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HUGNG DAN SU DUNG THUOC
Rx
1. Tén thude: ATORVASTATIN 10mg
2. Céc déu hiéu luu ¥ va khuyén céo khi dung thudc: ——
“Thudc nay chi dung theo don thude” V\‘ 00367 _fn X
“D¢ xa tdm tay tré em” AT 4
“Doc ky hudng dan sir dung trudce khi dung” fe{ of'p)
3. Thanh phan cong thire thube: Mdi vién nén bao phim chira: Ll 2UGC PHAM I4 JJ
Thanh phan duge chat: Atorvastatin calci twong Ging véi atorvastatin IOPng WA TRY J&/
Thanh phin ta duge: Microcrystalline cellulose, natri starch glycolat, preé‘e]ﬁnmzed’stﬁr
(starch 1500), -:rospnwdon (plasdon XL 10), magnesi stearat, opadry white, ===
4. Dang bio ché: Vién nén bao phim.
M ta: Vién nén bao phim hinh tru, mau tring hodc tring nga, thanh va canh vién lanh lin.
5. Chi dinh:
- Tang cholesterol méau: Atorvastatin két hop véi ché d¢ an dé gidm cholesterol toan phén,
LDL-cholesterol, apolipoprotein B va trlglycend & nhitng bénh nhén trén 10 tudi méc bénh
tang cholesterol mau nguyén phat bao gom tiang cholesterol mau di truyen di hop tir hodc
tang lipid m4u hén hop (tuyp ITa va IIb theo phan loai Fredrickson). Thudc duoc chi dinh
khi cdc bi€n phdp &n kiéng va tap luyén khong hiéu qua.
Atorvastatin ciing duge chi dinh két hgp hodc thay thé véi cac phuong phap giam lipid mau
khac dé giam cholesterol toan phan va LDL-cholesterol & ngudi trudng thanh méic chung
tang cholesterol méau di truyén déng hop tir
- Phong ngtra cac bénh tim mach & nguoi trudng thanh ¢6 nguy cao.
6. Cach ding, liéu diing:
*Cdch dang:
Dung dudng udng, 1 ldn/ngay vao bit ky thoi diém nao trong ngdy, ¢6 thé ubng cling véi
thirc &n hodc khong.
Cén tuén theo ché d6 an giam cholesterol truge va trong khi diéu tri bing atorvastatin.
* Lidu diing: Nén diéu chinh liéu dua trén ncmcr do LDL-cholesterol mau, muc tiéu didu tri
va dap trng cua bénh nhan.
Liéu khéi déu thuong ding 13 10mg (1 vién)/ngdy. Nén didu chinh lidu sau 4 tun didu tri
hofc 14u hon. Liéu ti da la 80mg (8 vién)/ngay.
- Liéu khuyén cdo:
+ Bénh tidng cholesterol méu nguyén phét va ting lipid mau hon hgp: 10mg (1 }6&1 gay,
déap ng diéu trj rd rét dat trong 2 tuan va dap Gng diéu tri tdi da thuong dat dioc trong 4
tudn. Dap {mg diéu tri duy tri trong sudt qué trinh didu trj man tinh.
+ Bénh ting cholesterol mdu di truyén di hop ti: Lxcu khai dau [ 10mg (1 vién)/ngay. Liéu
nén duge diéu chinh theo tirng bénh nhén va sau mdi 4 tudn dén 40mg (4 vién)/ngay. Sau
@6, hoe tang lidu dén tdi da 12 80 mg (8 vién)/ngay hodc két hop voi mot thude thude nhém
resin.
+ Bénh ting cholesterol mau di truyén ddng hop tir: Tir 10-80mg (1-8 vién)/ngay, két hop
hoic thay thé cic phuong phép giam cholesterol mau khic.
+ Phong bénh tim mach: 10mg (1 wen)xnaay C6 thé sir dung liéu cao hon dé dat duge nong
d6 LDL-cholesterol theo hudng dan diéu tri hién hanh.
- Bénh nhdn suy thdn: Khong can diéu chinh liéu. )
- Bénh nhdn suy gan: Thén trong khi sir dung thudce ¢ bénh nhan suy gan. Chong chi dinh
véi bénh nhan dang cé bénh gan tién trién. ‘ ’
- Nguoi cao tuoi: Hiéu qua va an toan & bénh nhén trén 70 tudi sit dung liéu khuyén céo
twong t nhém ddi twgng chung.
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- Tré em: Chi nén diéu tri atorvastatin cho tré em bdi bac s§ da c6 kinh nghiém didu tri ting
cholesterol mau ¢ tré em va nén dinh ky kiém tra bénh nhan dé danh gié tién trién bénh.
Bénh nhén ting cholesterol mau di tr‘uyén di hop tir trén 10 tudi, lidu khoi dz’ig,--khag,géa,lcéo
la 10mg (1 vién)/ngay. Co thé ting liéu lén 80mg/ngay tiy theo dap img vkl ning dur
nap. Dicu chinh liéu theo muc tiéu diédu tri cho tirng c4 nhan. Nén diéu Ch;@i;rl:élflsiiﬁ] ﬂtu‘&n\
hoac hlum Khéng sir dung atorvastatin cho tré dudi 10 tudi. _."|"-¢; -:w;?' PHAN l'itf '
7. Chéng chi dinh: W\ OULG RHAM
- Nguoi min cam V@i atorvastatin hofic véi bit ky thanh phin nao cta thu\a‘fic HATAY /sy
- Bénh nhén dang mac bénh gan tién trién hoic duy tri ndng do transalnin‘éé/é{fhhy‘éﬁ'r{h‘%r{ﬁ
gdp 3 lan giéi han binh thuong trén khong giai thich duoc. i

