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CANH BAO PAC BIET:

Thu6c ban theo don.

Thu6c nay chi dung theo don cla bac sy.

DPoc k§ huéng dan st dung truwéc khi dang.

Néu can thém thong tin xin héi y kién bac sy.

Thong bao cho bac sy nhitng tdc dung khéng mong mudn gap phai khi st dung thudc.
Khong dung qua liéu da dugc chi dinh.

Khoéng st dung thudc da qua han dung.

Pe xa tam tay tré em.

1. TENTHUOC: LIPITOR

2. THANH PHAN, CONG THUC
Hoat chat: atorvastatin
Céac vién nén dung dwong ubng chira atorvastatin-Hemi calcium 1,5 H20 tuvong duong véi
I0Omg, 20mg, 40mg hay 80mg atorvastatin.
Céac ta duoc:
Calci carbonate, cellulose vi tinh the, lactose monohydrate, natrU”oscamiellose,
polysorbate 80, hydroxypropyl cellulose, magnesi stearate, Opadry W hite\jg7w 040, nhi
tvong simethicone, sap candelilla.

3. DANG BAO CHE
Vién nén bao phim: IOmg, 20mg, 40mg, 80mg.

4. QUY CACH PONG GOl
Vién nén bao phim Lipitor IOmg, 20mg, 40mg, 80mg: H6p 3 vi x 10 vién.

5. CHIi BINH DIEU TRI

Atorvastatin dwoc chi dinh nhw mét thuéc hd tro cho ché dd an kiéng trong diéu tri cac bénh
nhan bi tang cholesterol toan phan, LDL- cholesterol, apolipoprotein B va triglyceride va dé
lam tang HDL- cholesterol & cac bénh nhan c6 tang cholesterol mau nguyén phat (tang
cholesterol mau cé tinh gia dinh di hop ti va khong co6 tinh gia dinh), tang lipid méau phdi
hop (hdn hop) (nhém lia va llb theo phan loai cia Fredrickson), ting triglyceride mau
(nhém 1V, theo phén loai ctia Fredrickson) va & cac bénh nhan co6 réi loan betalipoprotein
mau (nhém I11 theo phan loai Fredrickson) ma khong cé dap ng day da véi ché do an.

Atorvastatin cing duvoc chi dinh dé lam gidm cholesterol toan phan va LDL cholesterol & cac
bénh nhan cé tdng cholesterol méau c6 tinh gia dinh dong hop te.

Du phong bién chirng tim mach
Do6i voi nhitng bénh nhan khdng cé biéu hién bénh tim mach r6 rang trén Iam sang, va nhiing
bénh nhan c6 hoac khdng cé réi loan lipid mau, nhung c6 cac yéu td6 nguy co clia bénh mach
vanh nhv hat thudc, cao huyét ap, dai thdo dwong, HDL-C thap, hoac nhitng bénh nhan tién
str gia dinh c6 bénh mach vanh giai doan sém, atorvastatin dugc chi dinh dé:

giam nguy co t vong do bénh mach vanh va nh6i mau co tim

a<HL
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giam nguy co dot quy \ 4 3
giam nguy co cla qua trinh tai théng mach va con dau that nguc
C D 'V $W tj
Doéi v6i nhirng bénh nhan c6 biéu hién bénh mach vanh r6 rang trén Iam sang, atorvastatin
dwoc chi dinh dé:
gidm nguy co nhdi mau co tim
gidm nguy co dot quy
gidm nguy co qua trinh tai thdng mach
gidm nguy co phai nhap vién do suy tim sung huyét
giam nguy co dau that nguc

O tré em (10-17 tudi)
Atorvastatin dwgc chi dinh nhu mot thuéc hd trg cho ché dd an kiéng nhdm lam giam
cholesterol toan phan, LDL- C, va apo B & tré em trai va tré em gai da c6 kinh nguyét tir
10-17 tudi cd tinh trang tdng cholesterol mau cé tinh gia dinh di hop t va sau khi diéu tri
bang ché dd &n kiéng thich hop bénh nhan van con nhitng dic diém dwgi day :
a. Mrc LDL-C van > 190mg/dL hoic
b. Mrc LDL-C van > 160mg/dL va

- Co tién sl gia dinh c6 bénh tim mach sém hodc

- C6 it nhat 2 yéu td nguy co tim mach khac

6. LIEU LUONG VA CACH DUNG

Téng quat: ~ n N f\un /

Trudc khi tién hanh diéu tri vai atorvastatin, can c¢6 gang kiém soat choles\erbiymau ting
bang ché do an hop ly, tap thé duc va giam can & cac bénh nhan béo phi, va diéu tri cac bénh
Iy co ban. Cac bénh nhan nén duy tri ché do an giam cholesterol chuén trong qua trinh diéu
tri bang atorvastatin.

Liéu dung nam trong khoang tir 10 dén 80 mg mdi ngay. C6 thé skt dung céc liéu atorvastatin
vao bat ky thdi gian nao trong ngay, cé kem theo hay khéng kem theo thic an. Liéu dung
kh&i dau va duy tri nén duoc cu thé hoa cho tirng bénh nhan tiy theo méc LDL - C ban dau,
muc tiéu diéu tri, va dap ¢ng cta bénh nhan. Sau khi khé&i dau diéu tri va/hodc trong qua
trinh chudn liéu cda atorvastatin, can phan tich néng do lipid trong vong tir 2 dén 4 tuan va
theo d6 diéu chinh liéu cho phu hop.

T&ng cholesterol mau nguyén phat va tang lipid mau phéi hop (hon hop) - Phan I6n cac
bénh nhan déu dwgc kiém soat véi lieu 1Omg atorvastatin 1 1an moi ngay. Bap G¢ng diéu tri
Xudt hién r6é rang trong vong 2 tuan, va dap (ng tdéi da thuong dat dugc trong vong 4 tuan.
Dap ¢ng nay dwoc duy tri trong qud trinh st dung lau dai.

Tang cholesterol mau c6 tinh gia dinh déng hop t&: - Hién chua c6 nhiéu di liéu trén doi
tvong bénh nhan nay (xem phan 14 Cac dac tinh dwoc luc hoc)

Liéu dung cua atorvastatin trén bénh nhan tang cholesterol mau c6 tinh gia dinh dong hop t&
la 10 dén 80mg/ngay. Trén nhiing bénh nhan nay, nén dung atorvastatin nhv la mot thudc
phdi hgp voi cac liéu phap ha lipid mau khac (vi du nhuv truyén LDL) hodc st dung khi
khong con céc liéu phap khéc.
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7.

I £u

la* iirjy/TJB
R6i loan lipid mau nghiém trong 6’ bénh nhan nhi: - Thi nghiém dugc gi¢i han trén s6
lvong nhd bénh nhan nhi (tr 10-17 tudi) cé rdi loan lipid mau nghiém trong, phu tang
cholesterol méu cé tinh gia dinh. Liéu kh&i dau khuyén cdo & nhém ddi twong nay la 10 mg
atorvastatin moi ngay. Liéu dimg c6 thé tang Ién t6i 20 mg atorvastatin mdi ngay tiy theo
kha ndang dap ng va dung nap. Liéu dung nén duvoc cu thé hoa cho tlrng bénh nhan theo muc
tiéu diéu tri khuyén cdo (xem phan 5 Chi dinh diéu tri va phan 14 Cac dac tinh du'C iuwc
hoc). Biéu chinh liéu nén dugc thwc hién cach quéng 4 tuan hodc trén 4 tuan.

St dung &’cac bénh nhan suy gan - Nén than trong khi si* dung Lipitor & cac bénh nhan
suy gan (xem plian 8 Canh bao dac biét va than trong dac biét khi s& dung va phan 15
Cac dac tinh duoc dong hoc: Cac nhom dbi twong dac biét). Chong chi dinh st dung
Lipitor trén nhirng bénh nhan cé bénh gan tién trién (xem phan 7 Chéng chi dinh).

St dung &’cac bénh nhan suy than - Bénh than khong lam &nh huwéng dén néng dd
atorvastatin trong huyét twvong hay mic do giam LDL- C cda atorvastatin. Do d6 khong can
phdi diéu chinh liéu & cac bénh nhan nay. (xemphan 8 Canh béo dac biét va than trong dac
biét khi st dung)

St dung 6*nguoi cao tudi: Dac tinh vé an toan va hiéu qua cla thuéc & nhitng bénh nhan
trén 70 tudi s dung mdc lieu khuyén cao la tvong tw so véi nhém déi tvong tong quat. (Xem
phan 15 Cac dac tinh duoc dong hoc: Cac nhém doi twong dac biét)

Dung phdi hop véi cac thudc khac: - Trong nhitng truong hop can alfedinh/phoi hop
atorvastatin v@i cyclosporine, liéu dung cla atorvastatin khdng nén vugt qua M) uig.

Tranh s dung artorvastatin dong thoi voi telaprevir, hoac két hgp gitra tipranavir/ritonavir.
Céc tuong tac thudc dwgc dong hoc dan dén két qua la lam tang ndng dd atorvastatin trong
tuan hoan da dwgc nhan thdy voéi cac chat Gc ché men protease HIV (lopinavir phdi hop véi
ritonavir, saquinavir phdi hop véi ritonavir, darunavir ph6i hgp véi ritonavir, fosamprenavir,
fosamprenavir phdi hgp véi ritonavir , nelfmavir), chat &¢c ché men protease virus Viém gan
C (boceprevir), clarithromycin va itraconazole, cdn can trong khi chi dinh dong thoi voéi
atorvastatin va khuyén cdo nén c6 danh gid 1d&m sang phu hgp dé dam bao &p dung liéu
atorvastatin thdp nhat can thiét, (xem phan 8 Canh bao dac biét va than trong dac biét khi
st dung - Anh hwéng trén Co’xwong va phan 9 Twong tac voi cac thudc khac va céc
dang khac cua twong tac).

Khuyén céo bét dau diéu tri v&i lidu thdp nhat ma thubc co6 tac dung, sau dé néu can thiét,
c6 thé diéu chinh liéu theo nhu cau va dap (rng cla tlrng nguoi bang cach tang liéu tlrng dot
cach nhau khéng du¢i 04 tuan va phai theo d6i cac phdn (*ng c6 hai clia thubc, dac biét la
cac phan &rng c6 hai doi véi hé co.

