii to ¢
sinh san va dan ong

V4 -
tuyén vi

Roi loan Suy nhuge Phui né
toan thé va
tai vi tri su

dung

'"Tan suat gap phu thude vao sw ¢6 mat hay khong ¢6 mit cac yeu to nguy co (glucose mau lic déi >

5.6 mmol/l, BMI >30 kg/m?, tang triglyceride, tién s ting huyét ap).

Ciing nhu céc thude tre ché HMG-CoA khac, tan suat xuit hién cic tac dung khng mong muon
¢6 xu hudng phu thude vao liéu.

Anh huedng trén thin: Protein niéu duge ghi nhdn trén bénh nhan dung rosuvastatin, Nong do
protein trong nude tiéu tir khong phat hién dwoc hoac co déau vét dén ++ hoac cao hon quan sat
thdy & <1% bénh nhan trong qua trinh diéu tri rosuvastatin lidu 10 va 20 mg, xap xi & 3% bénh
nhén ding rosuvastatin 40 mg. Nong do protein trong nude tiéu tir khong phat hién duoc hoac
c6 dau vét dén + quan sat thay & 6 it bénh nhin ding liéu 20 mg. Hau hét truong hop. giam
protein niéu hodc tr bién mat khi tiép tuc diéu tri. Cac dir liéu 1am sang va dit liéu sau khi thude
luu hanh trén thi treomg khoéng xac dinh dugce m&i lién quan gitra protein niéu va bénh than
cap/tién trién.

D1 tiéu ra mau quan sat dirge trén bénh nhan dung rosuvastatin vai thn sudt thip.

Anh hiedng trén co xwong: Anh huong trén co xwong nhu dau co, bénh co (ké ca viém co) va
tiéu co vén (hiém gap) c6 hoac khong suy than ghi nhén trén bénh nhén dung rosuvastatin ¢ tat
ca muc lieu va dac biét la lieu > 20 mg.

Nong dé CK tang phu thubc vao liéu trén bénh nhan dung rosuvastatin, da sO truwomg hop la

nhe, khong ¢o triéu chirng va thoang qua. Néu nong do CK tang ('>5x'[JLN)I9€Tﬁfﬁ'qu&diéu tri.
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Anh hwong trén gan: Cing nhu cac thuoc tc ché HMG-CoA khac, transaminase ting phu
thude vao liéu duge ghi nhén trén s6 it bénh nhan dung rosuvastain, da sé truémg hop 14 nhe,
khong co triéu chung va thoang qua.

Cdc tdc dung khéng mong muon sau da dwoc béo cdo khi dung cdc statin:

Réi loan chire nang sinh duc

Bénh viém phoi ké, dac biét khi diéu tri kéo dai

Ty & tiéu co vin, bién ¢ trén thin va gan nghidm trong (chu yéu la ting transaminase gan)
cao hon khi dung li¢u 40 mg.

Tré em: Tan suit ting creatin kinase >10xULN va céc triéu chimg co sau khi tap luyén hoac
hoat déng thé lyc gang sirc o tré em thuong gap hon trén nguoi 16n trong mét thw nghiém lam
sang 12 tuan. Véi céc tinh trang khac, dir liéu an toan trén rosuvastain & tré em frong tu nhu
nguon lon,

Thing bio cho bdc si nhitng tic dung khdng mong muén gap phai khi sic dung

12. Qui liéu va cich xir tri:

Cac trigu ching qua licu giong nhur cac tac dung khong mong mudn nhung vdi mite do nang
hon.

Khéng co thude diéu tri dac hiéu trong truwomg hop qua liéu.

Khi qua liéu, bénh nhan nén dwoc didu tri tri¢u chimg va cac bién phap hd trg theo yéu ciu.
Theo dbi chire nang gan va néng d6 CK. Loc mau khong phat la bién phap co loi.

