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1. Thanh phan hoat chit:
Atorvastatin............... 20mg

2. Thudc nay la thube gi:
Thubc e ché HMG-CoA reductase, thudc diéu chinh réi loan lipid huyét.

3.  Chi dinh diéu tri:
-Réi loan lipid huyét:
+H3 trg cho ché do an kiéng trong diéu tri tang cholesterol toan phﬁn,
cholesterol lipoprotein ty trong thip (LDL-C), apolipoprotein B (apo B) va
triglycerid (TG) va gitip lam tang cholesterol lipoprotein ty trong cao (HDL-
C) & nguoi 16n ting cholesterol huyét nguyén phat (ting cholesterol huyét
c6 tinh gia dinh di hop tir va khong c6 tinh gia dinh) va tang lipid huyét phdi
hop (hén hop) (nhém Ila va IIb theo phén loai ctia Fredrickson).
+H) trg cho ché d¢ an kiéng trong diéu tri ting triglycerid huyét (nhém 1V,
theo phan loai ciia Fredrickson) & nguoi 16n. Diéu tri cho ngudi 16n ¢é rdi
loan beta lipoprotein mau (nhom III theo phan loai Fredrickson) ma khong

c6 dap ung day du voi ché do an.



+Lam giam cholesterol toan phan va LDL-C & cac bénh nhén c6 ting
cholesterol huyét cé tinh gia dinh dong hop ti.

-Du phong bénh 1y tim mach & nguoi 16n:

Diéu tri dy phong tién phéat hodc thi phat & bénh nhan c6 nhiéu yéu t6 nguy
co (ting huyét ap, dai thao dudng, dot quy, nhdi mau co tim, hut thudc 14,
ngudi cao tudi): Giam nguy co nhdi mau co tim va dot quy.

Liéu dung va cich dung:

-Cach dung : dung duong ubng.

-Liéu ding:

R6i loan lipid huyét

Phéan 16n cac bénh nhan dugc kiém soat voi lidu 10 mg, udng 1 1an/ ngay.
Pép ung diéu tri xuat hién rd rang trong vong 2 tuan, va dap tng toi da
thuong dat duoc trong vong 4 tuan. Pap tng nay dugc duy tri trong qua
trinh sir dung lau dai.

Tang cholesterol huyét c6 tinh gia dinh dong hop tir

Hién chi c6 dit li¢u gidi han.

Ubng 10 - 80 mg mdi ngidy. Trén nhiing bénh nhan ndy, nén dung
atorvastatin phdi hop voi cac liéu phap ha lipid huyét khac (vi du nhu thim
tach LDL) hodc str dung khi khong con céac liéu phap khac.

Phong bénh tim mach: Trong thir nghiém chinh vé phong bénh tim mach,
lidu dung 1a 10 mg/ngdy. Co thé tang lidu dé dat nong do cholesterol (LDL-
C) theo huéng dan hién hanh.

Nguoi suy gan: Nén than trong khi str dung. Chong chi dinh ¢ bénh nhan ¢
bénh gan tién trién.

Nguoi suy than: Bénh than khong 1am anh hudng dén nong do atorvastatin
trong huyét twong hay mirc d6 giam LDL-C cia atorvastatin. Do d6 khong
can phai diéu chinh liéu & cac bénh nhan nay.

+Dung phdi hop véi cac thude khac

O bénh nhan dung Clarithromycin, itraconazol, hodac & bénh nhan bi HIV
dung két hop saquinavir va ritonavir, darunavir va ritonavir, fosamprenavir,
hodc fosamprenavir va ritonavir, diéu tri béng atorvastatin nén giéi han dén
lidu 20 mg, va nén c6 danh gia 1am sang thich hop dé dam bao sir dung liéu
atorvastatin thap nhat can thiét.

+0 bénh nhan dung chét trc ché Protease HIV 1a nelfinavir hodc chat e ché

protease viém gan C la boceprevir, di€u tri bang atorvastatin nén gidi han tdi



lidu 40 mg, va nén c6 danh gia 1am sang thich hop dé dam bao liéu
atorvastatin can thiét dang dung 13 thap nhat.

Treé em:

-Tang cholesterol huyét:

+Vi¢c sir dung thudc trén tré em chi nén duge thuc hién boi cic bac si co
kinh nghiém trong diéu tri tang lipid huyét & bénh nhi va can thudng xuyén
danh gia tién trinh diéu tri.

+V i cac bénh nhan bj ting cholesterol huyét ¢ tinh chit gia dinh di hop tir
tir 10 tudi tré 1én, lidu khoi dau khuyén cdo cta atorvastatin 1a 10 mg mdi
ngay. C6 thé ting licu hang ngay 1én dén 80 mg theo mirc dap tng va kha
nang dung nap thudc.