Thudc c6 chira hoat chat Atorvastatin khi dung phéi hop véi Amiodarone, khdng nén dung
qua 20 mg/ngay.

Khong st dung qua 20mg atorvastatin/ngay khi ph6i hgp véi darunavir + ritonavir,
fosamprenavir, fosamprenavir + ritonavir, saquinavir + ritonavir. Khoéng st dung quéa 40mg
atorvastatin/ngay khi phdi hgp véi nelfinavir.

CHONG CHI BINH
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Chdng chi dinh Atorvastatin & cac bénh nhan co:

Qué& man cadm vai bat c thanh phan nao cla thudc nay.
Bénh gan tién trién hay tang dai d&ng khéng giai thich dvoc cla transaminase huyét thanh
vurot qua 3 lan gi¢i han trén cta mc binh thwdng, hodc & nhirng bénh nhan:

Co thai, trong thoi gian cho con bu, hay c6 kha nang c6 thai ma khéng st dung céac bién phap
tranh thai day dd. Chi si dung atorvastatin cho phu ni & tudi mang thai khi cac bénh nhan dé
chédc chan khong mang thai va sau khi da dugc thong bao vé céac rdi ro co thé ¢ ddi voi phoi
thai.

8. CANH BAO PAC BIET VA THAN TRONG DAC BIET KHI sir DUNG

Anh huwéng trén gan:

Ciing nhuw cac thudc ha lipid khac cung nhém, sau khi digu tri bang atorvastatin d& c6 béao
cao Vveé trvong hop tang & mic dd vira phai transaminase huyét thanh (vuot qua 3 lan gi¢i han
trén cla mutc binh thwong [ULN]). Chic nang gan dd dwoc theo ddi trong cac nghién clu
lam sang st dung atorvastatin v&i cac lieu 10, 20, 40 va 80mg truéc khi cling nhw sau khi
dua thudc ra thi treong.

Tang dai dang Transaminase huyét tvong (vuot qua 3 Ian gi¢i han trén cGa mic binh thuong
[ULN] & 2 hay 3 lan do) xudt hién & 0,7% cac bénh nhan st dung atorvastiOxong”cac
nghién ctu lam sang nay. Ty Ié cac xét nghiém bat thwong nay lan luot 1a 0,2%;VutV; 0,6%
va 2,3% tuong &ng voi cac lieu 10, 20, 40 va 80 mg. Nhin chung céac trwong hop/iong men
gan nay khdng lién quan t¢i vang da hay cac dau hiéu hoac triéu chirng l1am sang khac. Khi
giam lidu atorvastatin hay ngat quing hay ngltng dieu tri bang atorvastatin thi transaminase
tré lai nhu m&c ban dau trudc khi diéu tri. Phan 16n cac bénh nhan ti€p tuc dugc diéu tri
bang atorvastatin v&i ligu giam xuéng ma khdng cé cac di chitng nao.

Can lam xét nghiém enzym gan trwéce khi bat dau diéu tri bang statin cting nhw khi tinh trang
Iam sang c6 yéu cau . Cac bénh nhan c6 Transaminase tang can dwoc theo d6i cho dén khi sv
bat thwong nay dugc gidi quyét. Néu ALT hay AST tdang cao hon 3 lan gi¢i han trén clia mic
binh thwdng mot cach dai déng, can giam liéu hay ngirng s dung atorvastatin. Atorvastatin
c6 thé gay tdng transaminase (xem phan 12 Céac tac dung khdong mong muén).

Atorvastatin nén dvoc st dung than trong & cac bénh nhan uéng nhiéu rwou va/hoac cé tién
st clia bénh gan. Chong chi dinh st dung atorvastatin cho cac bénh nhan cé bénh gan tién
trién hay ting transaminase dai ding khong giai thich duoc (xem phan 7 Chéng chi dinh).

Anh hudng trén Co’ xwong: D& c6 bdo céo dau co & cac bénh nhan st dung atorvastatin
(xem phan 12 Cac tac dung khéng mong mudn). Nén lam creatine phosphokinase (CPK)
trvéc khi diéu tri trong nhitng trudng hop: suy gidm chirc nang than, nhwoc giap, tién st ban
than hodc tién st gia dinh mac bénh co di truyén, tién st bi bénh co do s dung statin hodc
fibrat trwdc do, tién sk bi bénh gan va/hodc udng nhiéu rvou, bénh nhan cao tudi(> 70 tudi)
c6 nhitng yéu td6 nguy co bi tiéu co van. Néu két qud CPK > 5 lan gi¢i han trén muc binh
thuong, khdong nén bat dau diéu tri bang statin. Bénh co, duoc xac dinh nhw 1a dau co hay
yéu co c6 kem theo tdng creatine phosphokinase (CPK) > 10 lan gi6¢i han trén ctia mic binh
thwvong (ULN), can dugc xem xét & bat ky bénh nhan nao c6 dau co lan tda, nhay cdm dau
hay yéu co va/hodc ting dang ké CPK. can khuyén bénh nhan bao cédo ngay néu ho bi dau,
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nhay cdm dau, yéu co khdng gidi thich dwoc, dac biét la c6 kém theo mét moi hay s6t. Nén-
ngirng diéu tri véi atorvastatin néu xuat hién CPK tdng dang ké hoac khi cé chan doan hay
nghi ng® c6 bénh co. Nguy co cla bénh co trong qua trinh diéu tri véi cac thudc thudc nhom
nay (Statin) sé& ting lén khi dung ddng thoi v&i cyclosporin, dan chat acid fibric,
erythromycin, niacin, cac thuéc khadng ndm nhédm azole, colchicine, telaprevir, boceprevir
hodc phdi hop gilra tipranavir/ritonavir. Nhiéu thudc trong sd cac thudc trén (¢ ché chuyén
héa tai cytochrome P450 3A4 va/hodc qua trinh van chuyén thudc. CYP 3A4 la isozyme dau
tién cla gan duoc biét c6 tham gia chuyén héa sinh hoc atorvastatin. Cac bac sT khi xem xét
viéc diéu tri ph6i hop gilta atorvastatin va cac dan chat acid fibric, gemfibrozil,
erythromycin,..cac thuéc rc ché mién dich, cac thuéc khang ndm nhém azole, hay st dung
thudc ha lipid méau Niacin liu cao (>lg/ngay), colchicin can can nhic than trong céc lgi ich
va rdi ro c6 thé cé va can theo ddi chat ché cac bénh nhan vé cac dau hiéu va triéu chirng cua
dau co, nhay cdm dau hay yéu co, dac biét la trong nhirng thang dau cla dot diéu tri va trong
bt ky giai doan diéu chinh liéu tdng 1én nao cuda ca hai thudc. Do vay, can phai can nhic liéu
khé&i dau va liéu duy tri thdp hon khi chi dinh dong thoi atorvastatin véi cac thudc dé cap &
trén. Nglrng tam thoi atorvastatin c6 thé thich hop trong khi dung acid fusidic (xem phan 9
Tuong tac véi cac thudéc khac va cac dang khac cla twong tac). Trong cac tinh hudng
nay, c6 thé can nhac viéc xac dinh dinh ky creatine phosphokinase (CPK), nhwng khéng c6
dam bao chéc chan rang viéc theo ddi nhw vay s& gilp ngan nglra dwgc bénh co tram trong.
Atorvastatin cé thé gay tang creatine phosphokinase (xem phan 12 Céc tac dung khong
mong mudn).

Cling nhuv cac thudc khac trong nhém nay (statin), da c6 bao cao (rat hiém)”atWuwong hop
tiéu hdy co van kém theo suy than cép thi phat sau myoglobin niéu. Tién st suy”~han cd thé
la mot yéu td nguy co gay tang tiéu hly co van. can kiém soat chat ché anh hwdng-mdi voi co
xwong trén nhitng bénh nhan nay. can nglrng tam thoi hodc ngirng han viéc diéu tri bing
atorvastatin & bat ky bénh nhan nao cé céac tinh trang cdp tinh, nghiém trong goi y rang cé
bénh co hodc c6 yéu td rli ro dé dua dén suy than tht phat sau tiéu hdy co van (vi du: nhiém
khuédn cép tinh nang, giam huyét ap, phau thuat 16n, chdn thwong, cac réi loan vé chuyén
hod, ndi ti€t va dién gidi nang va cac con dong kinh khdng duvoc kiém soat).

Dot quy xudt huyét: Phan tich post-hoc clia mot nghién cru 1am sang trén 4731 bénh nhan
khong c6 bénh mach vanh, da bi dot quy hay c6 con thiéu mau cuc bd thoédng qua trong 6
thang trwéc do va bat dau dung atorvastatin 80 mg cho thdy ty I& dot quy xudt huyét & nhom
dung atorvastatin 80 mg cao hon so v&i nhom dung gid dwgc (55 bénh nhan dung
atorvastatin so v@i 33 bénh nhan dung gia dwoc). Bénh nhan bi dét quy xuat huyét trong danh
sach dwong nhuw cé nguy co tdng dot quy xuét huyét tai phat (7 bénh nhan dung atorvastatin
S0 v@i 2 bénh nhan dung gid dwgc). Tuy nhién, nhi*tng bénh nhan diéu tri bdng atorvastatin 80
mg, bat ki loai dot quy nao (265 so v&i 311) va bénh mach vanh (123 so v@i 204) déu it gap
hon. (xem phan 14 Céac dac tinh duoc luc hoc - Dot quy tai phat).

Chtrc nang NOi tiét: Da c6 bao cao vé tang mirc d6 HbAIlc va duong huyét khi déi voi cac
thuéc (rc ché men khirt HMG-CoA, ké ca atorvastatin. Tuy nhién, nguy co tang duong huyét
dugc ha thdp do gidm nguy co mach mau véi nhém statin.

