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Rx
OMCAYVAS 10 Tablet

o Thudc nay chi dimg theo don thudc

o Doc kj huomg dén sic dung truée khi dimg. Néu cdn thém théng tin, xin héi y kién bdc st
hodc diroc 57,

o Théng hdo cho bdc st nhitng tic dung khong mong mudn gip phdi khi sic dung thude.

o D¢ thudc xa tdm tay tré em.

o Khing dimng thudc qud han in (rén bao bi.

o Dimg nguyén vién, khong duoc bé vién theo vach chia

1. Thanh phin cong thirc thude:

M&i vién nén bao phim chura:

Thanh phan hoat char: atorvastatin 10 mg (dudi dang Atorvastatin calcium trihydrate 10,82

mg)

Thanh phdn fa duoc: microcrystalline cellulose, lactose monohydrate, calcium carbonate,

hydroxypropyl cellulose, croscarmellose sodium, polysorbate 80, magnesium stearate, Opadry

0Y-B28920 (White), purified water*

* dung mdi bay hoi trong qua trinh san xuét

2. Dang bao ché: vién nén bao phim

M@ td: vién nén bao phim mau tring hinh tam gidc, hai mat 161, mét mat khic chit ACME, mt

mit ¢d khia.

3. Chi dinh:

Téng cholesterol mau:

Thude duge chi dinh nhw thube hd trg ché do an kiéng dé didu tr tang cholesterol toan phin,

LDL-cholesterol (LDL-C), apolipoprotein B va triglyceride & ngudi 16n, thanh thiéu nién va

tré em trén 10 tudi ting cholesterol mau nguyén phat (¢é tinh gia dinh di hop tir va khong ¢6

tinh gia dinh), ting lipid méu hén hop (nhém [Ma-11b), tang triglycerid mau (nhom IV), rdi loan

betalipoprotein mau (nhém TIT) khéng dép (mg ddy i véi ché db 4n va cdc bién phap khong

dung thude khic.

Atorvastatin ciing dugc chi dinh d& 1am giam cholesterol toan phin va giam LDL-C & bénh

nhén téng lipid mau gia dinh ddng hop tir nhu mdt thude hd tro cho cac bién phap diéu tri khac

(thi dy: LDL-apheresis, cholestyramin) hodc 12 khi cdc bién phép didu tri khac khong thue hién

duoc.
Duw phong cac bénh tim mach: =

C . _y COELUEPN
Du phong cac bieén ¢o tim mach & bénh nhén ¢6 nguy co cao d6i v&i cac bién ¢b tim macl (m g ’0,_\

tién: hut thuée, cao HA, déi thdo dudng, HDL-C thép, tién sir gia dinh bénh mach van ‘{?%'
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doan sém, bénh mach mau ngoai vi, phi dai tim thét trai, dién tdm db bat thuong, protein
niéw/atbumin nidu, nhu 13 mét thude hd tre cho didu chinh céc véu td nguy co khéc.

4. Cich dung, liéu ding:

Liéu lwong

Nén hudng dan cho bénh nhan ché do &n 1dm giam cholesterol mau theo tiéu chuén trude khi
diing atorvastatin va duy tri ché o an nay trong sudt thoi gian didu tri.

Liéu nén dwgc tinh trén timg bénh nhan dya trén ndng d6 LDL-C, muc tiéu didu tri, va dép Gmg
cua bénh nhan.

Liéu khéi dau thong thuong 13 10mg, ngay mot 13n. Nén didu chinh lidu trong khodng thi gian
4 tudn hoic nhidu hon, Lidu t6i da 13 80 mg/ 13n/ ngay.

Téng cholesterol mdu neuvén phdt va hon hop

Phén 161 céc bénh nhan déu dwoc bit ddu véi 10mg atorvastatin, ngay mot 1an. Dép tng didu
tri rd rét cd dugce trong vong 2 tudn, va dap (mg tdi da thuong dat dugc trong 4 tudn. Dap img
nay dugc duy tri trong didu tri lau dai.

Tang cholesterol mau gia dinh di hop tir

Bénh nhan cin duge bat dédu vdi atorvastatin 10mg hang ngay. Lidu nén duoc tinh cu thé trén
mdi bénh nhin va didu chinh mdi 4 tudn dén 40 mg mbi ngdy. Sau dé, lidu 6 thé dwoc ting
1én dén tbi da |2 80 mg mdi ngay hoiic két hop mot thube gin acid mat véi 40 mg atorvastatin
mdi ngdy mét lan.

Tdng cholesterol mdu gia dinh dong hop ti

Dit liéu han ché.

Liéu atorvastatin & bénh nhén ting cholesterol mau gia dinh ddng hgp tir 1a 10-80 mg mdi ngay.
Atorvastatin nén dugc sit dung nhu mét thude hd tro cho cic phuong phép didu tri ha lipid
khac (vi dy nhu LDL apheresis) & nhiing bénh nhan nay hodc néu cic phuong phép diéu tri
khac la khong co.

Dur phong cdc bénh tim mach

Trong céc thir nghiém dy phong ban dau, lidu 13 10me / ngay, lidu cao hon ¢6 thé can thiét dé
dat mirc LDL- cholesterol theo huéng dan hién hanh.

Bénh nhan suv thdin

Khéng cin thiét didu chinh lidu & bénh nhén suy than.

Bénkh nhan suy gan

Atorvastatin nén duge sir dung thin trong & bénh nhén suy gan, Chdng chi dinh atorvastatin &
nhitng bénh nhan dang ¢6 bénh gan tién trién.