13. bBac tinh duwge hye hoce:

Nhom duge 1y: Chat e ché enzym khir HMG-CoA. Ma ATC: CO1AA07

Co ché hoat dong

Rosuvastatin 1a chit trc ché chon loc va canh tranh trén men HMG — CoA reductase, la enzym
gidn han toc do chuyén 3-hydroxy-3-methylglutaryl coenzym A thanh mevalonate. mot tién
chat cua cholesterol. Vi tri tac dong chinh cia rosuvastatin 1a gan, co quan dich lam giam
cholesterol.

Rosuvastatin lam ting s6 thu thé LDL trén té bio bé mit gan, 1am tang hap thu va di héa LDL
vare ché tong hop VILDL ¢ gan, vi vay lam gidm téng s lrong tidu phan VLDL va LDL.

Tac dung duge luc

Rosuvastatin lam giam LDL-cholesterol, cholesterol toan phan va triglycerids, lam tang HDL-
cholesterol. Thude cting lam glam ApoB, nonHDL-C, VLDL-C, VLDL-1 G valam tang ApoA-
I (xem bang 1). Thuoc cing lam giam cdc ty 1¢ LDL-C/HDL-C, C toan phan/HDL-C va
nonHDL-C/HDL-C va ApoB/ApoA-I.




e ) ED]-_:- i liDI,- R .ll(llIH DL- AFOA-
Dose N Total-C TG _ ApoB
C C | & |
Placebo | 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 3% 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

Hi¢u qua diéu tri thu duge lrong vong mot tudn sau khi bét du diéu m va 90% ( (Idp lmg (61 da
dat duoc trong 2 tudn va dap g t6i da thuong dat duoc sau 4 tuan diéu tri, tac dung nay dugce
duy tri sau do.

Hiéu aua va an toan lam sane

Rosuvastatin ¢ hiéu qua ¢ nhom bénh nhan ngroi 16n tang cholesterol mau, ¢6 hoac khong
ting triglycerid mau, khong phu thude vao chung tdc, gidi tinh hodc tudi tic va trén cac nhom
doi twrong dac biét nhu bénh nhan dai thao duong, hodc bénh nhin tang cholesterol mau gia
dinh.

Dir iéu gop tir cac thu nghiém lam sang pha I11 cho thay rosuvastatin c6 hiéu qua dicu tri chinh
trén bénh nhan tang cholesterol mau typ Ila va IIb (ndng dé LDL-C trung binh ban déu khoang
4.8 mmol/l), khoang 80% bénh nhan dugc diéu tr1 rosuvastatin lieu 10mg dat duge nong do
LDL-C dich theo hwéng dan cua Higp hoi xo vira dong mach Chau Au (EAS, 1998) vé nong
do LDL-C (< 3 mmol/l).

Trong mét nghién ciru thiét ké do lidu ép bude, thue hién trén 435 bénh nhén tang cholesterol
méu gia dinh kiéu di hop tir duoc sir dung rovastatin tir 20 mg dén 80 mg. Moi liéu ding déu
cho thay lgi ich trén chi s6 lipid va muc tidu diéu tri. Sau dé, khi diéu chinh chinh liéu thanh
40 mg/ngay (diéu tri trong 12 tudn), LDL-C giam 53%. 33% bénh nhén dat muc tiéu cia EAS
vé :1611g d6 LDL-C (<3 mmol/l)

Trong mot thir nghiém nhian ma, do hiéu ép buge, 42 bénh nhan (trong do ¢o 8 tre em) tang
cholesterol mau gia dinh kiéu di hop tir, duoc danh gia kha nang dap (mg vai rovastatin tir 20
-40 mg. Trong toan bo nhom nghién ciru, LDL-C trung binh giam 22%.