+Liéu dung nén ca thé hoa theo muc tiéu diéu tri khuyén cdo. Cac dot diéu
chinh phai dugc thuc hién theo cac khoang thoi gian tir 4 tuan tré 18n. Viéc
diéu chinh liéu dung dén 80 mg mdi ngay duoc cin ctr trén dit liéu nghién
clru & ngudi 16m va dir lidu 1am sang han ché tir cac nghién ciru trén tré em
bi ting cholesterol huyét co tinh gia dinh di hop tu.

+C6 it dit liéu vé an toan va hiéu qua trén tré em bj ting cholesterol huyét c6
tinh gia dinh di hop tir tir 6 - 10 tudi.

Chong chi dinh:

-Qua mén véi thude.

-Mic bénh gan tién trién hodc ting dai dang khoéng rd nguyén nhan
transaminase huyét thanh vuot qua 3 1an gidi han trén ciia mirc binh thuong.
-Phu nit mang thai, dang cho con b1, hay c6 kha ndng c6 thai ma khong su
dung cac bi¢n phap tranh thai thich hop.

Tac dung khong mong mudn

-Nhiém trung va ky sinh trung: viém miii - hong.

-Mién dich: phan tng di ing.

-Dinh dudng va chuyén hoa: ting dudng huyét.

-Thén kinh: dau dau.

-H6 hap, nguc va trung that: dau hong - thanh quan, chay mau cam.

-Tiéu héa: tao boén, ddy hoi, kho tiéu, budn non, tiéu chay.

-Co - xuong va md lién két: dau co, dau khép, dau chi, co ctng co, sung
khép, dau lung.

-Xét nghiém: chitc ning gan bat thuong, ting creatin kinase huyét. Cac thay
d6i xét nghiém nay thuong nhe, thoang qua va khong can gian doan diéu tri.

Transaminase trong huyét thanh ting rd rét vé 1am sang (> 3 lan gi6i han



trén binh thuong) ¢ 0,8% bénh nhan dung atorvastatin. Nong do CK trong
huyét thanh tang hon 3 lan gidi han trén ciia mic binh thuong & 2,5% bénh
nhan dung atorvastatin. Cac ndng dé cao hon 10 lan khoang trén binh
thuong gap ¢ 0,4% bénh nhan duoc diéu tri béng atorvastatin.
Twong tac thude
- Anh huéng cta cac thude dung cing 1én atorvastatin:
+ Viéc dung dong thoi véi cac chat te ché CYP3A4 hodc protein van chuyén co
thé 1am ting ndng do atorvastatin trong huyét trong va ting nguy co mic cac
bénh 1y co. Nguy co ciing c6 thé ting 1én khi ding dong thoi atorvastatin voi
cac thubc c6 kha niang gay bénh 1y co, nhu cic dan xuat cia acid fibric va
ezetimib. O bénh nhan dung chat e ché protease viém gan C (telaprevir), nén
tranh diéu trj bang atorvastatin.
+ Chét trc ché CYP3A4: Cac chit uc ché CYP3A4 manh di duoc chirng minh
lam ting rd rét ndng do atorvastatin trong huyét twong. Nén tranh dung dong
thoi cac thudc uc ché CYP3A4 manh (vi du: cyclosporin, telithromycin,
clarithromycin, delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol,
posaconazol va chat wc ché protease HIV bao gdm ritonavir, lopinavir,
atazanavir, indinavir, darunavir,...) néu c6 thé. Trong trudng hop khong thé
tranh viéc dung dong thoi cac thudc nay véi atorvastatin, nén xem xét giam lidu
khoi dau, liéu t6i da va nén theo ddi 1am sang thich hgp cho bénh nhan.
+Céc chat wc ché CYP3A4 muc trung binh (vi du: Erythromycin, Diltiazem,
Verapamil va fluconazol) c6 thé 1am ting ndng do atorvastatin trong huyét
tuong. Nén can nhic giam lidu t6i da atorvastatin va theo ddi 1am sang bénh
nhan khi ding dong thoi véi chat e ché CYP3A4 muc d6 trung binh.
+Nudc ép Budi chum chtra 1 hodc nhiéu chat trc ché CYP3A4 va co6 thé lam
taing nong do atorvastatin trong huyét tuong, dic biét vdi muc tiéu thu nudc ép
budi chum Ién (> 1,2 lit mdi ngay).
+Chat cam tng CYP3A4 (vi du: efavirenz, rifampin, c6 St. John): C6 thé lam
giam ndng do atorvastatin trong huyét turong.
+ Chét @c ché protein van chuyén (vi du: cyclosporin): Cé thé lam ting mirc
phoi nhiém toan than cua atorvastatin, ting sinh kha dung cta atorvastatin.
+ Gemfibrozil/cac dan xuat cia acid fibric: Nguy co gip céc bién cb vé co van
c6 thé tang 1én khi dung dong thoi cac dan xuét cua acid fibric voi atorvastatin.
Néu khong thé tranh viéc dung dong thoi thi nén dung liéu thip nhat cia
atorvastatin dé dat dugc muc tiéu diéu tri va bénh nhan nén duoc theo ddi thich

hop.