- Phu nit ¢6 thai, phu nit dang cho con bu, phy nit ¢6 kha ning mang thai ma khong st dung
cdc bi¢n phap tranh thai.

8. Ciinh bio va thiin trong khi ding thube:

Anh hirdng trén gan:

Khuyén cdo xétn ghiém enzym gan trude khi bit dau sir dung atorvastatin va khi c¢é chi dinh
lam sang sau d6. Néu bénh nhén phit trién bét cir diu hiéu hodc tridu chimg goi y ton thuong
gan cin tién hanh kiém tra chirc ning gan. Néu ndng do transaminase ting, theo d&i bénh
nhan cho dén khi gii quyét dwoc céc bit thudng. Nén giam lidu atorvastatin hogic nging
thudc néu bénh nhan duy tri néng dd transaminase gép 3 1an gidi han binh thuodng trén. Théin
trong khi sir dung atorvastatin & bénh nhan ubng nhiéu ruou bia va’hodc c6 tién sir bénh
gan.

Phong ngira dét quy bing gidm cholesterol méu ( SPARCL):

Mot phan tich hiu kiém tién hanh trén nhém bénh nhan dot quy khéng c6 bénh mach vanh,
nhém bénh nhén sir dung liéu atorvastatin ban diu 12 80 mg 6 ty 1& méc dot quy do xudt
huyét cao hon nhém sit dung placebo. Nguy co tang lén ndy duge chu y dic biét véi bénh
nhén da tirmg c6 dot quy do xuit huyét hodic nhdi mau & khuyét. Véi nhitng bénh nhan nay
khi sir dung atorvastatin 80mg, can bing gitta loi ich va nguy co la khdng chic chin, cin
thén trong danh gia nguy co tiém 4n cia dot quy do xuat huyét trude khi bat diu didu tri,
Anh hudng dén co xuong:

Giéng nhur cée thude e ché HMG-CoA reductase khéc, atorvastatin ¢6 thé anh huéng 1én
co xuong véi tan sudt thip, gdy ra dau co, viém co vi cac bénh vé co ma o6 thé tién trién
thanh ti€u co van. Tiéu co vén dic trung béi tdng creatin kinase (ting 10 lan gi6i han binh
thuong trén), ting myoglobin niéu va myoglobin méu dan téi suy than va c6 thé dan tife
vong.

Ngoai ra, di ¢6 bao cdo hiém gip vé hoai tir co qua trung gian mién djch (IMN
sau khi diéu tri voi mot so statin véi cac ddc trung 1dm sang nhu yéu co dai déng,
d6 creatin kinase ngay ca khi dd ngimg diéu trj véi statin. '
Xét nghiém creatin kinase (CK):

- Trude khi diéu tri, xét nghiém CK trong nhiing truéng hop: Suy gidm chire ning than,
nhuge gidp, tién s ban than hojc tién sit gia dinh mAc bénh co di truyén, tién sir bi bénh co
do str dung statin hofic fibrat trudc d6, tién sir bénh gan vd/hodc uéng nhiéu ruou, bénh nhin
cao tudi (> 70 tudi) 6 nhiing yéu t6 nguy co bi tiéu co vén, kha ning xay ra tuong tac thude
va mdt s6 doi trong bénh nhan dac biét. Trong nhitng trudng hop ndy nén can nhic loi
ich/nguy co va theo doi bénh nhén trén 1am sang khi diéu tri bing statin. Néu két qua xét
nghiém CK > 5 lan 161 han trén cia mirc binh thuong, khéng nén bit dau didu tri bang
statin. ) ‘