Can can nhéc khi dung thudc thudc nhom statin d6i vai bénh nhan cé nhitng yéu t6 nguy co
dan dén tén thwong co. Thudc thudc nhom statin c6 nguy co gay ra cac phan (ng c6 hai ddi
v@i hé co nhu teo co, viém co, dac biét véi cac bénh nhan c6 yéu t6 nguy co nhv bénh nhén
trén 65 tudi, bénh nhan bi bénh thiéu nang tuyén giap khdng dwgc kiém soat, bénh nhan bi
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bénh than, can theo ddi chat ché cac phan ng cé hai trong qua trinh dung thudik " ,
X

Trwéc khi diéu tri, xét nghiém creatin kinase (CK) nén duwoc tién hanh trong trudng hop kha
nang xay ra twong tac thudc va mot s6 ddi twong bénh nhan dac biét. Trong nhirng truong
hop nay nén can nhac lgi ich/nguy co va theo ddi bénh nhan trén 1am sang bang statin.
Trong qua trinh diéu tri bang statin, bénh nhan can thong bao khi c6 céac bi€u hién vé co nhu
dau co, cing co, yéu co... Khi c6 cac biéu hién nay, bénh nhan can lam xét nghiém CK dé
cO céc bién phéap can thiép phu hep.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG KHAC CUA TUONG TAC
Nguy co bénh co trong khi diéu tri v&i cac thudc trong nhdm nay (statin) sé tang 1én khi dung
dong thoi véi cyclosporin, gemfibrozil, dan chét acid fibric, thudc ha lipid mau Niacin hay
cac thudc Gc ché cytochrom P450 3A4 (vi du erythromycin va cac thuéc chéng ndm nhém
azole) (xem phan bén duwéi va phan 6 Liéu dung va cach dung: Dung ph6i hop vdi céac
thu6c khac vaphan 8 Canh bao dic biét va than trong dac biét khi st dung: Anh Hwéng
trén Co' xuong)

Cac thudc (¢ ché cytochrom P450 3A4: Atorvastatin dwgc chuyén héa bdi cytochrom P450
3A4. Chi dinh ddng thoi atorvastatin vai cac thubc e ché cytochrom P450 3A4 co thé dan
toi tdng ndng do atorvastatin trong huyét twong. Mic do twvong tac va kha nang anh huwéng
phu thudc vao su thay déi anh hwdng lén cytochrom P450 3A4. /

Cac thudc (¢ ché van chuyén: Atorvastatin va cac chat chuyén hoéa cla atorVaMath/ia co
chét cla chat van chuyén o ATP 1B 1. Cac thudc trc ché OATP1B 1(vi du cyclospc”é) co thé
lam tdng sinh kh& dung cla atorvastatin. Chi dinh dong thoi atorvastatin 10 mg va
cyclosporine 5,2 mg/kg/ngay sé lam tang tac dung cula atorvastatin gap 7,7 lan (xem phan 6
Liéu dung va cach dung - Dung phoi hop véi cac thudc khéc)

Erythromycin/Clarithromyciiv. Dung déng thoi atorvastatin va erythromycin (500mg, 4 lan
moi ngay) hodc clarithromycin (500mg, 2 lan moi ngay), cac chat ma da dwoc biét la tc ché
cytochrome P450 3A4, cé lién quan téi viéc ndng do cla atorvastatin tdng cao trong huyét
trong (xem phan 8 Canh bao dac biét va than trong dic biét khi st dung: Anh Hwdng
trén Co' xwong)

Chat &c ché men protease: Nong do atorvastatin trong huyét twong tang khi s& dung dong
thoi atorvastatin va cac chat rc ché men protease, nhirng chéat dwgc ghi nhan cé tac dung Gc
ché cytochrome P450 3A4 (xemphan 15 Cac Bac tinh Dwot ddng hoc).

Diltiazem hydrochloride: Nong dd atorvastatin trong huyét tvong tang khi chi dinh dong
thoi atorvastatin (40 mg) va diltiazem (240 mg).

Cimetidine: 1 nghién ctu vé tuong tac clia atorvastatin véi cimetidine da dwvoc ti€én hanh va
khéng quan sat thdy c6 su tuong tac c6 y nghia Iam sang nao.

Itraconazole: Dién tich du6i dwong cong cla atorvastatin tdng khi chi dinh dong thoi
atorvastatin (20mg-40mg) va itraconazole (200 mg).

Niréc budi: Trong nuéc buwdi cd6 mot hodac nhiéu thanh phan ¢c ché CYP 3A4 va do vay co
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thé lam tang néng do atorvastatin trong huyét twong, dac biét khi udng
budi (>1,2 Iit mbi ngay).

Cac chatgay cam &ng cytochrome P450 3A: Dung dong thoi atorvastatin véi cac chat gay
cam @ng cytochrom P450 3A4 (vi du efavirenz, rifampin) c6 thé lam giam nhe nong do
atorvastatin trong huyét twong. Do co ché tac dong kép cha rifampin (vira gan vao
cytochrom P450 3A4 va (rc ché té bao gan hdp thu chat van chuyén OATP1B1), khuyén céo
chi dinh dung dong thoi atorvastatin véi rifampin do khi udng atorvastatin cham hon sau
khi uéng rifampin s& dan t&i giam dang ké ndng do atorvastatin trong huyét twong.

Céc thudc khang Acid: Dung dbng thoi atorvastatin véi mot hon dich khang acid duong
udng chtra hydroxit nhdm va magié lam giam ndng dd huyét tvong cla atorvastatin xap xi
35%, tuy nhién khong lam thay doi m&c dé giam LDL-C.

Antipyrine: Do atorvastatin khéng lam anh hwédng dén cac dac tinh dwoc dong hoc cla
Antipyrine, nén khong dv doan atorvastatin c6 twong tac véi cac thuéc khac duoc chuyén
héa béi cung isozyme cytochrome.

Colestipol: Nong dd huyét twong cua atorvastatin bi ha thdp (xdp xi 25%) khivdun~dong
thoi colestipol v&i atorvastatin. Tuy nhién tadc dbéng trén lipid khi dumal/phoi hop
atorvastatin véi colestipol lai manh hon so v@i khi hai thudc nay dugc dung riéng ré.

Digoxin: Khi st dung dong thoi cac liéu Idp lai cha digoxin va atorvastatin IOmg, ndéng do
trong huyét tvong & trang thai hing dinh cda digoxin khong bi anh hwdng. Tuy nhién, ndng
doé cua digoxin bi tang 1én (xdp Xxi 20%) sau khi dung dong thoi digoxin v@i atorvastatin
liu 80mg moi ngay. Do d6 can giam sat mot cach hop i cac bénh nhan dang dung digoxin.

Azithromycin: Ding dbng thoi atorvastatin (IOmg moi ngay) va azithromycin (500mg, 1
lan mdi ngay) khong lam anh hwéng dén nbng do cla azithromycin trong huyét twong.

Céac thudc tranh thai duong uéng: Dung dong thdi véi 1 thube tranh thai dwong udng co
chra norethindrone va ethinyl estradiol lam tang gia tri cGa dién tich dwéi dudng cong
(AUC) cla norethindrone va ethinyl estradiol Ién xdp xi 30% va 20%. can xem xét dén s
tang nay khi lya chon mot thudc tranh thai duong udng cho nhitng phu nit ma dang duogc
diéu tri bang atorvastatin.

Warfarin: 1 nghién clu vé twong tac cla atorvastatin va warfarin dad dwgc tién hanh va
khdng quan sat thdy sy twong tdc c6 y nghia 1am sang nao.

Colchicine: Mac du chuwa thuc hién cac nghién ctu vé twong tac thudc gilra atorvastatin va
colchicine, cac truong hop bénh co da dugc bao cao khi atorvastatin dwoc st dung chung voi
colchicine, vi vay can can than khi chi dinh atorvastatin chung véi colchicine.

Amlodipine: Trong nghién ctru tvong tac gitra cac thudc trén nhirng doi twvong khdée manh,
dung dong thoi atorvastatin 80 mg va amlodipine 10 mg lam tdng ndng do atorvastatin 18%,
diéu nay khong cé y nghia vé lam sang.

Acid Fusidic: Mac du cac nghién cin vé tvong tac gilta atorvastatin va acid fusidic chua
dwoc tién hanh nhwng da c6 nhitng bao cao dbi véi cac van dé vé co nghiém trong nhu ly giai
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10.

11.

Co van khi dung két hgp atorvastatin va acid fusidic sau khi thudc lvu hanh tréfi thi truong.
Can theo ddi bénh nhan chat ché va tam ngirng diéu tri bdng atorvastatin c6 thé thich hgp.

Cac diéu tri dang thoi khéac:

O céc nghién ciru 1am sang, atorvastatin d4 duoc dung dong thoi voi cac thudc chéng tang
huyét ap va diéu tri thay thé estrogen ma khdng c6 bang chirng nao vé cac twvong tac bét lgi
c6 y nghta Iam sang. Tuy nhién cac nghién clru vé twong tac véi cac thube cu thé con chua
duoc tién hanh.

Viéc dung cung voi cac thudc Gc ché enzyme CYP3A4 c6 thé lam tang ndng do cla
atorvastatin trong huyét twong dan dén ting nguy co bénh co va tiéu co. Khi ding phéi hop
véi Amiodarone, khéng nén dung qua 20 mg/ngay vi lam tang nguy co gay ra ching tiéu co
van. Doi véi nhitng bénh nhan phai dung liéu trén 20 mg/ngay méi cé hiéu qua diéu tri, bac
sT c6 thé Iya chon thudc statin khac (nhuw Pravastatin).

Viéc sir dung dong thoi cac thude ha lipid mau nhom statin véi cac thude diéu tri HIV va
viém gan siéu vi C (HCV) c6 thé lam tang nguy co gy tén thvong co, nghiém trong nhét la
tiéu co van, than hv dan dén suy than va co thé gay ti vong.

cO THAI VA CHO CON BU

Chéng chi dinh atorvastatin trong thoi ky mang thai. Cac phu n* ma c6

nén st dung cac bién phap nglra thai day da. Chi st dung atorvastatin cho

tudi mang thai néu cac bénh nhan nay chic chan khong c6 thai va sau khi

bao vé cac rli ro cd thé c6 ddi vai phoi thai.