Trong cic nghién ciru 1am sang c6 s6 lwong bénh nhan han ché, rosuvastatin cho thay tic dung
higp dong trong vige giam triglycerid khi phoi hgp véi fenofibrat va tac dung lam ting nong
d6 HDL-C khi phdi hop véi niacin (xem phan “Céc trudmg hop than trong khi sir dung thude”).
Trong mot nghién ciru lam sang mu déi, da trung tam, ¢o dbi chimg véi gia duge (METEOR),
984 bénh nhan tudi tir 45 dén 70 c6 nguy co mdc bénh mach vanh thap {LO thau;. diem
Framingham < 10% trong 10 nam) véi LDL-C trung binh 4,0 mmol/l (154.5 Mwmg co
ddu hiéu xo vira dong mach can lam sang (dwgc phat hién bdn}, do day néu: (mphgaqu)ug
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mach canh-CIMT) duge chia ngau nhién sir dung 40 mg rosuvastatin/lan/ngay hodc gia duoe
trong vong 2 nam. Rosuvastatn lam cham 1o rét t6c d0 tien trien cua CIMT toi da tar 12 vi tri
dong mach canh so vai gia duoe, véi tée dd cham hon -0,0145 mm/ndam (do tin cay 95% -
0.0196 — 0,0093. p<0.0001). Vi nhom dung rosuvastatin mirc dé thay doi so voi ban diu la -
0.0014 mm/nam (-0,12%/mam (khong dang ké)) so vai +0.0131 mm/nam (1,12%/nadm
(p<0,0001) & nhom gia dioe. Chira ching minh dugc moi tuong quan truc tiép gilra viéc giam
CIMT va giam nguy co cac bién ¢ tim mach. Quan thé bénh nhan trong nghién ctru METEOR
co nguy co méc bénh mach vanh thap va khong dai dign cho qufm thé dich cua rosuvastatin 40
mg. Liéu 40 mg chi nén duge ké cho bénh nhén ha cholesterol mau mire do nang cO nguy co
mac bénh tim mach cao (xem phén “Liéu dung va cach dung™).

Nghién ciu JUPITER (Intervention Trial Evaluating Rosuvastatin), danh gia tic dung cua
rosuvastatin d6i véi su xudt hién cac bién c6 xo vira dong mach trén 17802 nam gidi (=50 tudi)
va nit gidi (=60 tudi).

Nhirg nguoi tham gia nghién ciru duge chia ngiu nhién ding gia dwoe (n=8901) hoac
rosuvastatin 20 mg/lan/ngay (n=8901) va theo doi trong khoang thoi gian trung binh 2 nam.
Nong d6 LDL-cholesterol giam 45% (p<0.001) & nhém ding rosuvastain so voi nhom gia
duoc.

Trong phén tich post-hoc trén bénh nhan nguy co cao ¢6 thang diém Framingham ban dau
>20% (1558 benh nhan), cho thdy su giam dang ké diem két thue két hop goém co ti vong do
bénh tim mach, dét quy va nhdi mau co tim (p=0,028) & nhom diéu tri voi rosuvastatin so vai
nhom ding gia dugc. Giam nguy co tuyét doi ty 1¢ xay ra bién ¢d & méi 1000 bénh nhin-nam
la 8,8. Tong sb tir vong khong thay d6i trong nhom nguy co cao (p=0,193). Phan tich post-hoc
trén nhém nguy co cao (9302 bénh nhan) c6 diém SCORE ban dau >5% (ngoai suy cho bénh
nhin trén 65 tudi) cho thdy c6 sw giam dang ké diém két thue két hop gom tir vong do bénh tim
mach, dot quy va nhodi mau co tim (p=0,0003) 0 nhom didu tri v&i rosuvastatin so voi nhom
diing gia duoc. Giam nguy co tuyeét dbi ty 1é xay ra bién cd1a 5.1 ¢ mdi 1000 bénh nhan-nam.
Téng s6 tir vong khong thay déi trong nhom nguy ca cao (p=0,076).