- Trong qua trinh didu trj bing statin, bénh nhan cin thong bdo khi ¢ cac biéu hién vé co
nhur dau co, ciing co, yéu co ... Khi ¢6 cac bidu hién ndy, bénh nhan cin lam xét nghiém
CK @€ c6 cédc bién phap can thiép phi hop. ‘

+ Néu nong do creatin kinase 16n hon 5 lan gi6i han binh thuong trén, nén ngling diéu tri.
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+ Neu cac triéu chirng trén co nang va gfly ra cam gidc kho chiu hing ngay, ngay ca khi
ndn g d9 creatin kinase nho hon 5 ldn gidi han binh thuong trén, nén xem xét n gtrng dleu tri.

+ Néu céc tricu chirng d2 thuyén giam va néng d6 creatin tror vé binh thud ;(tc;p tue, c’;‘lr—;u
tri véi atorvastatin hodc st dung mat statin thay thé & lidu thip nhét va kig L SOat chaﬂ:.l;le\

’I\

trong khi str dung thudc. IF T o)
+ Néu ndng d¢ creatin kinase 16n hon 10 lin gi61 han binh thuong trén, h@ﬂc ln_ghlangﬂ/dﬁw |
c6 chan doan tidu co vén, nging thude ngay. H B TRy -

Str dung cling céc thude khic: e
Nguy co tiéu co vén tdng [én khi dung atorvastatin cung véi cée thudc ma cd fhe lam"tﬁng
nong do atorvastatin trong huyét tuong nhu thude tre ché CYP3A4 hodc trc ché céc protein
van chuyén (vi du nhu ciclosporin, telithromycin, clanthromycm delavirdin, stiripentol,
ketoconazol, voriconazol, itraconazol, posaconazol va thude trc ché HIV protease bao gom
ritonavir, lopinavir, atazanavir, indinavir, darunavir...). Khi sir dung atorvastatin cling voi
cc thude trén, xem xét st dung lifu khéi ddu ciia atorvastatin thap hon va bénh nhan cin
dugce theo doi 1am sang thich hop.

Nguy co tiéu co van ting lén khi ding atorvastatin véi gemfibrozil va cédc thube ha
cholesterol mau nhém fibrat khac, boceprevir, erythromycin, niacin, ezetimibe, telaprevir,
tipranavir, ritonavir. Néu c6 thé, nén thay c4c thude nay bing cac thube khéc khong co tuong
tac v&i atorvastatin. Néu khong thé thay thé, can nhac lgi ich va nguy co cia thude. Khi
bénh nhan str dung nhitng thuée nay, nén giam lidu t6i da ctia atorvastatin.

Khéng ding atorvastatin dong thi hofic trong vong 7 ngay sau khi ngimg didu tri acid
fusidic dudng toan than. O bénh nhan can st dung acid fusidic dudng toan than, tam ngirng
diéu tri voi statin trong khi stt dung acid fusidic. P c6 bdo céo tiéu co van (bao gbm mot
vai truong hop tir vong) ¢ bénh nhan sir dyung doncr thoi acid fusidic va statin. Cén khuyén
cdo bénh nhén thong bao ngay cho bac s§¥ néu xuat hién bat ky triéu ching yéu co, dau hodc
nhay cam véi dau. Diéu tri vai statin ¢6 thé tiép tuc sau 7 ngay ngimg diéu trj acid fusidic.
Trong trurdng hop ngoai 1€ cén kéo dai thivi gian diing acid fusidic dudng toan than, xem xét
sur cén thiét dung ddng thoi acid fusidic va atorvastatin cho tung trudng hop va theo doi lam

sang chit ché.

Tré em:
Trong 1 nghién ctru kéo dai 3 ndm dénh gid sy phat trién téng thé cta tré, khm%’ anh
huémng c6 ¥ nghia 14m sang ciia thude 1én sy phat trién cua tré.

Bénh phoi ka:

M0t s6 trudng hop mic bénh phdi k& khi str dung atorvastatin d& dugc béo céo, ddc biét khi
diéu trj thoi gian dai. Céc bleu hién bao gdbm kho thé, ho dai ddng, mét moi, sut can va sot.

Néu nghi ngd bénh nhan mic bénh phdi k&, nén ngimg didu trj voi statin.

Bénh déi thao dudng:

Statin 12 nhém thude lam tang glucose mau. (3 mdt s6 bénh nhén c6 nguy co dai thao duong
cao c6 dwdmg huyét da duge klém s0dt, atorvastatin co thé lam tang duong huyét. Tuy nhién,

nguy co nay nho so véi loi ich vé giam nguy co trén mach mau va vi viy day hhong nén la
Iy do dé dimng st dung statin. Nhitng bénh nhén ¢ nguy co cao nén duge kiém sodt 1am
sang va cdn ldm sang theo hudéng dan d1éu tri hién hanh.