Ngwoi cao (uoi




https://trungtamthuoc.com/

Tinh an toan va hiéu quéa & nhitng bénh nhén teén 70 tdi st dung atorvastatin véi liéu khuyén
cdo twong tw nhu nhing dbi tuong khac.
Tré em
Tang cholesterol mau:
St dung atorvastatin ¢ tré em chi nén duge thue hién bai cc bac si c6 kinh nghiém trong viéce
didu tri tang cholesterol mau & cdc bénh nhi va bénh nhan cdn duoc danh gid lai mét cach
thudng xuyén dé theo dsi tién trién cila bénh.
Dbi v6i bénh nhén tir 10 twdi tré 1én, lidu khai du khuyén cdo cua atorvastatin 13 10mg mdi
ngay va lidu 6 thé 1én dén 20mg mdi ngay. Hidu chinh lidu nén dugc tién hanh dya trén dap
Ung va kha ndng dung nap tirng bénh nhéan. Thong tin an toan cho bénh nhi dugc didu tri véi
liéy trén 20 mg, tvong tmg v6i khoang 0,5 mg/kg, con han ché.
Kinh nghiém diéu tri cho tré em tir 6-10 tudi con han ché, Do dé, atorvastatin khong dugc chi
dinh trong diéu tri & bénh nhan dwéi 10 twdi.
Dang bao ché, nong d6 khéc c6 thé phi hop hon déi voi nhitng d6i twong bénh nhan nay.
Viée sit dung ddng thoi cac thude ha lipid mau nhém statin véi cac thube didu tri HIV va viém
gan siéu vi C (HCV) c6 thé 1am ting nguy co gdy tén thwong co, nghiém trong nhat 13 tiéu co
van, than hur dan dén suy than va c6 thé géy tr vong.

- Tranh st dung atorvastatin vgi tipranavir + ritonavir va telaprevir

- Sir dung than trong va néu can thiét nén ding lidu atorvastatin thip nhét khi sir dung

atorvastatin v4i lopinavir + ritonavir
- Khéng ding qua 20 mg atorvastatin/ngay khi st dung atorvastatin vdi darunavir -+
ritonavir, fosamprenavir, fosamprenavir + ritonavir, saquinavir + ritonavir

- Khong dung qua 40 mg atorvastatin/ngay khi st dung atorvastatin vai nelfinavir
Cach dung:
Vach trén vién khéng dimng dé bé vién va chi dimg nguyén vién.
Vién nén bao phim atorvastatin dugc diing dudng uéng. Udng mét lan trong ngay va cé thé
udng thube bét ctr thoi diém nao, e no hodc déi déu duoc
Tang nguy co ton thuong co khi sir dung statin déng thoi véi gemfibrozil, cac thube ha
cholesterol méu nhém fibrat khéc, niacin lidu cao (> 1g/ngay), colchicin
5. Chéng chi dinh:
Chéng chi dinh atorvastatin & bénh nhan:
- Qua man vdi hoat chit hojc bét k¥ thanh phan ndo cta thude.
- Bénh 1y gan dang tién trién hogc ting ndng d¢ aminotransferase huyét thanh kéo dai khong

r3 nguyén nhan vuot qua 3 14n gidi han trén cia muc binh thudng.
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- Phy nit ¢6 thai, dang cho con bg, phy nft ¢ kha nang mang thai ma khong st dung céc bién
phép tranh thai pha hgp.
- Bénh nhan diéu tri thudc khang virus viém gan C glecaprevir/pibrentasvir
- Téng nguy co tén thwong co khi sir dung statin ddng thoi voi gemfibrozil, cac thude ha
cholesterol mau nhém fibrat khac, niacin lidu cao (> 1g/ngay), colchicin
- Viée str dung dong thei cac thude ha lipid mau nhém statin véi cae thude didu tri HIV va
viém gan siéu vi C (HCV) ¢6 thé lam ting nguy co gdy tdn thuong co, nghiém trong nhat 13
tidu co van, than hir ddn dén suy than va c6 thé gay tir vong

¢ Tranh sir dung atorvastatin vdi tipranavir + ritonavir va telaprevir

e St dung than trong va néu c¢an thiét nén ding liu atorvastatin thap nhét khi sir dung

atorvastatin vdi lopinavir + ritonavir
¢ Khong dung qui 20 mg atorvastatin/ngay khi st dung atorvastatin v4i darunavir +
ritonavir, fosamprenavir, fosamprenavir + ritonavir, saquinavir + ritonavir

e Khdng dung qua 40 mg atorvastatin/ngay khi sit dung atorvastatin vdi nelfinavir
6. Canh bao va thin trong khi diung thube:
Tac dong trén gan:
Khuyén cdo idm xét nghiém enzym gan trudc khi bét diu didu tri bang statin va trong trudng
hop chi dinh 1am sang yéu ciu xét nghiém sau d6. Nhitng bénh nhan c6 bét k¥ tridu chimg co
nang hay thuc thé ndo goi ¥ dén tén thuong gan nén dugc kiém tra chie nang gan. Cén theo
ddi & nhitng bénh nhan c6 ndng 4§ transaminase ting cho dén khi cic bt thudmg duoc giai
quyét. Néu ALT hodc AST ting [én gp trén 3 I4n gidi han trén ciia mic binh thudng mét cach
dai dang thi nén giam lidu hodc ngung ding atorvastatin.
Nén ding than trong & bénh nhan udng rugu va/ hodc c6 tién st bénh gan.

Dur phong dét quyv bing cdch vidm tich cue none ds cholesterol méw (SPARCL)

Trong mdt phén tich post-hoc ciia cac phan nhom ddt quy & nhitng bénh nhan khéng cé bénh
mach vanh (CHD), ngudi méi bi dot quy hoiic ¢6 con thiéu méau ndo thodng qua (TIA) d3 c6
mdt ty 18 cao cia dot quy xudt huyét & bénh nhén v6i lidu khéi dau atorvastatin 80 mg so voi
gia duge. Nguy co gia ting duge ddc biét chd ¥ & nhimg bénh nhan ¢6 tién sir bi dot quy xudt
huyét hodic nhdi mau 6 khuyét. DSi vdi bénh nhan c6 tidn st dot quy xudt huyét hodc nhdi mau
6 khuyét, can cAn nguy co va loi ich ciia atorvastatin 80 mg 13 khéng chic chén, va nguy co
cia dot quy xuét huyét cin duge xem xét than trong trude khi bt dau didu tri.

Anh huong trén co xwong:

Atorvastatin ciing nhwr céc chét trc chd HMG-CoA reductase khac, trong mot sb it traong hop

¢6 the anh hirong dén cde co xuong va giy dau co, viém co va cac bénh vé co ma c6 thé ti
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trién dén tiéu co van de doa dén tinh mang dic trung bdi ting rd rét creatine kinase (CK) cip
(> 10 1an ULN), myoglobinaemia va myoglobinuria ¢6 thé din dén suy than.