Chong chi dinh atorvastatin trong thdi gian cho con bd. Con chuwa biét liéu thudc nay co
duoc bai tiét qua stra nguwoi hay khong. Do c6 kha nang vé cac tac dung bat lgi cho cac dira
tré dang trong thoi ky bu sita me, nén cac phu nit ma dang st dung atorvastatin khéng nén
cho con bu.

ANH HUONG TREN KHA NANG LAl XE VA VAN HANH MAY
Chua duoc biét.

12. CAC TAC DUNG KHONG MONG MUON

Atorvastatin nhin chung dwgc dung nap t6t, cac tac dung phu thudng la nhe va thodng qua.
Trong dit liéu nghién ctu 1am sang cé kiém chiéng gia duoc trén 16,066 bénh nhan (8755
nguoi dung Lipitor so v&i 7311 nguwoi dung gid dugc) diéu tri trong khoang thoi gian trung
binh 53 tuan, 5,2% bénh nhan dung atorvastatin da nglrng thudc do cac tdc dung khong
mong muén so v&i 4,0% bénh nhan dung gia duoc.

Tac dung bat lgi hay gdp nhat (>1%) c6 lién quan dén diéu tri véi atorvastatin & cac bénh
nhan tham gia cac nghién ctru Iam sang c6 kiém ching gia dwgc bao gém:

Nhiém trang va nhiém ky sinh: viém mii-hong
ROi loan dinh dwdng va chuyén hda: ting dwong huyét

R6i loan hé hdé hédp, ngwc va trung that: dau hong-thanh quan, chdy mau cam
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13.

RGi loan hé tiéu hoa: tiéu chay, kho tiéu, budn non, day hoi

RG6i loan hé Q0 xu'O'ng va mod lién két: dau khép, dau chi, dau xwong va co, co clrng co,
dau co, suwng khép

Xét nghiém: chic ndng gan bat thudng, tdng creatine phosphokinase huyét

Céac tac dung khdng mong mudén thém du¢i day dugc bdo cdo trong nghién ctu lam sang co
kiém soat gia dwoc cla atorvastatin bao gom:

R&i loan tdm than: 4&c mdng

R&i loan mét: nhin mo

RGi loan tai va tai trong: U tai

RGi loan hé tiéu hoéa: khé chiu vung bung, ¢ hoi

R6i loan hé gan mat: viém gan, tic mat

RGi loan da va mé dwéi da: may day

ROi loan hé A xwong va mo lién két: mai co, dau cd
R0i loan toan than: kho &, sot

Xét nghiém: bach céau trong nuéc tiéu dwong tinh

Khong phai tat ca cac tdc dung phu duogc liét ké & trén déu c6 mdi quan hé nnamaud voi diéu
tri bang atorvastatin. \j[/

O tré em

Nhitng bénh nhan dugc diéu tri bang atorvastatin nhin chung cé cac tdc dung ngoai y tuong
tw nhom diéu tri bang gia duoc, khi khéng xét dén nguyén nhan thi tac dung ngoai y thudng
gap nhat duoc ghi nhan & ca 2 nhém 1a nhiém trung.

Sau khi thudc dwoc dua ra thi treong, cac tdc dung khdng mong mudn b6 sung sau day
da dwoc bao cao: R6i loan mau va hé bach huyét: Giam tiéu cau; réi loan hé mién dich:
phan &ng di 'ng (gdbm ca choang phan vé); Tén thu'0'ng, Nhiém doc va Bién chirng: dit
gan; Roi loan chuyén hda va dinh dudng: tdng can; Rdi loan hé than kinh: giam cam
giac, suy giam nhan thic (chitng quén,li 1an) chéng mat, loan vi giac; R6i loan da day -
rudt: Viém tuy; R&i loan da va m6 duwdéi da: hdi chiing Stevens-Johnson, hoai t&r biéu bi
da do nhiém doc, ban dé da dang, ban c6 bong nudc; RGi loan hé QO xuohg va mo lién
két: ly giai co van, bénh co hoai tir do mién dich, dau lung, RGi loan toan than va kha
nang kiém soat: dau nguwc, phu ngoai bién, mét moi.

QUA LIEU
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Khong c6 diéu tri dac hiéu cho qua liéu cla atorvastatin. Néu qua liéu xuat hién, cac ...bénh
nhan can duoc diéu tri triéu chirng va tién hanh cac bién phap hd tro néu can. Do c6 do gan
két cao v@i protein huyét tvong, nén khong dy doan la tham phan loc mau cé thé lam tiang
dang ké do thanh thai cla atorvastatin.

14. CAC BPAC TINH DUQC Lyc HOC
Atorvastatin calcium la thu6c ha lipid mau téng hop, né la 1 chat &¢c ché men khir 3—
hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA). Men nay xUc tac cho sy bién ddi cua
HMG-CoA thanh mevalonate, mot bwéc sém va quyét dinh vé mkc do trong qua trinh téng
hop cholesterol.
Coéng thtc thwc nghiém cua atorvastatin calcium la (C33H34FN205)2Ca»3H20 va trong
lugng phan tr 1a 1209,42. Cdng thirc cdu tao:

Atorvastatin calcium Ia bot tinh thé c6 mau tr trang dén trdng nga, thwc t€ khong tan trong
cac dung dich nuéc c6 dd pH <4. Tan rat it trong nwéc cat, dung dich dém phosphate cé
dé pH 7,4 va acetonitrile, tan nhe trong cdn ethanol va tan dé dang trong con methanol.

Co’ché tac dung: Atorvastatin la mdt chat Gc ché tranh chap va chon loc men khit HM G-
CoA, mot men quyét dinh vé mirc do trong qua trinh tdng hop cholesterol ma chuyén doi
3-hydroxy-3-methylglutaryl-coenzyme A thanh mevalonate, mdt tién chéat cla cac sterol,
bao gdm ca cholesterol. &' cac bénh nhan cé ting cholesterol mau cé tinh gia dinh (FH)
dong hop tl va di hop tr, cac thé tdng cholesterol mau khdong cé tinh gia dinh, va rdi loan
lipid mau hon hgp, atorvastatin lam gidm cholesterol toan phan, LDL-C (cholesterol
lipoprotein ty trong thap), va apo B (apolipoprotein B). Atorvastatin cling lam gidm
VLDL-C (cholesterol lipoprotein ty trong rat thap) va TG (triglyceride) va lam tang nhe
HDL-C (cholesterol lipoprotein ty trong cao).

Atorvastatin ha thdp cholesterol va lipoprotein bang cach ¢c ché men khir fiMG-CoA va
quéa trinh t6ng hop cholesterol & gan va bang cach lam ting s6 lvgng cac thu\mé FDL tai
gan trén té bao bé mat dé lam tang qua trinh thu hoéi va chuyén héa LDL.

Atorvastatin lam gidm qua trinh san xudt LDL va s6 lwgng cac tiéu phan LDL.
Atorvastatin lam tdng manh va duy tri hoat tinh cac thu thé LDL kém theo cac thay doi cé
loi vé chat lvong cla céac tiéu phan LDL lwu thong. Atorvastatin c6 hiéu qua trong viéc
giam LDL & cac bénh nhan c6 tang cholesterol mau c6 tinh gia dinh déng hop tk, mot
nhom déi twong ma thwong khdng dap (ng véi cac thude diéu tri ha lipid.

Atorvastatin va mot s6 chat chuyén héa cla né cé hoat tinh dwoc ly & nguoi. Vi tri tac
dung chi yéu cla atorvastatin la & gan, day la noi chd yéu tong hop cholesterol va dao
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thai LDL-C. Hiéu qua gidm LDL-C lién quan v¢i liéu thudc st dung chat C® hon la véi"-
ndng do thubc trong tuan hoan, can dua trén dap (¢ng diéu tri dé cu thé héa Tiéii dung
thudc cho tirng bénh nhan, (xem phan 6 Liéu dung va cach dung).

Trong mot nghién ctru mang tinh chat tir thién trén cac bénh nhan bi tdng cholesterol mau
c6 tinh gia dinh dong hop t&, phan Ién cac bénh nhan dap Gng véi lieu 80mg atorvastatin
vOi mic dé giam LDL- C 16n hon 15% (18%-45%).

Trong mot nghién ctru danh gid dap tng theo liéu, atorvastatin (10-80mg) lam giam
cholesterol toan phan (30%-46%), LDL-C (41%-61%), apoB (34%-50%) va TG (14%-
33%). Céc két qua nay duy tri 6n dinh & cac bénh nhan cé ting cholesterol mau co tinh
gia dinh di hop tl, cac thé ting cholesterol mau khong c6 tinh gia dinh va tang lipid mau
hon hgp, gdm cé cac bénh nhan dai thao duong khong phu thudc insulin.

O cac bénh nhan bi tang triglyceride mau don ddc, atorvastatin lam giam cholesterol toan
phan, LDL-C, VLDL-C, ApoB, TG va cholesterol khong phai HDL-C va lam tang HDL-
C. O cac bénh nhan c6 r6i loan betalipoprotein méu, atorvastatin lam giam IDL-C
(cholesterol lipoprotein ty trong trung binh).

O cac bénh nhan c6 tang lipoprotein mau nhom lia va llb theo phan loai cla Fredrickson,
duoc thu thap tlr 24 nghién cu cé kiém soat, ty Ié tang ITDL-C trung binh tinh theo phan
tram so v&i mic ban dau doi véi atorvastatin (10mg-80mg) la 5,1-8,7% theo cach thic
khéng phu thudc theo lieu. Ngoai ra, khi phan tich cac di¥ liéu thu dwgc nay da cho thay
cO si giam ty lé theo lieu mdt cach dang ké vé cac ty so cholesterol toan phan/ HDL-C va
LDL-C/HDL-C Ian luvgt ndm trong cac khoang tir -29% dén - 44% va tlr -37% dén -55%
mot cach twong rng.