9. Sir dung thudc cho phu nir ¢ thai va cho con bu:

* Thei ky mang thai: Atorvastatin chéng chi dinh cho phy nit mang thai. Chua c6 dit liéu
an toan trén phu nit mang thai. Hiém giip céc bao cdo di tit bim sinh do tir cung phoi nhiém
vdi statin. St dung atorvastatin trén ngudi me ¢d thé lam giam ndng do mevalonat trén thai,

diy la diu hiéu cia sinh téng hop cholesterol.

Vita xo dong mach la bénh man tinh va néi chung, viéc nglmg st dung thudc giam lipid
méu trong qué trinh mang thai it &nh hudng dén nguy co lau dai cua ting cholesterol méu
nguyén phat.

\
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Vi vy, atorvastatin khéng nén sir dung & phu nit mang thai, dang mudn mang thai va nghi
ngo mang thai. Nén tam ngimg sir dung thude trong sudt thoi ky mang thai hoic cho dén
khxkhangdnﬂlkhongphalnmnothm

* Thoi ky cho con bi: Atorvastatin va chat chuyen hoa clia n6 chwa r6 ¢6 thai trir qua sita
me khong. O chudt, ndng dé atorvastatin va chit chuyén hoa con hoat tinh cia né trong mau
tuong duong trong sita. Do nhitng tic dung khéng mong muén nghiém Lr(,u:tg Cﬁﬂlﬁﬁxﬁy ra,
atorvastatin chéng chi dinh trong sudt thiri ky cho con b, /- A
10. Anh huéng ciia thude lén khi ning lii xe, vin hanh miy méc: [/ CONG TY '\'",::"\
Atorvastatin anh hudng khéng dang ké dén kha ndng lai xe va vin ha %may mod - g
11. Twong tac, tuong ky ciia thube: UG P
* Twong tic ciia thude:
.Anhhunngcuathuocdungcung1enaunvaMann
Dung atorvastatin cling voi cdc thuéc trc ché CYP3A4 hoic (ic ché protem van chuyén co
thé dan dén ting nong d atorvastatin trong huyét tuong va tang nguy co tiéu co vin, Nguy
co nay ciing ting 1én khi ding atorvastatin cing véi cdc thude ciing ¢6 nguy co gay ra tiéu
co vin nhu cdc dan xudt cia acid fibric, ezetimibe,

Cdc thuoc tic ché CYP3A44:

- Céc thude e ché CYP3A4 cho thdy lam tdng nong dd atorvastatin. Nén tranh dung
atorvastatin cling véi cac thudc wrc ché CYP3A4 néu co thé (vi du nhu ciclosporin,
telithromycin, clarithromycin, delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol,
posaconazol va céc thude e ché HIV protease bao gdm ritonavir, lopinavir, atazanavir,
indinavir, darunavir...). Trong trudmng hop bit buge phai diing ciing, nén xem xét giam liéu
khi ddu va liéu tdi da cua atorvastatin cing nhu theo ddi bénh nhan thich hop.

- Céc thube e ché CYP3A4 trung binh (nhu erythromycin, diltiazem, verapamil va
fluconazol) cling ¢6 thé lam ting nong do atorvastatin huyét twong. Nguy co bénh vé co
tang Ién khi sir dung erythromycin cling véi statin. Nghién citu vé twong tac gifta amiodaron
hodc verapamil va atorvastatin chura dugc tién hanh. Ca hai thuée nay déu trc ché CYP3A4
IwnvwcmlmmgmmgaanHMmcomeMmtmgpmnnmmnvmamNMHMHlVnm%nml;
xem xét giam liéu t6i da cua atorvastatin va theo doi thich hop dbi véi bénh nhan ki
dung atorvastatin cling véi c4c thude trc ché CYP3A4 trung binh. Khuyen cao theo doj
hop d6i v6i bénh nhan sau 1idu diu tién va sau khi didu chinh lidu thudc trc ché CYP3AA4.
Cde thude cam ting CYP3A4:

St dung atorvastatin cing véi cde thude cam ung CYP3A4 (nhu efavirenz, rifampin) c6 thé
dan téi giam none d¢ atorvastatin trong huyét twong. Do rifampin vira cdm ting CYP3A4,
vira (re ché protein vén chuyén vao té bao gan, néu dung atorvastatin sau khi dung rifampin
co thé dan t6i giam ndng 46 atorvastatin trong mau. Tuy nhién, anh huong cua rifampin Ién
ndng d6 atorvastatin trong té bao gan 13 chua 15 va néu viée sir dung ddng thoi 1 bit bude
nén theo doi chit ché hiéu qua cta thude trén bénh nhan.