Trude khi didy iri

Atorvastatin nén dugc ding than trong ¢ nhimg bénh nhan cé cdc yéu té anh huéng dén tiéu
co van. Nong do CK cén duoc do trude khi bit dAu diéu trj statin trong cdc trudng hop sau ddy:
- Suy than

- Suy giap

- Ti&n st ban than hodc gia dinh ¢6 cac rdi loan co bép di truyén

- Tién sir nhiém ddc co bip do statin hoic fibrat

- Tién st bénh gan va / hodc uéng nhidu ruou

- Ngudi cao tudi (tubi> 70 tudi), su cin thiét phai danh gia nhu trén cin duge xem xét, ty
thude sir hién dién ctia yéu td nguy co khac dén tidu co van

- Trrdong hop ma sur gia ting ndng d6 CK trong huyét twong ¢6 thé xay ra khi co trong téc hodc
trén ddi twong dic biét bao gdm nhém quin thé di truyén. Trong céc trrdng hop nay cin cin
nhic nguy ca, lgi ich va theo ddi lam sang

Neéu néng d6 CK ting lén dang ké & mic> 5 1an ULN, khdng nén bét dau diéu tri.

Do ndéng dé creatin kinase

Creatin kinase (CK) khéng nén duoc do sau luyén tap thé thao hodic khi ¢6 su hién dién cia bét
ky yéu tb ndo gy tang CK vi didu nay lam cho gid tri khé giai thich. Néu ndng dé CK cao dang
ké & mire > 5 1an ULN, nén do lai trong vong 5-7 ngay sau d6 dé xac nhén két qua.

Trone khi diéu tri

- Yéu cu bénh nhan bdo cdo kip thai nhitng con dau co, chubt rit, hodic yéu co dic biét 1a néu
di kém véi tinh trang khé chiu hoic sét.

- Néu céc tridu chiing xay ra trong khi bénh nhin dang duogc didu tri voi atorvastatin, néng dé
CK clia bénh nhan nén dugc do. Néu ndng d6 do duogc ting 1én déng ké (> 5 1an ULN), nén
ngimg diéu tri.

- Néu céc triéu chimg co bép 1a nghidm trong va gy khé chiu hing ngay, ngay ca khi ndng dé
CK <5 x ULN, viéc ngung diéu tri nén dwoc xem xét.

- Néu cic tridu chimg duge giai quyét va ndng d6 CK tro lai binh thudng, viée ding lai
atorvastatin hoic mdt statin thay thé c6 thé duoc can nhic & lidu thip nhét va theo ddi chit ché.
- Phai ngimg diéu tri bang Atorvastatin néu ndng dé CK > 10 x ULN, hodc néu tiéu co van
duge chan doan hogic nghi ngd.

- Trong qué trinh didu tri bing statin, bénh nhan can thong béo khi ¢é cac bidu hién vé co nhu

céac bién phap can thiép phu hop.
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Dimne done thoi voi edc thuoe khdc

Nguy co tiéu co van dugc ting 1én khi ding dong thdi atorvastatin véi cde thude ¢6 thé am
ting ndng do trong huyét twong ciia atorvastatin nhu chat ¢c ché manh CYP3A4 hodc vén
chuyén protein (vi du nhu ciclosporin, telithromyein, clarithromyein, delavirdin, stiripentol,
ketoconazol, voriconazol, ittaconazol, posaconazol va céc chat trc ché protease HIV bao gbm
ritonavir, lopinavir, atazanavir, indinavir, darunavir, vv). Nguy co clia bénh co ciing ¢6 thé
duge ting 1én néu str dung déng thai véi gemfibrozil va cac din xudt cia acid [ibric khac,
erythromycin, niacin va ezetimib. Néu cé thé, bién phap diéu tri thay thé (khdng tweng téc) can
dugc xem xét thay vi ding céc thuée nay. Ting nguy co tdn thuwong co khi st dung statin déng
thoi v6i cac thude ha cholesterol mau nhém fibrat khac, niacin liéu cao (> 1g/ngay), colchicin.
Trong trudng hop can phai ding ddng thoi cac thude nay véi atorvastatin, cin cdn nhic loi ich
— nguy co cta viéc ding ddng thai. Khi bénh nhin diing cdc thude Jam ting ndng dd trong
huyét twong ciia atorvastatin, khuyén khich giam lidu téi da cua atorvastatin. Ngoai ra, khi dung
cting céc chat (rc ché CYP3A4 manh, cin can nhic giam lidu khoi ddu cia atorvastatin va cé
bién phdp theo doi 1dm sang thich hop.

Khong khuyén céo str dung atorvastatin cling véi acid fusidic. Do d6, nén ngiing didu tri statin
khi dang diéu tri bing acid fusidic.

Bénh co hoai tir do mién dich

Di ¢6 bao cao rat hiém gip cla bénh co hoai tir do mi&n dich trong hodc sau khi diéu tri bing
mot sé thude statin. Bénh co hoai tr do mién dich ¢6 dic diém 1am sang la suy yéu co kéo dai
va ndng do creatin kinase huyét thanh cao, vin tdn tai sau khi ngimg didu tri bing statin.
Bénh phii ké

Trudng hop dic biét cua bénh phdi k& di duge bao cdo véi mot s statin, ddc biét 13 véi diéu
tri lau dai. Triéu ching c6 thé bao gdm kho thd, ho khan va suy giam stc khoe tdng quat (mét
moi, giam can va sét). Néu cé nghi ngd bénh nhan da bi bénh phdi k&, nén ngung didu tri véi
statin.

Pdi thdo duwonge

M6t sé bing chimg cho thiy ring statin lam tang dudng huyét & mot sé bénh nhén — nhitng
ngudi c6 nguy co cao mic tiéu dudng trong tuong lai. Tuy nhién, nguy co bénh tim mach néu
khéng str dung statin cao hon so véi nguy co tiéu dudng, do dé day khdng phai 1a 1y do dé
nglmg diéu tri statin. Bénh nhan c¢6 nguy co (dudng huyét lic déi 5.6-6,9 mmol / L, chi sé
BMI> 30kg / m 2, ting triglycerid, ting huyét 4p) nén duoc theo ddi ca vé mit ldm sang va sinh
héa theo huéng din quéc gia.