Anh hudng cla atorvastatin trén cac bién c6 thiu mau cuc bd va ty Ié ti vong téng cdng
da dwoc nghién citu trong nghién ctru giam thiéu mau cuc bd co tim bang cach ha tich cuc
cholesterol (MIRACL). Pay la mot nghién ctru da trung tdm, ngau nhién, mu déi, c6 kiém
chirng ve6i gid dugc trén 3086 bénh nhan c6 hdi chirng mach vanh cap: dau thdt nguc
khéng 6n dinh hay nhdi méau co tim khong c6 séng Q. Cac bénh nhan duoc diéu tri bang
ché dd cham soc chudn, bao gdbm ca ché do &n, va hodc atorvastatin 80mg mdi ngay hoic
gid duoc trong khodng thodi gian trung binh la 16 tuan. Mic LDL-C, cholesterol toan
phan, HDL-C va triglyceride cu6i cung lan lwvgt tuong tng la 72, 147, 48, 139 mg/dL &
nhom st dung atorvastatin va lan lwgt la 135, 217, 46 va 187 mg/dL & nhém dung gia
duoc. Atorvastatin lam giam dang ké nguy co cac bién c6 thi€éu mau cuc bd va ty Ié t&
vong khodng 16%. Lam giam dang ké nguy co phai tai nhap vién vi dau that nguc kém
theo bang chirng rd rang cda thiéu méau cuc bd co tim khoang 26%. Atorvastatin lam giam
nguy co thiéu mau cuc bd va ty 1é t¢ vong dén mdt mkc dd nhuv nhau & cac/ntrc
LDL-C ban dau. Ngoai ra, atorvastatin cling lam gidm nguy co thiéu mau cuéroyva ty Ié
tl vong dén mot méc dd nhv nhau & cac bénh nhan cé nhdi mau co tim khong GO séng Q
va cac bénh nhan cé con dau that nguc khéng 6n dinh, cling nhw & c& nam va nit va & cac
bénh nhan < 65 tudi cling nhu & cac bénh nhan > 65 tudi.

Phong nglra bién chrng tim mach

Anh hwéng cla atorvastatin 1&n bénh mach vanh t& vong va khéng t& vong dwoc danh gia
trén 10305 bénh nhan cao huyét ap trong do tudi tlr 40-80 (trung binh 63 tudi), trwdc day
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khong cé nh6i mau co tim va c6 nong dé cholesterol toan phén (TC) < 6,5 mrhol/1(251
mg/dl) trong nghién cttu ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes Trial
Lipid Lowering Arm). Ngoai ra cac bénh nhan cé it nhat 3 trong s6 cac yéu té nguy co vé
tim mach du@i day: nam gi¢i trén 55 tu6i, hat thudc, bi bénh dai thao dwong, tién st bénh
mach vanh c¢6é mdi quan hé bac 1 véi bénh nhan, Cholesterol toan phan: lipoprotein ty
trong cao (HDL) >6, bénh mach ngoai bién, phi dai that trai, c6 bénh mach néo tir truéc,
dién tam do6 dac trung bat thuvong, protein niéu/albumin niéu. Trong nghién ctru c6 kiém
chitng v6i gid dwgc, mu ddi nay, bénh nhan dugc diéu tri bang cac thudc ha huyét ap
(bénh nhan khéng bi bénh dai thdo dudng c6 huyét ap dich <140/90 ram Hg, bénh nhan bi
bénh dai thao duong c6 huyét ap dich <130/80 mm Hg) va duoc chi dinh atorvastatin 10
mg moéi ngay (n=5168) hoic gid dwoc (n=5137). Nghién ctru ASCOT-LLA da dirng lai
sém hon sau 3,3 ndm thay vi 5 ndm do tac dong cla viéc diéu tri atorvastatin so voi gia
dwoc vuot qua ngudng co y nghta trong danh gia thoi gian chuyén tiép. Ngoai ra, huyét ap
dvoc kiém soat t6t va twong tw trén nhirtng bénh nhan dugc chi dinh atorvastatin va gia
duoc. Nhirng thay do6i nay ton tai trong sudt thoi gian diéu tri.

Atorvastatin lam giam mac d6 cla nhirng hién twgng sau:

Cac bién co Giam S6 bién co Giatrip

nguy GJ  (atorvastatin

(%) so voOi gia

duoc)

Bién c6 mach vanh (bénh mach vanh t&* vong 36% 100 so v¢i 154 0,0005
cdng thém nhoi mau co tim khdng t& vong)
Céac bién c6 tim mach bat ky va qua trinh tai 20% 389 so véi 483 00,0008
théng mach
Céc bién c6 mach vanh 29% 178 so v@i 247  0,0006
Bot quy tr vong va khong tr vong* 26% 89 so voi 119 0,0332

*Mac du ti 1é giam dot quy tr vong va khong t&r vong khong dat t¢i mic c¢d y nghia duwoc xac dinh trvéc (p=0.01), xu
huéng kha quan dwgc quan sat thay voi ti 1é giam nguy co twong déi 26%.

T vong chung va t&r vong lién quan t&i tim mach gidm khéng dang ké mdc du quan sat
thdy xu hudng kha quan.

Trong nghién cru vai tro cla Atorvastatin trén dai thdo duong (Collaborative Atorvastatiri
Diabetes Study-CARDS), vai tro cua atorvastatin doi véi bénh tim mach t& vong va khong
ttr vong duoc danh gia trén 2838 bénh nhan tudi tir 40-75 bi dai thao dwong t)0\iJdidug co
tién s bénh tim mach va m&c LDL < 4,14 mmol/1 (160 mg/dl) va TG < 6,78\m®lI/i (600
mg/dl). Thém vao dé, tat cd nhirng bénh nhan da cé it nhat 1 trong nhirng yéu to tiguy co
sau: cao huyét ap, dang huat thudc, bénh vong mac, albumin niéu thdp hodc albumin niéu
cao.

Pay la nghién ctru ngau nhién, mu doi, da trung tam cé kiém chdéng bang gia dwoc, trong dé
bénh nhan dwoc chi dinh atorvastatin 10 mg moi ngay (n=1428) hoic gia duoc (n=1410)
trong thoi gian theo ddi trung binh 3,9 ndm. Do hiéu qua diéu tri cla atorvastatin Ién tiéu
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chi chinh qué r6 rang nén nghién citu CARDS két thic 2 nam sém hon so véi du ki

Tac dung giam nguy co twong d6i va tuyét doi cua atorvastatin duoc trinh bay nhu dudi
day:

Bién co Giam nguy co S6 bién c6 Giatrip
tudng doi (%) (atorvastatin so
voi gid duoc)

Cac bién co tim mach
chinh [nh6éi mau co tim t
vong va khdng t&r vong,
nhoi mau co tim im lang,
tlr vong do bénh mach
vanh cép, dau that nguc
khong 6n dinh, phau
thuat b&c cau mach vanh,
nong mach vanh qua da,
tai théng mach, dét quy]

37% 83 so voi 127 0,0010

Nhoi mau co tim (Nhoi 42% 38 so voi 64 0,0070
mau co tim tlr vong va

khong tr vong, nhdi mau

co tim im lang)

bot quy (T vong va 48% 21 so voi 39 0,0163
khdng t&* vong)

Khong c6 bang chirng vé& sy khac nhau trong diéu tri anh hudng bdi gidi, tudi hodc mic
LDL-C.

Giam nguy co twong d6i tir vong 27% (82 trwdng hop t&r vong & nhom gia du&c so VOT51
trvong hop t¢ vong & nhanh diéu tri) dwgc quan sat vgi gi¢i han c6 y ng”jAhong ké
(p=0,0592). Ty lé tdng quéat cla nhitng tdc dung cé hai hodc nhitng tdc dung cVIwnghiem
trong tvong ty gitra cac nhom diéu tri.

Vira X0 ddng mach

Trong nghién cku loai bé vita xo dong mach bang cach ha tich cuc cholesterol
(REVERSAL), tac dong cla atorvastatin 80 mg va pravastatin 40 mg do6i véi vira xo dong
mach vanh dwoc danh gia bang séng siéu am ndi mach (IVUS) trong khi chup X-quang
mach mau trén nhitng bénh nhan c6 bénh mach vanh. Pay la thir nghiém lam sang ngau
nhién, mu doi, da trung tam, cé kiém soat, 502 bénh nhan cé séng siéu 4&m ndi mach & murc
co ban tai thoi diém 18 thang. Trong nhém dung atorvastatin (n=253), su thay doi phan
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tram trung binh tr m&c co ban trong téng thé tich vi*a ddng mach (tiéu chi nghién ctu dau
tién) la -0,4% (p=0,98) & nhom dung atorvastatin va +2,7% (p=0,001) & nhom dung
pravastatin (n=249). Khi so sanh véi pravastatin, hiéu qud tdc déng cla atorvastatin c6 y
nghta théng ké (p=0,02).

O nhém dung atorvastatin, LDL-C gidm xuéng mirc trung binh 2,04 mmol/L + 0,8 (78,9
mg/dL £ 30) tr m&c co ban 3,89 mmol/L £+ 0,7 (150 mg/dL + 28), & nhém dung pravastatin
LDL-C gidm xudng mtc trung binh 2,85 mmol/L £ 0,7 (110 mg/dL + 26) tir mc co ban
3,89 mmol/L £ 0,7 (150 mg/dL + 26) (p<0,0001). Atorvastatin cling lam giam dang ké
cholesterol toan phan 34,1% (pravastatin: -18,4%, p<0,0001), gidm ndng dd TG trung binh
20% (pravastatin: -6,8%, p<0,0009) va gidm apolipoprotein B trung binh 39,1%
(pravastatin: -22,0%, p<0,0001). Atorvastatin ting HDL-C trung binh 2,9% (pravastatin:
+5,6%, p=NS). CRP gidm trung binh 36,4% & nhém dung atorvastatin so v¢i giam 5,2% &
nhédm dung pravastatin (p<0,0001).