+Ezetimib: Nguy co gip cac bién cd vé co van c6 thé ting 1én khi dung dong
thoi ezetimib va atorvastatin. Nén theo doi ldm sang mdt céch thich hop.
+Colestipol: Nong do trong huyét twong cia atorvastatin va cac chat chuyén
hoa co hoat tinh ctia atorvastatin giam xudng (ty 1é nong do atorvastatin: 0,74).
+Acid fusidic: Nguy co bi bénh co bao gém tiéu co van co thé ting 1én khi
dung dong thoi Acid fusidic toan than véi statin. Chua 13 co ché cua twong tac
nay. Néu can diéu tri bang acid fusidic toan than, nén nging diéu tri bang

atorvastatin trong sudt qua trinh diéu tri bang acid fusidic.

+Colchicin: D3 c6 bao cao cac trudng hop bi bénh 1y co khi ding dong thoi
atorvastatin v&i Colchicin, can than trong khi ké don phdi hop.
+Niacin: St dung phdi hop atorvastatin v&i niacin ¢ thé 1am tang nguy co anh
huong dén co van. Giam liéu atorvastatin nén duoc xem xét trong trudng hop
nay.
Duwoc dong hoc:
Hap thu:
Atorvastatin dugc hép thu nhanh sau khi uéng, Cmax dat dugc trong vong 1
- 2 gio. Sinh kha dung tuyét ddi cua atorvastatin xap xi 1a 12% va sinh kha
dung toan thin cho hoat tinh tc ché HMG-CoA reductase 13 xap xi 30%.
Sinh kha dung toan than thap 1a do sy thanh thai & niém mac Puong tiéu
hoa va/hodc do su chuyén hoa lan dau qua gan trudc khi vao tudn hoan
chung. Mic du thirc an 1am giam ty 1¢ va mirc d6 hap thu ciia thudc 1an luot
xap xi 13 25% va 9%, nhung murc giam cia Cmax AUC 1a nhu nhau bét ké
max la atorvastatin dugc dung cung hay khong dung cung véi thirc an. Phan
bd: Vd xap xi 381 lit. Ty 1¢ gin két voi protein huyét twong 1a > 98%.
Chuyén hoa:
Atorvastatin duoc chuyén hoa qua CYP3A4 chi yéu thanh cac din xuét
hydroxy hoa tai vi tri ortho va para va cac san pham oxy hoa ¢ vi tri beta.
Ngoai ra cac san pham con duoc chuyén héa qua qua trinh glucuronid hoa.
In vitro, tac dung wc ché HMG-CoA reductase do cac chit chuyén hoa
hydroxy hoa & vi tri ortho va para 13 twong dwong voi atorvastatin. Xap xi
70% hoat tinh tc ché HMG-CoA reductase trong tuan hoan 1a do cac chat
chuyén hoa c6 hoat tinh.
Thai tru:
Atorvastatin va cac chat chuyén héa ciia né duge dao thai chii yéu qua mat

sau khi dugc chuyén hoa ¢ gan va/hodc ¢ ngoai gan; tuy nhién thuéc duong



nhu khong ¢6 chu trinh tai tudn hoan rudt gan. Nua doi thai trir trung binh
trong huyét twong cta atorvastatin & ngudi 1a xap xi 14 gio, nhung nira doi
thai trir cua hoat tinh trc ché HMG-CoA reductase 1a 20 - 30 gid do su gop
phan ctia cac chat chuyén hoa c6 hoat tinh. Dudi 2% liéu dung atorvastatin
duoc tim thiy trong nudc tidu sau khi udng.

Nguoi cao tudi: Nong do atorvastatin trong huyét tuong va cac chat chuyén
hoa ¢ hoat tinh cia atorvastatin & ngudi cao tudi (> 65 tudi) khoe manh cao
hon (xap xi 40% d6i v6i Cmax va 30% ddi véi AUC) so véi ngudi trudng
thanh tré tudi. Sy khac biét nay khong cé y nghia trén 1am sang.

Tré em: Do thanh thai qua duong udng cua atorvastain & bénh nhi 1a twong
tu voi nguoi 16n khi quy doi theo mdi tuong quan vé khéi lwong co thé.
Gioi: Nong do atorvastatin trong huyét twong & nit c6 su khac biét so véi
nam gidi (cao hon khoang 20% ddi véi Cmax va thip hon 10% ddi véi
AUCQ). Su khac biét nay khong c6 ¥ nghia vé 1am sang.

Suy than: Bénh than khong anh hudong dén nong do trong huyét tuong hay
tac dong trén lipid cua atorvastatin.

Suy gan: O bénh nhan bénh gan do rugu man tinh, néng do atorvastatin
huyét tuong ting dang ké. Cmax va AUC ting 1én gip 4 1an trén bénh nhan
Child-Pugh A; Cmax va AUC tang lan lugt gap 16 1an va 11 1an ¢ bénh nhan
Child-Pugh B.
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