Tré em
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Khéng c6 anh hudng dang ké v& mit lam sang dbi véi su ting trudng va trudng thanh di duoe
quan sat trong mot nghién ctru 3 ndm dua teén ddnh gid su trudng thanh va phat tién tdng thé,
déanh gia trén thang diém Tanner, va do chibu cao va can ning

Cac thudc we ché protease trong dicu tri HIV va viém can siéu vi C

Viéc st dung ddng thdi cac thude ha lipid mau nhém statin véi cac thude didu trj HIV va viém
gan siéu vi C (HCV) cé thé lam ting nguy co gy ton thuong co, nghiém trong nhét la tiéu co
vén, than hu din dén suy than va c6 thé gy tir vong

- Tranh stir dung atorvastatin vai tipranavir + ritonavir va telaprevir

- St dung thin trong va néu can thiét nén ding lidu atorvastatin thip nhat khi sir dung

atorvastatin véi lopinavir + ritonavir
- Khong dung qua 20 mg atorvastatin/ngay khi st dung atorvastatin véi darunavir +
ritonavir, fosamprenavir, fosamprenavir + ritonavir, saquinavir + ritonavir

- Khong dung qua 40 mg atorvastatin/ngay khi str dung atorvastatin véi nelfinavir
7. Sir dung thudc cho phuy nir ¢6 thai va cho con bi:
Str dung thubc cho phy nir c6 thai:
Chéng chi dinh trong thai ky. An toan & phy nir mang thai chua dugc thiét lap. Khong 6 thir
nghiém lam sang ¢ kidm sodt voi atorvastatin d3 duge tién hanh ¢ phu nit mang thai. Cic bdo
céo hiém vé dj tit bdm sinh sau khi ding thudc (re ché men HMG-CoA reductase di duge ghil
nhan. Cac nghién ctru trén dong vét di cho thdy doc tinh d6i vai sinh san.
Didu tri cho me bing atorvastatin ¢6 thé 1am giam ndng do mevalonat cia thai nhi, mot tidn
chit ciia qua trinh sinh tdng hop cholesterol. Xo vita dong mach 13 mdt qud trinh man tinh, va
viéc ngung sir dung céc san pham thude ha lipid trong thai ky s& it anh hwong dén nguy co lau
dai lién quan dén ting cholesterol mau nguyén phat.
Vi nhiing ly do nay, khong nén sir dung thudce & nhitng phy nit dang mang thai, ¢b ging mang
thai hodic nghi ngd dang mang thai. Diu tri bing thude nén dwoc dinh chi trong thdi gian mang
thai hodc cho dn khi xac dinh ring ngudi phu nit khdng mang thai.
Sir dung thudc cho phu nir cho con bii:
Chua biét liéu atorvastatin hodic cdc chat chuyén héa cua né duge bai tiét qua sita me hay
khong. O chuét, ndng d6 atorvastatin trong huyét twong va céc chit chuyén héa hoat dong cia
n6 tuwong tu nhu trong sita. Do kha ning gy phan tng phu nghiém trong, phu nit dang dung
thuée khéng nén cho con bd. Atorvastatin chéng chi dinh trong khi cho con bu.
8. Anh hwing ciia thudc 18n kha niing l4i xe, vin hanh may mdae:
Vi thubc ¢6 thé gy ra céc tic dung khdéng mong mudn nhu dau déu, mét méi...nén can thén
trong khi lai xe va van hanh may méc.

9. Twong tac, twong ky, ciia thudc:
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Anh hwomg ciia cac thude diéu tri phdi hgp trén atorvastatin
Atorvastatin duge chuyén héa bai cytochrom P450 3A4 (CYP3A4) va 1a mot co chit dé vén
chuyén protein vi du nhw chit vin chuyén OATP1B1 & gan. Ding ddng thdi céc thude e ché
CYP3A4 hofic vén chuyén protein cé thé 1a ting ndng do trong huyét twrong clia atorvastatin va
ting tic dung bt loi trén co. Nouy co nay ciing c6 thé ting 1én khi dimg dong thoi atorvastatin
v6i cac thube khac c6 kha ning giy bénh co, ching han nhu cac din xuét cla acid fibric va
ezetimib.

Cdc chdt irc ché CYP3A4

Cac qhét trc ché manh CYP3A4 d3 duge chimg minh dén d én téng néng dod atorvastatin rd (xem
Bang 1 va thong tin cy thé bén dudi). Tranh diing ddng thai atorvastatin véi cac thude e ché
manh CYP3A4 (nhu ciclosporin, telithromycin, clarithromycin, delavirdin, stiripentol,
ketoconazol, voriconazol, itraconazol, posaconazol va cic chit trc ché protease HIV bao gém
ritonavir, lopinavir, atazanavir, indinavir, darunavir, v..v) néu cé thé. Trong trudng hop viée
dimg ddng thoi céc thubc nay véi atorvastatin 13 khén g thé tranh duroc, cin xem xét ding lidu
khai ddu va lidu 681 da thip hon clia atorvastatin va c6 bién phap theo d&i 1dm sang thich hop
trén bénh nhén. (xem Bang 1).

Céc chét e ché CYP3A4 trung binh (vi du nhu erythromycin, diltiazem, verapamil va
fluconazol) c6 thé lam ting ndng do trong huyét twong ciia atorvastatin (xem Bang 1). Nguy
co bénh co ting 1én khi str dung erythromyein két hop vdi statin. Nghién ctru tuong tac danh
gia tac dung cda amiodaron hodc verapamil trén atorvastatin chua dugc thye hién. Ca
amiodaron va verapamil dugc biét 1a tic ché hoat dong CYP3A4 va ding dong thoi véi
atorvastatin c6 thé dan dén ting phoi nhidm vdi atorvastatin. Do d6, cin ¢4n nhic giam lidu 1di
da clia atorvastatin va theo ddi ldm sang & bénh nhin dung dong thoi atorvastatin va céc chit
trc ché CYP3A4 trung binh. Theo d5i 1am sang sau khi bt ddu hodc sau didu chinh lidu cia
cAc chit uc ché.