D0 an toan va dung nap cuta hai nhém diéu tri cé thé so sanh dugc.
bot quy tai phat

Trong nghién ctru phong ddt quy bang cach ha tich cuc cholesterol (SPARCL), danh gia
hiéu qua cla atorvastatin 80 mg mdi ngay hodc gia dwoc trén 4731 bénh nhan bi dot quy
hodc thiéu mau cuc bd thodng qua trong 6 thang truéc va khdng co6 tién st bénh mach vanh.
Nhirng bénh nhan nay 60% la nam gidi, tir 21-92 tudi (trung binh 63 tudi), c6 mic LDL
trung binh la 133 mg/dL (3,4 mmol/L). Néng d6 trung binh ctia LDL-C la 73 mg/dL

(1,9 mmol/L) trong qué trinh diéu tri bang atorvastatin va 129 mg/dL (3,3 mmol/L) trong
qué trinh diéu tri bang gia dugc. Thoi gian theo ddi trung binh 1a 4,9 nam.

Atorvastatin 80 mg lam gidm nguy co cua tiéu chi chinh : ddt quy t&* vong va khéng tir vong
15% (Ty Ié rai ro (HR) 0,85; Khoang tin cay (Cl) 95%, 0,72-1,00; p=0,05 hoac Ty Ié rai ro
(HR) 0,84; Khoang tin cay (Cl) 95%, 0,71-0,99; p=0,03 sau khi diéu chinh cho cac yéu t6
co ban) so véi gia dwoc. Atorvastatin 80 mg lam giam dang ké nguy co cac bién c6 mach
vanh chinh (Ty Ié rdi ro (HR) 0,67; Khoang tin cay (Cl) 95%, 0,51-0,89; p=0,006), bat ki
hién twong bénh mach vanh nao (Ty Ié rdi ro (HR) 0,60; Khoang tin cay (Cl) 95%, 0,48-
0,74; p<0,001), va qué trinh tai thong mach (Ty Ié rdi ro (HR) 0,57; Khoang tin cay (CI)
95%, 0,44-0,74; p<0,001).

Trong mot phan tich post-hoc, atorvastatin 80 mg lam giam ty 1é d6t quy thi€éu mau cuc bd
(218/2365; 9,2% so voi 274/2366; 11,6%; p=0,01) va tdng ty I& dot quy xudt huyét
(55/2365; 2,3% so vGi 33/2366; 1,4%; p=0,02) so voi gid dugc. Ty 1é dot quviXUttg huyétyiw
vong gidng nhau gitta cAc nhém (17 nguoi dung atorvastatin so véi 18 ngudé”~wig/gia
duoc). Quan sat thdy nguy co cac bién cd tim mach gidm & tat cd cAc nhém bénl~napalng
atorvastatin 80 mg ngoai trir nhirng bé&nh nhan khi tham gia nghién ctu cé dodt quy xuat
huyét va da co6 dot quy xudt huyét tai phat (7 nguwdi dung atorvastatin so véi 2 nguwdi dung
gia duogc).

Nhirng bénh nhan diéu tri bang atorvastatin 80 mg bi bat ky loai ddt quy nao it hon (265
ngudi dung atorvastatin so v&i 311 ngudi dung gid dwgc) va bi cac bién c6 mach vanh it
hon (123 nguoi dung atorvastatin so v&i 204 ngudi dung gia dugc). Ty Ié ti vong ndi chung
la tvong ty nhau gilta cAc nhom diéu tri (216 nguti dung atorvastatin so véi 211 nguoi
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dung giad dugc). Ty Ié toan bd cac tac dung phu giéng nhau gitra cac nhém diéu

Phong ngtra thr phat cac bién c6 tim mach

Trong nghién ctru diéu tri cac muc tiéu méi (Treating to New Targets Study - TNT), hiéu
qud cla liéu atorvastatin 80 mg/ngay so v@i atorvastatin 10 mg/ngay trén céac bién cd tim
mach dwoc danh gia trén 10001 d6i twong (94% da tréng, 81% nam gidi, 38% bénh nhan
>65 tubi) cd bi€u hién lam sang bénh mach vanh va truéc day da dat dwgc mic LDL-C
<130 mg/dL sau khi dung atorvastatin IOmg/ngay trong 8 tuan. Cac bénh nhan nay duoc
chi dinh ngau nhién ligu atorvastatin 10 mg/ngay hoic liéu atorvastatin 80 mg/ngay va theo
thoi gian diéu tri trung binh 4,9 ndm. Nong do trung binh LDL-C, TC, TG, cholesterol HDL
va cholesterol khong HDL vao tuan 12 lan lugt la 73, 145, 128, 98 va 47 mg/dL trong thoi
gian diéu tri bang atorvastatin lieu 80 mg va lan lwot la 99, 177, 152, 129 va 48 mg/dL
trong thoi gian diéu tri bang atorvastatin liéu 10 mg.

Diéu tri bang atorvastatin voi litu 80 mg/ngay lam giam dang ké ty Ié cac bién cd tim mach
chinh (434 bién c6 & nhém dung liéu 80 mg/ngay so v&i 548 bién c6 & nhém dung liéu 10
mg/ngay) cung véi giam nguy co twong doi 22%.

Atorvastatin 80 mg lam giam dang ké cac nguy co sau:

Tiéu chi chinh c6 y nghia Atorvastatin Atorvastatin
10 mg 80 mg HRa(95%¢Cl)
(N=5006) (N=4995)
Tiéu chi chinh* n (%) n (%)
Bién c6 tim mach chinh dau tién 548 (10,9) 434 (8,7) 0,78 (0,69;
0,89)
Tong hop céc tiéu chi chinh
Nh6i mau co tim khéng t vong. 308 (6,2) 243 (4,9) 0,78 (0,66;
0,93)
Dot quy (t&r vong va khong tl 155 (3,1) 117 (2,3) 0,75 (0,59;0,96)
vong)
Tiéu chi phu**
Suy tim sung huyét dau tién phai 164 (3,3) 122 (2,4) 0,74 (0,59;0,9y
nhap viénb
Ph&u thuat bic cdu mach vanh dau 904 (18,1) 667 (134) 1jm
tién hoac thu thuat tai théng mach 0,80)
khach
Pau that nguc dau tién 615 (12,3) 545 (10,9) 0,88 (0,79;0,99)

a Atorvastatin 80 mg: atorvastatin 10 mg
b Tiéu chi phu khéac



LED TITLE: ATORVASTATIN

LED DATE:OCTOBER 28, 2013

COUNTKY: VIETNAM fjsf
REFERENCE CDS: 12.0 & VIETNAM DEC. 120481QLD-DK DATED 4 DEC 2008, DEC. 5074 DATED 5 APR 2013- ADVERSE EA'ENT OF

STATIN GROUP
REFERENCE CDS DATE: FEBRUARY 26, 2013

\ M&r

* Tjdu chi chinh (MCVE) = tir vong do bénh mach vanh, nhdi mau co tim khdng t& vong, nglng fim hdi st
thanh cdng, va dot quy t&r vong va khong t&* vong
** Tiéu chi chinh khéng bao gom tiéu chi phu

Khoang tin cdy cla cac tiéu chi phu khdng dugc diéu chinh khi so sanh nhiéu

Khong thay su khéac biét cd y nghia vé cac nguyén nhan gay tlr vong gitra cac nhom diéu tri:
282 (5,6%) & nhom dung atorvastatin lieu 10 mg/ngay so v@i 284 (5,7%) & nhom dung
atorvastatin lieu 80 mg/ngay. Ty lé cac ddi twgng tr vong do tim mach bao gém t& vong do
bénh mach vanh va @t quy t& vong it hon vé s6 lugng & cac nhdm dung atorvastatin 80 mg
S0 v&i nhém dung atorvastation 10 mg. Ty |é cac d6i twong t&r vong khoéng do tim mach
nhiéu hon vé s6 lvgng & nhom dung atorvastatin 80 mg so véi nhdm dung atorvastation 10
mg.

Trong nghién ciu giam céac tiéu chi bang cach ha tich cwc lipid (IDEAL) diéu tri bang
atorvastatin véi liéu 80 mg/ngay so véi diéu tri bang simvastatin 20-40 mg/ngay trén 8888
bénh nhan t¢i 80 tudi co tién sir bénh mach vanh dé danh gia néu cé thé giam duoc nguy co
tim mach. Bénh nhan chd yéu la nam gigi (81%), da tring (99%), c6 tudi trung binh 1a 61,7
tudi va LDL-C trung binh la 121,5 mg/dL ngau nhién; 76% da tri liéu bang statin. Trong
thir nghiém tién ctu, phan nhom ngau nhién, mé& va danh gia bién c6 mu (PROBE), bénh
nhan duwgc theo ddi trong khoang thoi gian trung binh 4,8 nam, NOong dd trung binh cla
LDL-C, TC, TG, cholesterol HDL va khong HDL & tuan th¢ 12 lan lwot la 78, 145, 115, 45
va 100 mg/dL trong suét qué trinh diéu tri bang atorvastatin 80 mg, va Ian luot 1a 105, 179,
142, 47 va 132 mg/dL trong sudt qua trinh diéu tri bang simvastatin 20-40 mg.

Khéng thdy sy khac biét c6 y nghia gita cac nhém diéu tri & tiéu chi chinh, ty 1é bién c6
mach vanh chinh dau tién (bénh mach vanh t vong, nhdi mau co tim khdéng t vong va
nglrng tim hoi stc thanh cong la 411 (9,3%) & nhdm dung atorvastatin liéu 80 mg/ngay so
v@i 463 (10,4%) & nhom dung simvastatin 20-40 mg/ngay, ty Ié rai ro (HR) 0,89%, khoadng
tin cay (Cl) 95% (0,78; 1,01), p=0,07.

Khoéng thdy sy khac biét cd y nghia gitta cAc nhém diéu tri ddi v&i nguyén nhan gay tu
vong: 366 (8,2%) & nhom dung atorvastatin 80 mg/ngay so v&i 374 (8,4%) & nhom dung
simvastatin 20-40 mg/ngay. Ty |é cac d6i tugng tlrng t vong do tim mach hay khéng lién
quan téi tim mach twong tw nhau & nhém dung atorvastatin 80 mg va nhom dung
simvastatin 20-40 mg.