Trong thu nghiém JUPITER, co 6.6% bénh nhan nhom rosuvastatin va 6.2% bénh nhéan nhém
gia duge ngimg diéu tri do xudt hién bién ¢ bét lgi. Cac bién co thuong gip nhat dén tai phai
ngung dieu tri glf)m ¢o: dau co (0,3% rosuvastatin, 0,2% gia dugc), dau bung (0,03%
rosuvastatin, 0,02% gia dugc), va phat ban (0.02% rosuvastatin, 0.03% gia duoc). Cac bién c6
thuong gap nhit ¢ ty 1 cao hon hodc twong duong voi khi dung gia dugc gdm ¢6 nhiém khuan
dwomg tiéu hoa (8,7% rosuvastatin, 8.6% gia duoc), viém mui-hong (7,6% rosuvastatin, 7,.2%
g1a duge), dau lung (7,6% rosuvastatin, 6.9% gia dugce) va dau co (7.6% rosuvastaim, 6.6% gia

duoc).
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Tré em

Trong nghién ciru 12 tuan, ma doi, ngau nhién, da trung tam, o d6i chimg véi gia dirge (n=176,
96 nam va 79 nit). theo sau do la pha do lidu rosuvastatn, nhan md, 40 tuan. cac bénh nhan
tang cholesterol mau gia dinh kiéu di hop tir 10-17 tudi (day thi giai doan 11-V, nir da c6 kinh
nguyét it nht 1 nam) duge ding rosuvastatin 5, 10, 20 mg hodc gia duge hang ngay trong vong
12 tuln va sau d6 tit ca ding rosuvastatin hidng ngay trong vong 40 tudn. Tai thoi diém bat ddu
nghién ciru, khoang 30% bénh nhan 10 -13 tudi va 17%. 18%, 40% va 25% day thi giai doan
[T, TI1, IV va V trong ung.

LDL-C giam 38.3%, 44,6% va 50,0% khi dung rosuvastatin 5, 10 va 20 mg twong ing so vdi
0,7% khi dung gia dugc.

Vo thoi gian cudi cua nghién cru nhan mo 40 tuan, higu chinh tgi liéu dich, tang 1én lidu toi
da 20m g.flﬁnfngay, 70 trong s 173 bénh nhén (40,5%) dat LDL-C dich <2.8 mmol/l.

Sau 52 tuan thir nghiém, thuie khong anh huong dén sir phét trién, can ning, BMI hode sy phat
trién gioi tinh. Thit nghiém nay (n=176) khéng thich hop dé so sanh ty 1¢ xut hién cac bién cd
do thude.

Mot nghién ciru nhin mo, 2 nam, do lidu t&i lidu dich trén 198 tre tang cholesterol mau gia
dinh kiéu di hop tu tir 6-17 tudi (88 nam va 110 nr, day thi giai doan 11-V). Liéu khoi déu o tat
ca bénh nhan la 5mg/ldn/ngdy rosuvastatin. Bénh nhan 6-9 tudi (n=64) ¢o thé tang licu lén t6i
da 10 mg/lAn/ngay va bénh nhan 10-17 tudi (n=134) Ién lidu t&i da 20 mg/lan/ngay.

Sau 24 thang didu tri voi rosuvastatin. phén trdm LS trung binh giam so vé1 gid tri L.DL-C ban
dAu -43% (ban dau: 236 mg/dL, thang 24: 133 mg/dL). Phan tram LS trung binh giam so véi
gid tri LDL-C ban déu -43% (ban dAu: 234 mg/dL, thang 24: 124 mg/dL), -45% (ban dau: 234
mg/dL, thang 24: 124 mg/dL) va -35% (ban dau: 241 mg/dL, thang 24: 153 mg/dL) twong umg
véi cac nhom 6 - <10, 10 - <14, 14 - <18 tudi.

Rosuvastatin 5, 10 va 20 mg cing lam thay ddi co y nghia théng ké cic gia tri lipoprotein va
lipid tha 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. Cac thay doi nay déu theo hudng cai thién dap g lipid va
duy tri hon 2 nam.

Thube khong anh huong dén sy phat trién, can nang, BMI hodc su phat trién giGi tinh sau 24
thang diéu tri.