Thubc gdy cdm ting CYP3A4

Diéu trj ddng thoi atorvastatin véi thude gdy cam tmg cua cytochrome P450 3A (efavirenz,
rifampin, St. John Wort) ¢6 thé dan dén viéc giam nbng db trong huyét twong cua
atorvastatin. Tuy nhién, nhd co ché tuong tic kép cua rifampin: vira cam (ng cytochrom P450
3A vira fic ché chit van chuyén OATP1BI1, atorvastatin va rifampin duoc khuyén céo ubng
cling thoi diém, do udng atorvastatin vai gitr sau khi udng rifampin s& din t6i giam déng ké
nong do atorvastatin trong huyét twong. Tuy nhién, hiéu qua cua rifampin trén ndng do
atorvastatin trong té bio gan 13 khdng r& va néu ding ddng théi 1a khong thé tranh dugc, bénh
nhén cén duge theo ddi cin thin v& hiéu qua.

Cdc chat vc ché protein vdn chuyén
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Cac chét G ché protein van chuyén (vi du nhu ciclosporin) ¢6 thé 1am ting ndng d¢ atorvastatin
(xem Bang 1). Tac déng cua viéc e ché chét van chuyén OATP1BI1 trén ndng do atorvastatin
trong té béo gan chua duge biét rd. Néu viée ding ddng thoi 13 khong thé tranh duge, nén giam
lidu va theo doi 14m sang. (xem Béng 1).

Gemfibrozil va cdc dan xudt cia acid fibric.

Viée st dung céc fibrat don doc déi khi c6 1ién quan dén céc van dé v& co, bao gdm ca tiéu co
vén. Nguy co ¢6 thé ting 1én khi st dung ddng thoi cac din xudt coa acid fibric voi
atorvastatin. Néu ding déng thoi la khong thé tranh duge, cin nhic si dung tidu thép nhét cua
atorvastatin dé dat duge muc tidu didu tri va bénh nhéan cin duge theo ddi l4m sang.

Cezetimib

Viéc str dung don ddc ezetimib 6 lién quan dén cac van dé v& co, bao gdm ca tidu co van. Nguy
co ¢ thé ting 1én khi sir dung dong thoi ezetimib va atorvastatin. Nén ¢6 bién phap theo doi
1am sang thich hop trén bénh nhan.

Colestipol

Nbng do atorvastatin trong huyét twon g v cic chat chuyén héa cé hoat tinh thip hon (bang
khoang. 25%) khi colestipol dugc diing cung véi atorvastatin. Tuy nhién, tac dung trén lipid
khi diing dong thdi atorvastatin va colestipol 1 16n hon khi diing mét trong hai thube don déc.
Acid fusidic

Nghién ciru trong 14c voi atorvastatin va acid fusidic chua dugc thue hién. Nhir vdi statin khac,
cic van dé vé co lién quan, bao gdm ca tidu co van, da duoc bio cdo khi atorvastatin va acid
fusidic duge dong thoi. Co ché cua twong tac nay khong dugc biét. Bénh nhan cin duge theo
doi chét ch€ va tam nglmg diu tri voi atorvastatin.

Colchicin

Tang nguy co ton thuong co khi str dung statin ddng thdi véi colchicin.

Khi st dung statin ddng thai véi cac thube ha cholestarol mau nhém fibrat khic va niacin lidu
cao (> 1g/ngdy) lam ting nguy co ton thuong co.

Anh hwéng ciia atorvastatin trén cic thude didu tri phdi hep

Digoxin

Khi sir dung ddng thei cac lidu 1ap lai cta digoxin va atorvastatin 10mg, ndng d6 cia digoxin
ting nhe. Bénh nhén diing dong thei nén duge theo doi thich hop.

Thudc trdnh thai

Dung déng théri véi 1 thude tranh thai dudng ubng co chira norethindron va ethinyl estradiol
lam ting ndng d6 trong huyét twong cua norethindron va ethinyl estradiol.
Warfarin
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Trong mét nghién ctru 1dm sang & bénh nhan dugc didu tri bing warfarin thdi gian dai, ding
dong thai atorvastatin 80 mg mbi ngdy voi warfarin gdy ra giam khoang 1,7 gidy trong thoi
gian prothrombin trong 4 ngay déau tién va tré lai binh thudng trong vong 15 ngay diéu tri
atorvastatin. Mic dii rat hiém cac (rudmg hop tvong tac thube cia céc thude chéng dong mau
6 ¥ nghfa 1Am sang dugc béo co, thoi gian prothrombin cin duoc xac dinh trude khi bit dau
diéu tri bing atorvastatin & bénh nhén dimg thudc chdng déng coumarin va thudng xuyén trong
khi diéu trj sém dé dam bao ring khong c6 thay déi dang k& thdi gian prothrombin x4y ra. Khi
théri gian prothrombin 6n dinh d& dugc ghi nhdn, thoi gian prothrombin ¢é thé dwoc theo dai
tai cdc khoang thudng duge khuyén cdo cho bénh nhén thudc chéng dong coumarin. Néu lidu
atorvastatin dugc thay d6i hodc nging, cling mét qui trinh phai dwoc 13p di 13p lai. Khong ding
Atorvastatin khi dang chay méu hodc c6 nhitng thay ddi trong thei gian prothrombin & nhiing
bénh nhan khong ding thude chéng déng.

Bing 1: Anh hwéng ciia cde thude didu tri phéi hop dén dwoe ddng hoc cita atorvastatin

Thubc diéu tri phdi hop va chia lidu Atorvastatin

Lidu (mg) Thay d6i|Khuyén cao 14m sang *
ddi  véi

AUC &

Tipranavir 500 mg BID / Ritonavir[40 mg vao 19,4 lan |Trong trudng hop diing dong thai

200 mg BID, 8 ngay (ngay 14-21)  |ngay 1, 10 mg Vi atorvastatin la cin thiét, khong
vao ngay thir vot quéd lidu 10 mg atorvastatin
20 hang ngay.