Cdc thudc tke ché protein vin cfzz..'yen

Cic thude e ché protein véin chuyén (nhu ciclosporin) c6 thé lam tang phoi nhiém toan than
V@i atorvastatin, Tuy nhién, anh hudng clia cic thudc nay lén nong dd atorvastatin trong gan
la khong rd. Néu bit bude ding cung nén giam liéu va theo doi cht ché hiéu qua cia thude
trén bénh nhan.

Gemjibrozil hay cde fibrat:

St dung don ddc cac fi brat doi khi co thé gdy ra cée bién cb trén co, bao gom tiu co van.
Nguy co ctia cac bién ¢ nay co thé tang khi dung cung vdi atorvastatin, Néu bét buge phai
dung cung, nén sir dung atorvastatin véi lidu thdp hon va ¢6 theo déi thich hop dbi véi bénh

nhén.
Ezetimibe:
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Str dung ezetimibe don dde cling ¢o thé gdy ra céc bién ¢b trén co, bao gdm ca tiéu co vén.
Nguy co cia nhitng bién cb nay co thé tdng khi dung cting véi atorvastatin, khuyen cao theo
doi thich hop déi véi nhitng bénh nhan nay.
Colestipol:

Nong d atorvastatin trong mau va cac chat chuyén héa con hoat tinh né ﬁlap hdm k:hl dl‘ﬁ:g
colestipol ciing v6i atorvastatin, tuy nhién tac dung lén lipid mau t6t hefm $0 VUI khl dqng
don dgc tirng thude, _ DUGEPHAM Jaj
Acid fusidic: O A TAY
Nguy co gip phai cac bién cb vé co bao gom ca tiéu co van tiang 1én khi du.ng statm»cmg
véi acid fusidic dudng toan than. Co ché twong tac chua rd. DA c6 béo cdo vé tidu co van
(bao gbm mat vai trudng hop tr vong) & bénh nhan dung statin cling voi acid fusidic dudng
todn than. Néu cin didu tri véi acid fusidic duong toan than, nén nging didu tri voi
atorvastatin khi didu tri vdi acid fusidic duong todn thén.

Colchicin:

Mae du chua tién hanh nghién ctru twong tac giita atorvastatin va colchicin, c4c ca mic bénh
vé co d duge bo cdo khi dung atorvastatin cin g v6i colchicin.

Anh huéng ciia atorvastatin 1én cic thube ding clng:

Digoxin:

Dung 10mg atorvastatin khi dang diing digoxin s& lam ting nhe nong do én dinh ctia di goxin
trong mau. Bénh nhan dang ding digoxin nén dugc theo doi thich hop.

Thuée tranh thai duong uong.

Atorvastatin lam tédng nong do norethindron va ethinyl oestradiol trong mau khi dung cling
v6i thude tranh thai dudng udng.

Warfarin:

Nghién citu 1dm sang ¢ bénh nhin dang diéu trj man tinh v&i warfarin, dung dbng thoi
atorvastatin 80mg/ngay vé6i warfarin lam giam khoang 1,7s thoi gian prothrombin trong 4
ngy diu va trd vé binh thudng trong 15 ngay diéu trj voi atorvastatin, Mic di c6 rét hiém
tuwong tac co v nghia lam sang gitta atorvastatin va thuoc chong dong duong udng duge bao
cdo, nén xdc dinh thei gian prothrombin trude khi bit diu diéu tri va dinh ky trong khi diéu
tri v6i atorvastatin & bénh nhan dang diing thudc chéng dong courmarin, dé dam bao, khon
c6 thay dbi déng ké cua thoi gian prothrombin (ngay ca khi thoi gian prothrombl% on

dinh). Néu thay déi liéu hoic nging sir dung atorvastatin, nén xét nghiém lai th¢i gian
prothrombin. Diéu tri véi atorvastatin khong gy ra chiy mau hoac thay doi thoi gian
prothrombin & bénh nhan khéng sir dung thudc chong dong mau.

Tré em:

Chwa ¢6 nghién cttu turong tac thude trén tré em. Nhitng tuong tac trén xay ra ¢ ngudi lon
va nhitng canh bdo & muc than trong nén duoc xem Xét & tre em.