Mot nghién ciru chéo, ngau nhién, mi doi, da trung tam, ¢o d6i ching voi gia duge, dung

rosuvastatin 20 mg/lan/ngay ¢ 14 tré tir 6 — 17 tudi tang cholesterol mau gia dinh kiéu dong

hop tu. Nghién ciru gbm pha hoat tinh 4 tuan trong dé bénh nhan sir dung rosuvastatin 10 mg,




gia dugc trong 6 tuan va pha duy tri 12 tuan trong do tat ca bénh nhéan dung rosuvastatin 20
mg.

LDL-C giam co y nghia thong ké (p=0,005) (22.3%. 85.4 mg/dL hoac 2.2 mmol/L.) da ghi nhan
sau 6 tudn dung rosuvastatin 20 mg so v@i nhom dung gia duge. Sw giam ¢o y nghia thong 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 dwoc ghi nhan. TG, LDL-C/HDL-C, Total-C/HDL-C, nonHDL-C/HDL-C, and
ApoB/ApoA-1 ciing giam sau 6 tuan diéu tri v6i rosuvastatin 20 mg so voi gia duoc. Nong do
LDL-C sau 6 tuan dung rosuvastatin 20 mg va 6 tuan dung gia dugce giam, va dugce duy tn suot
liéu phap 12 tuin sau do.

Trong mot nghién coru do liu ép bude, nhan ma rén 7 bénh nhan (8 — 17 tudi) tang cholesterol
méu gia dinh kiéu dong hop tir, ty 18 giam LDL-C (21,0%), Total-C ( 19,2%), va non-HDL-C
(21.0%) so v ban dau sau 6 tuan diéu tri rosuvastatin 20 mg twong tu nhw da quan sat duoc
trong nghién ciru trén.

Hiép hoi dugc pham Chau Au (EMA) da bo quy dinh ndp két qua nghién ctru tac dung cua
rosuvastain trén nhém ddi twong tre trong diéu tri ting cholesterol mau gia dinh kiéu dong hop
tir. r6i loan lipid mau hdn hop nguyén phat va phong ngira céc bién ¢6 tim mach.

14. Dic tinh dwoe dong hoe:

Hap thu

Nong do dinh cua rosuvastatin trong huyét trong dat duge khoang 5 gia sau khi uong. Sinh
kha dung tuyet ddi xap xi 20%.

Phén bo

Rosuvastatin dwoc hip thu nhiéu boi gan, la co quan chinh téng hop cholesterol va thanh thai
LDL-C. Thé tich phan b6 cua rosuvastatin xap xi 134L. Khoang 90% rosuvastatin lién két v
protein huyét trong, chii yéu la albumin.

Chuyén héa

Rosuvastatin it bi chuvén héa (khoang 10%). Nghién ciru chuyén hoa in vitro trén té bao gan
ngudi cho thiy rosuvastatin 1a mét co chat véu cia qua trinh chuyén héanhé cytochrome P450.
CYP2C9 la isoenzym chinh tham gia chuyén hoa rosuvastatin, ngoai ra con co CYP2C19,
CYP3A4 va CYP2D6 nhung it hon. Chat chuyén héa chinh di xac dinh la N-desmethyl va
lacton. N-desmethyl co hoat tinh it hon rosuvastatin 30%, trong khi do dang lacton dugc xem
nhu khong ¢6 hoat tinh lam sang. Rosuvastatin chiém hon 90% hoat tinh (rc ché HMG-CoA
reductase trong tuan hoan.

Thai tru

Khoang 90% li¢u rosuvastatin thai trir dudi dang khong doi1 qua phan (bao gom hoat chat duoc
- T,




khong do1 qua nude tiéu. Thot gian ban thai khoang 19 gio va khong kéo dai khi tang lieu. Do
thanh thai trung binh trong huyét trong xap xi 50 l/giér (hé s6 bién thién 21,7%). Ciing nhir cac
chit trc ché HMG-CoA reductase khic, rosuvastatin dugc hdp thu vao gan nhér chat van chuyén
qua mang OATP-C. la chét van chuyén quan trong trong viéc thai trir rosuvastatin qua gan.