Telaprevir 750mg mdi 8 gid, 10 ngay [20mg, SD |1 7.9 lan [Bénh nhén nén dwoc theo dai 1am

Ciclosporin 5,2 mg / kg / ngay, lidu|l0 mg OD|} 8,7 ldn sang.

lwong én dinh trong 28 ngay

Lopinavir 400 mg BID / Ritonavir 10020 mg OD|} 5,9 1dn [Trong truéng hop dung ddng thoi

mg BID, 14 ngay trong 4 ngay v6i atorvastatin 14 cAn thiét, nén

Clarithromycin 500 mg BID, 9 ngay |80 mg OD|f 4,4 ln |[giam mic liéu duy ol cua
atorvastatin qué 20 mg can theo ddi

1dm sang.

Saquinavir 400 mg BID / Ritonavir[40 mg ODI|t 3,9 1dn [Trong trwomg hop ding ddng thoi

(300 mg BID tirngdy 5-7, ting dén 400|trong 4 ngay véi atorvastatin 1 can thiét, nén

mg BID vao ngay 8), ngay 4-18, 30 giam mirc éu duy tri cua

phut khi udng atorvastatin. Khi st ¢
/?* ffn‘

»(3
Mum at

*

"--._.-"'
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Darunavir 300 mg BID / Ritonavir 100[10 mg ODIt 3,3 ldn |atorvastatin qua 40 mg cdn theo dbi
mg BID, 9 ngay trong 4 ngay 1Am sang..
Itraconazol 200 mg OD, 4 ngay 40 mg SD 13,3 lan
Fosamprenavir 700 mg BID /|10 mg ODIf 2,5 lin
Ritonavir 100 mg BID, 14 ngay trong 4 ngay
Fosamprenavir 1400 mg BID, 14 ngay|10 mg OD|1 2,3 lan
trong 4 ngay
Nelfinavir 1250 mg BID, 14ngay |10 mg OD|t 1,7 lan AKhong c6 dé xuét cu thé.
trong 28 ngay
Nudc ép budi (grapefruit juice), 240[40mg, SD |1 37%  [Khéng nén udng ddng thai luong
mL OD * 16n nudce ép budi (grapefruit juice)
va atorvastatin.
Diltiazem 240 mg OD, 28 ngay 40mg,SD  [151%  [Sau khi bit ddu diéu tri hodc sau
diéu chinh lidu cta diltiazem, theo
ddi ldm sang cla bénh nhin duwgce
khuyén khich.
Erythromycin 500 mg QID, 7 ngay  [10mg, SD |1 33%~ |Giam liéu t5i da va theo d&i lam
sang.
Amlodipin 10 mg, lidu duy nhéat 80mg, SD (1 18%  |Khong c6 dé xudt cu thé.
Cimetidin 300 mg QID, 2 tudn 10 mg OD|| it hon[Khéng c6 d& xuit cy thé.
trong 2 tudn  [1% *
Hén dich thudc khang acid ciia magié|10 mg OD|] 35% ~ [Khéng c6 dé xudt cu thé.
va nhém hydroxit, 30 ml QID, 2 tudn [trong 4 tun
Efavirenz 600 mg OD, 14 ngay 10 mg trong 3|, 41%  |[Khéng cé d& xuét cu thé.
ngay
Rifampin 600 mg OD, 7 ngay (dung[40 mg SD |1 30%  [Néu viéc diing ddng thdi 13 khong
chung) thé tranh dugc, cin theo ddi 14m
Rifampin 600 mg OD, 5 ngdy (ding/40 mgSD || 80%  [sang trén bénh nhan.
cach nhau)
Gemfibrozil 600 mg BID, 7 ngay 40mg SD 135%  |Giam miic lidu khoi ddu va theo dai

1am sang trén bénh nhéan.
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Fenofibrat 160mg OD, 7 ngay 40mg SD T 3% Giam muec liéu khoi ddu va theo doi

ldm sang trén bénh nhan.

Boceprevir 800 TID mg, 7 ngay 40mg SD 1$2,314n |Giam mtc liéu khoi ddu va theo dai
lam sang tén bénh nhdn. Liéu
atorvastatin hang ngay khong dugc
qua 20 mg khi ding cing véi

boceprevir.

& Dit lidu dua ra la thay ddi x 1an dai dién cho mot ty 18 don gian gitra ding dong thoi va dung
atorvastatin don doc (ttc 13, 1 1an = khong thay dbi).

S6 licu dwa ra 13% dai didn sy thay d6i % sy khdc biét so véi atorvastatin don doc (tic 1a 0%
= khéng thay dbi).

* C4 chira mot hodc nhidu thanh phan rc ché CYP3A4 va ¢6 thé 1am ting ndng 46 trong huyét
twong cia cac thude chuyén hoa boi CYP3A4. Lugng ciia mot Iy 240 ml nude ép budi ciing
din dén mét AUC giam 20,4% dbi v6i cac chét chuyén hoa orthohydroxy hoat dong. S5 lwong
1én nuée buai (hon 1,2 1 mdi ngay trong 5 ngay) ting AUC ciia atorvastatin 2,5 1in va AUC
ctia hoat ddéng (atorvastatin va cac chét chuyén hoa) trc ché HMG-CoA 1,3 lan.

A Téng atorvastatin hoat déng tuong dwong

Téang duge ky hiéula "1", giam @ "|"

OD = ngay mét 14n; SD = lidu duy nhét; BID = hai lAn m&i ngay; TID = ba 1in mdi ngay; QID
= bon lan m&i ngay

Bing 2: Anh hwong ciia atorvastatin trén dwoe ddng hoc ciia edc thude didu tri phdi hop

Atorvastatin va Phéc d Thube diéu tei phdi hop

Thuéc / Liéu (mg) Thay dbi|Khuyén nghi lam sang
ddi  véi
AUC &

80 mg OD trong 10 ngay |Digoxin 0,25 mg OD, 20(t 15%  [Bénh nhdn dung digoxin nén

ngay dugc theo ddi mot cach thich hop.
40 mg OD trong 22 ngay [tranh thai OD ubng, 2 Khong c6 d& xuét cu thé.
thang

- Norethindrone 1 mg 1 28%
-ethinyl estradiol 35 meg |1 19%

80 mg OD trong 15 ngay |* Phenazone, 600 mg SD |1 3% Khéng c6 dé xuét cy thé
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10 mg, SD Tipranavir 500 mg BID /[Khéng  [Khdng cé d& xuét cu thé
ritonavir 200 mg BID, 7(thay dbi

ngay

10 mg, OD trong 4 ngay |Fosamprenavir 1400 mg|| 27%  |Khéng co dé xudt cu thé
BID, 14 ngay

10 mg OD trong 4 ngay |Fosamprenavir 700 mg|Khong  [Khong c6 d& xuat cu thé
BID / ritonavir 100 mglthay doi
BID, 14 ngay

£Dit liéu dua ra 1% thay dbi dai dién% sy khac biét so v&i mdt minh atorvastatin (tdrc 13 0%
= khong thay dbi)

* Diing ddng thai cac lidu 1ap lai ctia atorvastatin va phenazone cho thdy rat it hogc khong co
tac dung phat hién duoc trong giai phong ciia phenazone.