* Twong ky ciia thuée: Do khéng cé che nghién ciru vé& tinh trong ky cta thuée, khon g tron
lan thube nay véi cae thude khac

12. Tic dung khéng mong muén ciia thuOC'

Tén sut ctia tde dung khong mong mudn ciia thube duge sap xép theo thir tur sau: thuomg
gap (= 1/100, < 1/10); it gép (> 1/1.000, < 1/100); hiém gap (= 1/10.000, < 1/1.000): rét
hiém gip (< 1/10. DOD) chua rd (chua thé xac dinh trén dit liéu da co).

Nhidp tritng v nhiém dpe:

Thudng gdp. Viém mili-hong.

Réi loan turdin koan mmc va bach .Tmye

Hiém gap: Giam tiu ciu.

Réi loan hé mién dich:

Thirong gdp: Phan ng dij ing.

Rat hiém gdp: Sbc phéan vé.
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Réi loan chuyén héa va dinh dudng:
Thuong gap: Ting dudng huyét.

It gdp: Ha dm:mg huyét, ting can, chén an,
Ra: loan tim thin:

It gdp: Con dc mdng, mit ngi.

Réi logn than kinh tr ung wong:

1) Imang gdp.: Pau dau, \ A TAY

It gdp: Chéng mat, di cam, tram cim, loan vj gidc, suy giam nhén thire (mat\tﬂ ?ahtfi} Lujénj/
Hiém gap: Bénh than kinh ngoai bién.

Réi loan thi gide:

It gdp: Nhin mg.

Hiém ggp: Gidn doan kha nang nhin.

Ror loan thinh gidc:

i1 gap: U tai. '

Rat hiém gap: Pibe.

Roi logn trén dwdng hé hip, long ngwc, trung thit:

szzmrng gap: Pau hong-thanh quan, chay mau cam.

Réi logn dwong tidu hda:

Thiong gap: Téo bén, diy hoi, kho tiéu, budn non, tiéu chay.

Jt gdp: Non, dau bung trén hodc dudi, ¢ hoi, viém tuy.

Rér logn gan mat:

It gdp: Viém gan.

Hiém gap: U mit.

Rét hiém gdp: Suy gan.

Rm loan trén da va cdac mo dwdi da:

It gdp: May day, phét ban da, ngira, rung toc.

Hiém gdp: Phii mach, viém da bong nudc bao gdm hdng ban da dang, hoi chitng Stevens-
Johnson va hoai ti biéu bi nhiém ddc.

Réi logn co xwong vi mé lién két:

Throng gap: Pau co, dau khop, dau khép xa, co thit co, sung khép, dau lung.

it gdp: Dau cd, moi co.

Hiém gdp: Bénh vé co, viém co, tiéu co van, viém day ching, d6i khi ¢6 bién chun% dut.
Chira ré: Hoai tir co do mién dich trung gian.

Réi logn hé sinh sin va tuyén vii:

Rét hiém gdp: Vi to & nam.

Rii logn thong thuong:

It géip: Kho chiu, suy nhuge, dau ngue, phi ngoai bién, mét moi, sét.

Xét nghiém cin lam sang:

Thuwong gap: Xét nghiém chite ning gan bét thudng, ting creatine kinase méu.

It gdp: Bach ciu duong tinh trong nude tiéu.

Nhu cac thube statin khéc, di ¢o bdo cdo lam ting nong d6 men gan trong méu khi dung
atorvastatin. Nhitng thay d6i nay thudmg nhe, nhit thoi va khong cén ngimg diéu trj. Nong
d6 men gan tang ¢6 v nghia trén 1am sang (gip 3 lan gidi han binh thuong) xdy ra ¢ 0,8%
bénh nhén sir dung atorvastatin, Néng d6 men gan tang lién quan dén lidu va co thé tre vé
binh thudng & tit ca bénh nhén.

Nong d¢ creatine kinase (CK) ting gép 3 14n gi¢i han binh thudng xay ra & 2,5% bénh nhén
st dung atorvastatin, trong tu nhw cac thudc trc ché HMG-CoA reductase khac trong céc
thir nghiém lam sang. Néng db ting gap 10 l4n gidi han binh thudng xay ra & 0,4% bénh
nhén st dung atorvastatin,
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7ré em:

O tré 10-17 tudi, cac tdc dung khong mong mudn khi diéu tri bang atorvastatin nhin chung
gidng voi khi di€u tri bang gia duge, cdc tac dung khong mong mudn thudmg gip nhét duge
quan sat thay & ca hai nhom la nhiém khuan. Mot nghién clru kéo dai 3 nam cho thdy khong
c6 anh hudng dang ké vé mat 1am sang dbi v4i su phat trién cia tré. An toan va lcha ning
dung nap atorvastatin & tré twong tu nhu & ngudi lon. 220307,
Dua trén dit liéu da c6, tAn sudt, loai va mirc d§ ning cia céc tic dung khﬁ'ng mong mu@nd
tré em cling twong tu nhu ngudi 1on. feaf ™
Céc tac dung khéng mong mudn sau ddy da dugce bao cao voi mot ) stdtln
» RHi loan chirc niing sinh duc. \ .\
* TrAm cam.