Tang cholesterol mau c6 tinh gia dinh di hop t&r 8’ tré em:

Trong mot nghién clru mu doi, c6 kiém chirng véi gid duoc dwoc tiép tuc sau do la mot
giai doan nghién cru md, 187 tré em trai va tré em gai da c6 kinh nguyét tudi tr 10-17
(trung binh la 14,1 tub6i) c6 ting cholesterol mau co tinh gia dinh di hop t& hoac ting
cholesterol mau nang dwoc cho didu tri ngdu nhién hoic atorvastatin (n=140) hodc gia
dugc (n=47) trong 26 tuan, sau d6 bénh nhan dwoc diéu tri tiép bang atorvastatintrona/26
tuan. Tiéu chuan chon bénh géom: 1) LDL-C truwdc diéu tri >190mg/dL héa”iii LpT,-C
tredc diéu tri >160mg/dL va tién can gia dinh c6 tang cholesterol mau c6 tin”/gia dinh
hodc c6 tién can bénh tim mach sém c6 moi quan hé bac mdt hodc bac hai véi bénn nhan.
LDL-C trung binh truéc diéu tri la 218,6mg/dL (trong khoang 138,5 - 385,0 mg/dL) &
nhédm atorvastatin va 230,0mg/dL (trong khoédng 160,0 - 324,5 mg/dL) & nhédm gia duwoc.
Liéu atorvastatin 12 10mg moi ngay trong 4 tuan dau sau dé tang Ién 20mg/ngay néu bénh
nhan m&c LDL-C con trén 130mg/dL. Trong giai doan nghién ct*ru mu ddi, s6 bénh nhan
can phai tang liéu 1én 20mg/ngay sau 4 tuan la 80 nguoi (57,1%).
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\ \ ol
Atorvastatin lam gidm dang ke cholesterol toan phan, LDL-C, triglyceride va
apolipoprotein B sau 26 tuan diéu tri & giai doan mu ddi (xem bang 5).

Bang 5
Téac dung gidm lipid mau cua atorvastatin 6’tré em trai va gai c6é tang cholesterol
mau cé tinh gia dinh di hop t& hoac tang cholesterol mau nang

Nhom N C- toan LDL-C HDL-C  Triglyceride Apolipoprotein
phan
Gié dugc 47 -1,5 -0,4 -1,9 1,0 0,7
Atorvastatin 140 -31,4 -39,6 2,8 -12,0 -34,0

Mtc LDL-C dat dugc trung binh la 130,7 mg/dL (trong khodng 70,0 -242,0 mg/dL) &
nhom diéu tri bang atorvastatin so véi mic 228,5 mg/dL (trong khoang 152,0 - 385,0
mg/dL) & nhém gia duvgc sau 26 tuan trong giai doan nghién ctru mu doi.

Trong nghién ctu c6 kiém chitng nay, khdng cé anh hwdng cla thudc trén sv tang trudng
hodc sv trudng thanh cla gi¢i tinh & tré em trai hodc anh hwdng trén thoi gian clta chu ky
kinh & tré em gai. Atorvastatin hién van chua duoc nghién ctu trong cac thir nghiém lam
sang c6 kiém ching trén bénh nhan tudi day thi hoac bénh nhan dwéi 10 tudi. Tinh an
toan va hiéu qua cla atorvastatin & liéu trén 20mg/ngay chua duoc nghién clru trong cac
thr nghiém c6 kiém chitng & tré em. Hiéu qua lau dai cda viéc diéu tri bang atorvastatin
trén tré em nham lam giam xuét d6 bénh va xuét do t vong & tudi trwédng thanh hién van
chua duoc thiét 1ap.

CAC PAC TINH DUQOC DONG HOC

Cac dac tinh duoc déng hoc va chuyén hoa:

Hap thu: Atorvastatin dwgc hdp thu nhanh chéng sau khi uéng, néng dé dinh trong huyét
tvong xuat hién trong vong tlr 1 dén 2 gid. Mc do hdp thu va ndng do atorvastatin trong
huyét twong tang ty |é v6i lieu dung cla atorvastatin. Cac vién nén cla atorvastatin cho
sinh kha dung bang 95% dén 99% cla dang dung dich. Sinh kha dung tuyét déi cla
atorvastatin xap xi la 14 % va sinh kha dung hé thdng cho hoat tinh (¢ ché men kht
HMG-CoA la xap xi 30%. Sinh kha dung hé théng thdp la do su thanh thai & niém mac
duong tiéu hda va /hoac do sw chuyén héa lan dau qua gan trudc khi vao tuan hoan chung.
Mdc du thic an lam giam ty 1é va mic do hap thu cla thudc lan lvot xap xi la 25% va 9%
khi dwgc danh gid theo nong doé dinh trong huyét twvong cmax va dién tich duéi dudng
cong (AUC), nhung hiéu qua giam LDL-C la twvong tv nhau bat ké la atorvastatin

dung cung hay khéng dung cung véi thirc an. Néng dd atorvastatin trong hm r

hon (xdp xi 30% d6i v&i cmax va AUC) khi dung thudc vao buoi toi so véi

budi sang. Tuy nhién, hiéu qua giam LDL-C la nhv nhau bat ké la dung tl

gian nao trong ngay (xem phan 6 Liéu dung va cach dung).

Phan bé: -Thé tich phan bd trung binh cla atorvastatin xdp xi 381 lit. Ty 1é gin két vdi
protein huyét tvong cla atorvastatin > 98%. Ty |é gilta ndbng dd thudc trong hdong cau/
nong do thudc trong huyét tuong la xap xi 0,25; diéu nay cho thdy sy tham nhap kém cua
thudc vao trong hong cau.
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Chuyén hoa: - Atorvastatin dugc chuyén hoa chi yéu thanh cac dan xudt hydroxy/hga tai
vi tri ortho va para va cac san pham cua s oxy héa & vi tri beta. Trén invitro, tdc dung Gc
ché men khi*r HMG-CoA cua cac chat chuyén hoéa hydroxy hoéa & vi tri ortho va para la
tvong dwong véi tdc dung nay cua atorvastatin. xap xi 70 % cla cac hoat tinh Gc ché
trong tuan hoan déi véi men kh* HMG-CoA la do cac chat chuyén héa co6 hoat tinh. Cac
nghién clu trén invitro goi y tdm quan trong cla qua trinh chuyén héa atorvastatin béi
cytochrome P450 3A4 phu hgp véi ndng dd atorvastatin tdng cao trong huyét twong &
ngudi sau khi dung dong thoi voi erythromycin, mot chat rc ché da biét d6i véi isozyme
nay. Cac nghién clru trén invitro cling chi ra rang atorvastatin 1a mot chat ¢c ché yéu ddi
vGi cytochrome P450 3A4. Dung dong thoi atorvastatin véi terfenadine khdng lam anh
hudng c6 y nghia 1am sang nong do trong huyét twvong cla terfenadine, mot hgp chat dugc
chuyén hoéa chl yéu bdi cytochrome P450 3A4; do do atorvastatin sé khong lam thay doi
dang ké 1én cac chat nén cytochrome P450 3A4. (Xem phan 9 Twong tac voi cac thudc
khac va cac dang khac cla twong tac). O dong vat, chat chuyén héa hydroxy & vi tri
ortho con trai qua qua trinh glucuronid hoa.

Thai trir: Atorvastatin va cac chat chuyén héa ctia né dugc dao thai chd yéu qua mat sau
khi dugc chuyén hdéa & gan va/ hodc & ngoai gan; tuy nhién thu6c nay té ra khéng c6 chu
trinh tai tuan hoan rudt gan. Thoi gian ban thdi trung binh trong huyét twong cla
atorvastatin & nguoi la xdp xi 14 gio, nhung thoi gian mot nlra cla hoat tinh Gc ché doi
vGoi men khir HMG-CoA la 20-30 gi0 do sw gop phan cla cac chat chuyén héa cé hoat
tinh. Dwéi 2% cla liéu dung atorvastatin dwoc tim thay trong nuéc tiéu sau khi udng.

Cac nhom doi tvong dac biét.

Nguoi cao tudi: Nong do cua atorvastatin trong huyét twong & cac ddi twong cao tubi (>
65 tu6i) khoé manh la cao hon (xdp xi 40% d6i véi cmax va 30% doi voi AUC) so voi
ngudi tré tudi. Nghién citu ACCESS nham dic biét danh gia cac bénh nhan cao tudi vé
viéc dat dwgc muc tiéu cua diéu tri theo NCEP. Nghién ctu nay bao gom 1087 bénh nhan
< 65 tudi, 815 bénh nhan trén 65 tudi va 185 bénh nhan trén 75 tubi. Khong quan sat thay
c6 su khac biét nao vé dd an toan, hiéu qud hay ty Ié dat dwoc muc tiéu diéu tri lipid gilta
nhom bénh nhan cao tudi va nhdm doi twong tong quat.

Tré em: Cac nghién ctu vé dugc dong hoc chuwa duwoc ti€n hanh & cac bénh nhan nhi
khoa.

Gidi tinh: Nong d6 cla atorvastatin trong huyét twvong & phu nt khac (xap xi 20% cao
hon d6i véi CMBXva 10% thdp hon déi véi AUC) so véi & nam gigi. Tuy nhién, khéng cé
s khac biét c6 y nghta lam sang nao vé tac dong trén lipid gitta nam va ni.

Suy than: Bénh than khéng cé anh huwéng trén nong do trong huyét tuvong
trén lipid cla atorvastatin. Do d6, khdng can thiét phai diéu chinh liéu & céac
suy than (xem phan 6 Liéu dung va Cach dung).

Tham phan loc mau: Mac du cac nghién cru con chuwa dwgc tién hanh & cac bénh nhén
cé bénh than giai doan cudi, nhung khéng dy doan la tham phan loc mau c6 thé lam tang
dang ké do thanh thai cla atorvastatin do thudc cé ty Ié gan két cao véi protein huyét
tuvong.
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Twong tac thudc - Anh huéng cla céc thudc dwoc chi dinh ddng thoi trén dwoc dong hoc
cla atorvastatin cling nhu anh hudng cla atorvastatin trén dugc déng hoc cla céac thudc
dwoc chi dinh ddong thoi duoc tom tat & bang dudi day (xem phan 8 Canh béo dac biét va
than trong dac biét khi st dung, va phan 9 Twotig tac voi cac thuéc khac va cac dang

khéac cla twong tac).