Tang duogc ky hiéu la "1", giam la"]"

OD = ngay mét lan; SD = lidu duy nhét; BID= hai lan mdi ngay

Twong ky: Do khong cé céc nghién clru vé tinh twong ky cta thude, khong tron 13n thudc nay
véi cac thude khac.

10. T4c dung khéng mong mudn ciia thude:

Trong co s& dit liéu thir nghiém lam sang cé dbi chimg véi gia duge cia atorvastatin trén 16.066
bénh nhén (7311 bénh nhan ding gia dugc va 8755 diing Lipitor) duoc didu tri trong mét thdi
gian trung binh 53 tuan, 5,2% bénh nhan diing atorvastatin phai ngung do cdc phan ting bét loi
50 v6i 4,0% sb bénh nhan ding gia dwoc.

Duya trén dir liéu tir cdc nghién ctu 1dm sang va kinh nghiém sau st dung rng rdi, bang dudi
day trinh bay céc phan rng c6 hai cta atorvastatin.

Tan sb udc tinh ciia phan tng ¢6 hai dugc xép hang theo quy udc sau: thudng gip (= 1/100,
<1/10); it gdp (= 1/ 1.000, <1/100); hiém gip (> 1/ 10.000, <1/ 1.000); rét hiém (<1 / 10.000),

khéng duge biét dén (khong thé wde tinh duge tir dit 1iéu 6 sin).

. Tan suit || . .. | Khong
~. ) ) Rat hiem .
~ Thudng gip It gap Hiem gip : dwoe biet
A gap .
Phéin nhém . ‘ dén
Nhiém trimg v | Viém mili |

nhiém ky sinh hong.
riung l

A - B en A A
Réi loan mdu va GGiam tiéu cau.

hé bach huyét
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Roi logn hé mién | Phan (g di S6¢ phin ‘
dich ung vE. J
|
Réi loan chuyén | Tang dudmg Ha dudng huyét, }
héa va dinh huyét, tang ting cin, biéng #n
dudng HbAlc
R6i logn iam thdn Con 4c mdng, mét
ngu.
Réi logn hé thin | Pau dau. Chong mat, di Bénh than kinh
kinh cam, loan vi giac, | ngoai bién.
suy giam nhén
thirc (nhu mt trf
nhé, 1 14n....)
Roi loan ¢ mét Tam nhin bi m&. | Réi loan thi gidc.
Réi loan thinh i U tai Piéc
gidc
Réi logn hé hap, | Pau hong-
Iong ngwe va thanh quan,
trung thdt chdy mau cam.
Roi logn tiéu héa | Tao bén, ddy | Nén mira, dau
hot, kho tiéu, bung trén va dudi,
budn non, tiéu o hoi, viém tuy.
chay.
Réi loan gan mit Viém gan. U mit. Suy gan.

Roi loan da va

cde mé dwdi da

Nbi mé day, phat
ban da, ngira,

rung téce.

Pht mach, viém
da bong nudc bao
gbm da dang ban
dd, hdi ching
Stevens-Johnson
v hoai tir biéu bi

gdy ddc.
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[ Réi logn co
xuong khop va

mo lién két

Dau co, dau Pau ¢6, moi co

khép, dau &
, |
chi, co that ca, |

sung khop, dau

Bénh co, viém co,

tiéu co van, ton

thuong co gén &

khép vai, doi khi

Bénh co
hoai t&r do

mién dich

| lung dirt gén
| He sink sanva Vito &
| cdc bénh vi nam gidi.
Réi logn todn M¢ét moi, suy
than va khd ndng nhugc, dau ngyc,
kiém soat phit ngoai bién,
mét moi, sot.
Trong chdn dodn. | Thir nghiém Bach cdu niéu
chlic ndng gan | duong tinh.
bat thuon g,
creatin kinase
huyét ting. ‘

Nhu véi céc thude tic ché men khir HMG-CoA reductase khac, transaminase huyét thanh cao
di dugce bo c4o & nhitng bénh nhan diing atorvastatin. Nhitng thay doi nay thudng nhe, thodng
qua, va khdng doi hoi phai ngling diéu tri. Tang transaminase huyét thanh c6 y nghfa 1am sang
(> 3 lan giéi han trén binh thuong) xay ra & 0,8% bénh nhan ding atorvastatin, Sy ting mic
transaminase nay lién quan dén lidu va c6 thé dao ngugc & tit ca cac bénh nhan.

Creatine kinase huyét thanh (CK) cao hon 3 lan giéi han trén ciia binh thudng xay ra & 2,5%
bénh nhan dung atorvastatin, twong tu nhu cac chat tre ché men khir HMG-CoA reductase khac
trong céc thir nghiém 1am sang. Mrc trén 10 14n so véi gidi han trén thudng xay ra & 0,4%
bénh nhan duge didu tri bang Lipitor

Tré em

Céc co so dif liéu 1am sang bao gdm dit liéu an toan cho 249 bénh nhi diéu tri bang atorvastatin,
trong s6 dé ¢6 7 bénh nhén <6 tudi, 14 bénh nhan trong dd tudi tir 6-9, va 228 bénh nhan trong
dd tudi tir 10-17.