Ddi twong dac biét

Tuéi vir gici tinh: Tudi va gidi tinh anh huong khong ¢é v nghia dén dwoc déng hoc cua
rosuvastatin & ngudi lén. Su hdp thu & tré tang cholesterol méu gia dinh kiéu di hop tir twong
duong hoac thap hon nguot lon 61 loan lipid mau.

Chung 16c: Nghién ciru duoc dong hoe cho thay, trung vi AUC va Cmax gap 2 lan trén nhom
ngudi Chau A (Nhat Ban, Trung Qudc, Philipin, Viét Nam va Han Qudc) khi so sanh vai nguoi
Cap-ca; trung vi AUC va Cmax gip 1.3 lan trén nhém nguoi An D6. Phan tich duoc dong cho
thiy khac nhau khong ¢6 vy nghia gitta nhém nguom Cap-ca va ngudi da den.

Suy chire nang than: Trong mét nghién ciru trén cac nhom bénh nhan c¢o mire dg suy chire nang
than khac nhau, bénh nhan ¢6 bénh thin nhe dén trung binh khong anh hwong dén nong do
rosuvastatin hay N-desmethyl trong huyét twong. Voi bénh nhén c6 mirc d6 suy thin ning
(CrCl < 30 ml/phiit) nong do rosuvastatin trong huyét twong ting gap 3 lan va ndng dé chit
chuyen hoa N-desmethy! tang gap 9 lan so véi nhom nguot khoe manh. Nong d6 rosuvastatin
huyét twong giai doan 6n dinh trén bénh nhan loc mau cao hon gan 50% so véi nhom ngudi
khoe manh.

Suy gan: Trong mot nghién ctru trén cac nhom bénh nhan c6 mirc d§ suy gan khac nhau, chua
chimg minh dugec su tang hap thu rosuvastatin véi bénh nhan c6 thang diém Child-Pugh < 7.
Tuy nhién, 2 bénh nhan c¢6 diém Child-Pugh 8 va 9 cho thay su tang hdp thu cao gap it nhat 2
lan so vin bénh nhan c¢6 diém Child-Pugh thap. Khdng ¢6 nghién ciru tién hanh trén bénh nhin
Child-Pugh trén 9.

Da hinh di truyén: Sy phan b thude e ché HMG-CoA reductase, ké ca rosuvastatin, lién quan
t&i cac protein van chuyén OATP1B1 va BCRP. Vi bénh nhan ¢o da hinh di cuvén SLCO1B1
(OATPIBI1) vi‘hodic ABCG2 (BCRP) cé nguy co ting hdp thu véi rosuvastatin. Pa hinh typ
SLCOIBI ¢.521CC va ABCG2 ¢.421 AA lam ting hép thu véi rosuvastatin (AUC) so véi typ
SLCOIBI1 ¢.521TT or ABCG2 ¢.421CC. Viéc xac dinh kiéu gen cu thé khong duge thye hién
trong thyre té trén lam sang, nhung voi bénh nhan da biét co kiéu da hinh di truyen nay duogc
khuyén cao sir dung liéu thap rosuvastatin.

I're em: Hai nghién ctru duge dong hoce su dung rosuvastatin (dang vién nén) trén tré em ting

cholesterol mau gia dinh kiéu di hop tir ta 10 — 17 tudi hodc 6 — 17 tudi (tong 214 bénh nhén),

cho thay su hap thu ¢ tré em twong dwong hodc thap hon so vai ngudi lom. D T

15. Quy cach déng goi: Hop 3 vi x 10 vién 137~ =0
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16. Diéu kién bao quin, han ding, tiéu chuin chat lrong cua thuoc:

Bio quan: ¢ nhiét d6 dudi 30°C. Tranh 4m

Han ding: 36 thang ké tir ngay san xuat.

Tiéu chudn chat lrong: Nha san xuat

17. Tén, dia chi co s¢' san xuat thudc:

70TA HEALTHCARE LTD.

Pia chi: Plot No. 169, Surat Special Economic Zone, Near Sachin Railway Station, Sachin,

Iist: Surat, Gujarat dState, An Do