» Bénh phéi k&, dic biét khi d1eu trj kéo dai. - VA
» Bénh dai thdo dudmg: Tin sudt phu thudc vio sy c6 mit cia cac yéu td nguy co (duong
huyét ltic d6i > 5,6 mmol/L, BMI > 30kg/m?, ting triglycerid, tién sir ting huyét 4p).

13. Qua | liéu va cach xir tri:

- Qud liéu: Céc triéu chimg bao gom budn nén, non, roi loan thugng vi, tiéu chay.

- Cich xi¥ tri: Khong co thube diéu tri ddc hiéu cho bénh nhan ding qua liéu atorvastatin.
Trong truong hop qua liéu, bénh nhan can dugc diéu tri triéu ching va didu tri ho trg néu
can. Nén tién hanh xét nghi¢m chirc niing gan va kiém soét néng do creatin kinase trong
huyét tuong. Do phén lén thude gdn vdi protein huyet tuong nén thim tach mau hiu nhu
khong lam téng thai trir atorvastatin ra khoi co thé.

14. Pic tinh dwoe e hoc:

- Atorvastatin 1a chit (rc che canh tranh chon loc trén enzym HMG-CoA- reductase (enzym
xuc tée cho phan Ung mng hop mevanolat tir 3-hydroxy-3-methyl- -glutaryl-coenzym A,
mevanolat 1a mot tién chét cha c4c sterol, bao gbm cé cholesterol). Cholesterol va triglycerid
luu théng trong méu dudi dang cac phén tir lipoprotein. Nhing phén tir nay chia ra thanh
lipoprotein ty trong cao (HDL), llpoprotem ty trong trung binh (IDL), lipoprotein ty trong
thép (LDL) va lipoprotein ty trong rét thap (VLDL). Triglycerid duge san Xuit & gan vara
khoi gan dudi dang VLDL dé t6i md md. Sau khi trao phan lon triglycerid cho mé m& thi
ty trong tang lén, trd thanh IDL, sau do 1a LDL, gdm da s6 1a cholesterol, phospholipid. Sau
khi trao cholesterol cho cac té bao, LDL tr& thanh HDL. VLDL va LDL van chuyén
cholesterol vao té bao, HDL vén chuyén cholesterol tir trong té bao ra ngoai té ba
- Atorvastatin lam giam ndng do cholesterol va lipoprotein trong huyét thanh ban cach e
ché HMG-CoA reductase, tir do tre ché sinh tbng hop cholesterol & gan va ting 6 luong
receptor LDL trén bé mit té bao gan, ting kha nang thu nhan va di hoa LDL.

- Atorv ast'mn lam giam san sinh LDL va giém s lwong phan tr LDL. Atorvastatin lam ting
manh va én dinh hoat dong cua receptor L.DL, di doi voi thay dbi c6 loi trong chét lugng
ciia phan to LDL trong tuéin hoan. Atorv astatin hiéu qua trong glam L.DL-cholesterol & bénh
nhén ting cholesterol méu di truydn déng hop tir, day la nhom déi twgng thudmg khong dép
(g véi thude giam lipid méu.

Trong mét nghién ciru dap ng lidu, atorvastatin lam giam nong d6 cholesterol toan phén
(30% - 46%), LDL-cholesterol (41% - 61%), apolipoprotein B (34% - 50%), va triglycerid
(14% - 33%) trong khi lam ting nong do HDL-cholesterol va 1po]1pnprotem Al. Téc dung
trén cling xuét hién trén nhimg bénh nhan ting cholesterol mau di truyén dij hop tir, tang
cholesterol mau khong di truyeén, tang lipid mau hon hop, bao hém ca bénh nhan tiéu duong
kkhéng phu thude insulin.