Réi loan hé than kinh
Thuong gap: Nhire déu
Réi loan tiéu héa
Thudng gap: Pau bung
Trong chédn dodn:

Thudng gip: alanine aminotransferase trong méu ting, creatine phosphokinase huyét ting
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Dua trén cée dir lidu ¢o sén, tan sb, loai va mbc do phan (mg bt lgi & tré em twong tu nhu &
nguoi 16n. Hién tai, dang c6 it kinh nghiém vé an toan khi sir dung 14u dai & tré em.

Céc tac dung phu sau ddy d3 dugc bdo cdo & mot sb statin:

Réi loan chirc ning tinh duc.

Phién muén.

Trudmg hop ngoai 1é: bénh phdi k&, dic biét 13 véi didu tri 1au dai.

Dai thao dudng: Tan sb s& phu thude vao sy ¢o mit hay ving mit coa céc yéu 16 nguy co
(dudng huyét lic déi glucose > 5,6 mmol / L, chi s BMI> 30kg / m 2, tang triglyceride, tién
st ting huyét 4p).

Théng bdo cho bdc st nhitng tic dung khéng mong muon gip phii khi si dung

11. Qu4 lidu va cich xir tri:

Khong c6 diéu trj dic higu nao khi ding qua lidu atorvastatin. Nén qua lidu xay ra, bénh nhén
can duoc diéu tri tridu ching va cdc bién phép hd tro theo yéu clu. Xét nghiém chire ning gan
va theo doi ndng @6 CK huyét thanh. Do thudc lién két manh véi protein huyét nrong, khong
ting thai trir atorvastatin bang cach thdm tich mau.

12. Dic tinh dwgc lye hoc:

Nhém dwge Ij: Chilt ke ché enzym khit HMG-CoA.

Ma ATC: C01AA05

Atorvastatin 13 chét trc ché canh tranh va chon loc men khir HMG-CoA, trc ché qué trinh chuyén
3-hydroxy-3- methylglutaryl- coenzym A thanh mevalonat, m6t tién chét cuia sterol, bao gdm
cholesterol. Triglycerid va cholesterol trong gan dwoc két hop lai thanh VLDL va phéng thich
vao huyét tvong dé dua dén mo ngoai bién. Lipoprotein ti trong thap (LDL) duoc tao thanh tir
VLDL va dugc thoai bién mét cach nguyén phét qua thu thé LDL &i luc cao. Atorvastatin lim
giam lipoprotein va cholesterol huyét twong bing cach (rc ché men khir HMG-CoA, e ché su
tdng hop cholesterol & gan va bing cach ting sé luvgng nhitng thy thé LDL & gan trén bé mit
té bao tir d6 tang s ldy di va thoai bién LDL.

Atorvastatin [am giam san xudt LDL va 1am gia ting dang ké& hoat tinh ctia thy thé LDL ciing
vé&i sy thay dbi ¢6 loi trén tinh chét ctia cde hat LDL tdn hoan. Atorvastatin c¢6 hidu qua trén
viéc lam giam LDL & nhitng bénh nhén ting cholesterol gia dinh ddng hop tir, mot quan thé
khéng cé dap (g binh thuong véi thude ha lipid.

13. Dic tinh dwoc dong hoc:

Hdp thu: Atorvastatin duoc hép thu nhanh chéng sau khi ung, ndng d6 thube trong huyét

twong t6i da dat duge trong vong 1-2 giyr. Mire d6 hép thu va ndng do atorvastatin ting ti 18 véi
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va mirc db ciia sy hdp thu khoang 25% khi dugc dénh gia bai Cmax va khoang 9% khi duge
danh gia boi AUC, nhung s giam LDL-C thi khong dbi khi atorvastatin duoc udng cing e
véi thire &n hay khéng. Nong do atorvastatin huyét twong sau khi dung thube budi chiéu tdi
thdp hon khi ding budi sang (khoang 30% déi véi Cmax va AUC). Tuy nhién, hiéu qua giam
LDL-C thi nhu nhau bét ké dimg thubc vao thdi diém nao trong ngay.

Phdn hé: Trén 98% atorvastatin dugc gin két véi protein huyét twong. Ti 18 héng cAu huyét
tuong xdp xi 0,25 cho thdy su thim thudc vao t& bao hdng ciu thép.

Chuyén héa: Atorvastatin duge chuyén héa chi yéu thanh dan xudt hydroxy héa tai vi tri ortho
va para va cc san pham oxy hoa tai vi tri beta. In vitro, sir tic ché men khir HFMG-CoA cuia cac
chét chuyén héa qua con dudng hydroxyl héa & vi trf ortho va para tuong duong véi su (e ché
cua atorvastatin, Khoang 70% hoat déng trc ché trong huyét twong clia men khir HMG-CoA 13
do cac chat chuyén héa ¢6 hoat tinh. In vitro, cac nghién ciru cho thdy tAm quan trong ciia su
chuyén héa atorvastatin boi cytochrome P450 3A4 & gan.

Thdi trir: Atorvastatin va céc chat chuyén hoa ciia né dugc thai trir chil yéu qua mét sau quéa
trinh chuyén héa tai gan vi/hodc ngoai gan. Tuy nhién, thuéc khong di qua chu trinh gan rudt.
Thoi gian ban hiy trong huyét trong trung binh cua atorvastatin & ngudi khoang 14 gid, nhung
mdt nira thoi gian cua hoat dong (re ché men khir [IMG-CoA 13 10-20 gidr do ¢6 sy déng gop
clia cac chit chuyén hoa co hoat tinh. Dudi 2% luong atorvastatin udng vao duoc tim thiy
trong nude ticu.

14. Quy cach dong goi: Hop 3 vi x 10 vién

15. Diéu kién béio quén, han ding, tiéu chuin chit lwgng ciia thudc:

Béo quan: Khéng bao quan trén 30°C. Tranh anh sang.
Han ding: 36 thang ké tir ngay san xuat.

Tiéu chudn chét hwong: USP

16. Tén, dia chi co si sdn xuét thube:

The ACME Laboratories Ltd.

Dia chi: Dhulivita, Dhamrai, Dhaka, Bangladesh

17. Tén, dia chi co' s dang ky thube:

OMNICALS PHARMA PRIVATE LIMITED

Dia chi: Navi Mumbai, An D6