Téc dung lam gidm cholesterol toan phin, LDL-cholesterol, va apolipoprotein B dd dugc
chirng minh la lam giam nguy co cua cac bién ¢ trén tim mach va lam giam ty 1¢ tir vong

do cdc bénh tim mach.
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15. Dic tinh dwoe dong hoc:
- Hip thu: Atorvastatin hép thu nhanh sau khi udng, ndng dé tdi da trong huyét twong dat
duge sau 1 dén 2 gio. Mire d6 hap thu atorvastatin tang tuong ing véi Iiéuhdl‘;m‘g;‘jﬁjnhrkhé
dung tuyét doi cia atorvastatin khodng 12% va sinh kha dung cua cac chét cé hoat tifh fic
che enzym HMG-CoA-reductase Ia khoéng 30%. Sinh kha dung thp 1/do b thiF ¥ ngay)
trén dudmg tiéu hoa trude khi vao duge vong tudn hoan chung va / hodechuyén’héa bude)|
mot qua gan. gy WRSUTRAN e
- Phiin bo: Thé tich phan bd ctia htorvastatin khoang 381 lit. Hon 98% atarvastatin gin véi
protein huy€t tuong. Dya vao nhitng quan sét trén chudt, atorvastatin c6 thé:bdiffﬁé_"t:x}ad-'éﬁa.
- Chuyén héa: Atorvastatin chuyén héa chi yéu thanh dan xuft hydroxyl hoa tai vi tri ortho
vé para, va cic sdn phdm oxy hod tai vi tri beta nhor hé enzyme CYP3A4 & gan.
- Thai trie: Atorvastatin va chét chuyén hoa cia né duge théi trr chi yéu vao mat sau qua
trinh chuyén héa qua gan va/hodic ngoai gan. Tuy nhién, thudc khong c6 chu trinh gan rudt.
Thoi gian ban thai ciia atorvastatin & ngudi khodng 14 gid, nhung thoi gian bén thai cia
hoat tinh trc ché enzym HMG-CoA-reductase khoang 20 dén 30 gi¢r do cic chét chuyén hod
chinh cua atorvastatin. Dudi 2% atorvastatin ubng vao duge tim thdy trong nude tidu
- Duge dong hoe & mit 56 bénh nhan ddc bigt
+ Bénh nhdn cao tudi: Nf‘mg dé atorvastatin va cac chét chuyén hoa con hoat tinh ctia né
trong huyét tuong & ngudi cao tudi khoe manh cao hon & ngudi tré trong khi tic dung 1én
lipid mau la tuong duong.
+ Tré em: D thanh thai twong ty nhu & ngudi 16n thu nhé theo trong lwong co thé.
+ Gigi tinh: Nong d atorvastatin va cac chat chuyén héa c6 hoat tinh trong huyét tvong &
phu nir khac v&i nam gidi. Crax & nit cao hon nam khoang 20% va AUC & nit lai thap hon
nam khoang 10%. Sy khée biét nay khéng c6 ¥ nghia trén 1am sang. )
+ Bénh nhén suy than: Suy than khong anh huéng dén nong do trong huyét tuong hodc tc
dung 1én lipid méu clia atorvastatin va chét chuyén héa ctia né.
+ Bénh nhdn suy gan: Nong do atorvastatin va céc chit chuyén hoa con hoat tinh trong
huyet tuong cao hon déng ké (Crmax ting khoang 16 1dn va AUC ting khoéng 11 lin) & bénh ﬁ%
nhan mdc bénh gan do nghién rugu (Child-Pugh B).
+ Da hinh SLOC1BI1: Tét ca cic thubc rc ché HMG-CoA reductase bao gbm atorvastatin :j
di vao té bao gan nho protein van chuyén OATPIBI. Nhitng b¢nh nhén c6 hién tugfL‘ga/
hinh SLOCIBI1 ¢6 nguy co tang phoi nhiém véi atorvastatin, didu nay c6 thé din dé tang
nguy co tiéu co van. Hién tugng da hinh trén gen ma héa OATPIBI lam tang AUC cua
atorvastatin 1én 2,4 l4n so véi nhitng ngudi khong c6 dang bién thé nay.
16. Quy cich déng goi:
Hop 3 vix 10 vién nén bao phim. K&ém theo td hudng din sit dung thude.
17. Dieu ki¢n biio quiin, han diing, tiéu chuin chit lrgng ciia thube:
Bao quan: Noi kho, nhiét do dudi 30°C.
Han ding: 24 thing ke tir ngay sin xuit. Khong dwge ding thube di qua han dimg.
Tiéu chudn chit lugng: TCCS.
18. Tén, dia chi clia co s& sin xuét thude: —
Tén co 50 sin xuit: CONG TY CO PHAN DUOC PHAM HA TAY 2,
Dia chi: T6 dan pho sé 4, P. La Khé, Q. Ha Bbong, TP, Ha Nai s
DT: 024.33522203 FAX: 024.33522203
DT: 024.33824685 FAX: 024.33829054
Hotline: 024.33 522525
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