/ <>*

W Mglj

Anh huoéng cla cac thudc chi dinh dong thoi trén dwoc dong hoc clia Atorvastatin

Thubc dugc chi dinh cung va
ché do liéu

#Cyclosporin 5,2 mg/kg/ngay,
lidu On dinh

Boceprevir 800 mg x 3
lan/ngay, 7 ngay

A opinavir 400 mg x 2
lan/ngay/ ritonavir 100 mg x 2
lan/ngay, 14 ngay

ffl Saquinavir 400 mgx 2
lan/ngay/ Ritonavir 400 mg x 2
lan/ngay, 15 ngay
AClarithromycin 500 mg x 2
lan/ngay, 9 ngay

ADarunavir 300 mg x 2 lan/ngay
[ritonavir 100 mg x 2 lan/ngay,
9 ngay

Altraconazole 200 mg/ngay , 4
ngay

AFosamprenavir 700 mg x 2
lan/ngay /ritonavir 100 mg x 2
lan/ngay, 14 ngay
#osamprenavir 1400 mg x 2
lan/ngay, 14 ngay

#WNelfinavir 1250 mg x 2
lan/ngay, 14 ngay

#MNuwoc budi, 240 mL/ngay *
Diltiazem 240 mg/ngay, 28
ngay

Erythromycin 500 mg x 4
lan/ngay, 7 ngay

Amlodipine 10 mg, liéu don
Cimetidine 300 mg X4
lan/ngay, 24 tuan

Colestipol 10 mg x 2 lan/ngay,

Liéu (mg)

10 mg/ngay x
28 ngay
40 mg liéu don

20 mg/ngay x 4
ngay

40 mg/ngay x 4
ngay

80 mg/ngay X8
ngay

10 mg/ngay x
4 ngay

40 mg liéu don

10 mg/ngay x
4 ngay

10 mg/ngay x
4 ngay

10 mg/ngay x
28 ngay

40 mg, liéu don
40 mg, liéu don

10 mg, liéu don

80 mg, liéu don
10 mg/ngay
trong 2 tuan
40 mg/ngay

Atorvastatin
Thay doi
AUC &

t 7,7 1an
f 2,30 lan

t 5,9 lan

t 2,9 lan

t 3,4 lan

t 2,4 lan

t 2,3 lan

t 1,5 lan

t 1,3 lan
t 0,74 lan

t 0,37 lan
t 0,51 lan

t 0,33 lan

t 0,15 Ian
i 0,001 lan

Khdéng xac

Thay doi
Cmax&
t 9,7 1an
t 2,66 lan

t 4,7 lan

t 3,3 lan

t 4,4 lan

t 1,3 1an

I 0,2 1an

t 1,8 1an

t 3,0 lan

t 1,2 lan

T 0,16 W rc\
0 lan \juw

t 0,38 lan

i 0,12 lan
10,11 1an

i 0,26 lan**
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Thu6c dugc chi dinh cung va Atorvastatin

ché dob liéu
28 tuan trong 28 tuan dinh
Maalox TC® 30 mL/ngay, 17 10 mg/ngay i 0,33 lan i 0,34 lan
ngay trong 15 ngay
Efavirenz 600 mg/ngay, 14 10 mg trong 3 i 0,41 lan i 0,01 lan
ngay ngay
#Rifampin 600 mg/ngay, 7 ngay 40 mg liéu don t 0,30 lan T 1,72 1an
(dung phdi hgp) 1
ARifampin 600 mg/ngay, 5 ngay 40 mg liéu don i 0,80 lan i 0,40 lan
(litu riéng ré)f
AGemfibrozil 600mg x 2 40mg liéu don t 0,35 lan i 0,004 lan
lan/ngay, 7 ngay
renofibrate 160mg/ngay, 7 40mg liéu don t 0,03 lan 10,02 Ian
ngay

tuong tac, va B = gia tri dugc dong hoc trong giai doan nén

#Xem phan 8 va 9 vé y nghia lam sang
* Bao cao thdy AUC tang (tdang gdp 1,5 lan) va/hodac Cmax (tang t¢i 0,71 lan) khi uéng
lvgng I6n nudc budi (> 750 mL - 1,2 Iit mbi ngay).
** Mau don duvgc mat 8-16h sau khi udng
"Do co ché tuong tac kép cda rifampin, khuyén cdo chi dinh dong thoi atorvastatin cuing
lGc voi rifampin, do khi dung atorvastatin cham hon sau khi sau khi uéng rifampin sé lam
giam dang ké ndng do atorvastatin trong huyét tvong.

| Lieu saquinavir phdi hop véi ritonavir trong nghién ctu nay khéng phai la liéu st dung
trén 1am sang. Murc tiép xuc cla atorvastatin khi duwc st dung trén 1am sang cé thé sé cao
hon so véi nhitng gi dd dwoc quan sat trong nghién ctru nay. Vi vay can than trong khi ap
dung va liéu lvgng thdp nhat can thiét nén dwot st dung

I Liéu atorvastatin trong bang trén chi la liéu thuc nghiém. Khi st dung atorvastatin trén
thyc té 1dm sang, vui long tham kh&do muc 6 (Liéu lvgng va cach dung)

Anh hudiig clia Atorvastatin trén dwoc dong hoc ctia cac thudc dwoc chi dinh ddng

thoi
Atorvastatin Thubc duoc chi dinh dong thoi va ché 60 lieu dung
Thudc/Liéu (mg) Thay doi Thay d6i /
AUC& A r/
80 mg/ngay x 15 ngay Antipyrine, 600mg ligu 10,03 Ian
don
80 mg/ngay x 14 ngdy  #Digoxin 0,25mg/ngay, 20 T 0,15 Ian t 0,20 lan
ngay
40 mg/ngay x 22 ngay  Thudc tranh thai duvong
uéng mdi ngay, 2 thang
- norethindrone Img t 0,28 1an 10,23 Ian
-ethinyl estradiol 35 pg 1019 1an  t 0,30 Ian
10 mg/ngay x 4 ngay Fosamprenavir 1400 mg x i 0.27 Ian i 0,18 lan

2 lan/ngay, 14 ngay
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10 mg/ngay x 4 ngay Fosamprenavir 700 mg x 2 Khoéng dé6~Y'I-X'p
lan/ngay /ritonavir 100 mg  Khdng doi
x 2 lan/ngay, 14 ngay

&’lan” thay doi = ty lé thay doi [(1-B)/B], | = gia tri dwgc dong hoc trong giai doan
tvong tac, va B = gid tri dwoc dong hoc trong giai doan nén
Xem phan 9 vé y nghia lam sang

16. PIEU KIEN BAO QUAN
Bao quan thuéc O'nhiét Cﬁdu’(yi °C.

17. THOI HAN SU DUNG
24 thang ké tir ngay san xuat.

18. NHA SAN XUAT
Nha san xuat: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 Vega BajaotPR 00693,

Puerto Rico/USA. IAlyi yS
Nha déng g6i & xuat xwdng: Pfizer Manufacturing Deutschland GmbH, Betrieb”sstaRe

Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.
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BO Y TE CONG HOA XA HOI CHU NGHTA VIET NAM
CUC QUAN LY DuQC Boc 1ap - Ty do - Hanh phuc

S67gsr/QLD-BK Ha Noi, ngay thang rf~ nam 2015
V/v thay d6i huéng dan st dung

Kinh gtvi:  Pfizer Thailand Ltd.
Dia chi: United Center Building, Floor 36, 37, 38 and 42, 323 Silom
Road, Silom, Bangrak, Bangkok 10500, Thailand

Tiép theo Cong van s6 22862/QLD-BK ngay 29/12/2014 cta Cuc Quéan
ly Duwoc, xét don dé nghi dé ngay 26/03/2015 va cac tai liéu lién quan cla cong
ty vé viéc thay d6i huéng dan st dung déi véi thudc nude ngoai da duoc cip sO
dang ky lwu hanh;

Can cr Thong tv s6 44/2014/TT-BYT ngay 25/11/2014 cua BO trwdng Bo
Y té quy dinh viéc dang ky thubc; Thong tw s6 04/2008/TT-BYT ngay
12/5/2008 ctia Bo truéng BO Y té hudng dan ghi nhan thudc;

Can ctr Bién ban thdm dinh ho so thay d6i/bé sung, Cuc Quan ly Duoc co
y kién nhu sau:

Pong y dé cong ty dugc thay d6i hudng dan st dung ddi voi thubc
Lipitor, s6 dang ky VN-17769-14; thu6c Lipitor, s6 dang ky VN-17768-14 va
thudc Lipitor, s6 dang ky VN-17767-14.

Bang so sanh ndi dung thay dbi cua to huéng dan st dung dugc dong dau
xac nhan cta Cuc Quan ly Duoc.

Ngoai ndi dung duoc thay doi trén, tat ca cac ndi dung khac gilr nguyén
nhu ho so dang ky thudc lvu tai Cuc Quan ly Dugc.

Cong ty dang ky, nha san xuat phai chiu trach nhiém vé chat lvgng doi voi
thudc lvu hanh trén thi treong, ndi dung ghi trén nhan thudc, quy dinh vé s& hitu
tri tué lién quan dén nhan hiéu hang hoa cla thubc va co trach nhiém théng bao
si thay d6i nay dén cac co quan lién quan va khach hang.

Sau 03 thang ké tir ngay ky cong van ndy cong ty khong dugc nhap khau
thudc trén voi ndi dung cii da thay doi clia to hwéng dan st dung.

Cuc Quan ly Duoc thong bao dé cong ty biét va thuc hién ding cac quy
dinh cda Viét Nam vé lvu hanh thudc./.

Neoi nhan:

- Nhu tren;
- Lru: VT, BK (Li).
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’TC’)M TAT CAC THAY DOl TRONG TO HUONG DAN sir DUNG
€UA THUOC LIPITOR 10MG (SDK: VN-17768-14), LIPITOR 20MG (SDK: VN-17767-14

BO Y TE LIPITOR 40MG (SDK: VN-17769-14) V «
CUCQUAX LY Duwoc
PATr TO HUGNG DAN SU DUNG cii TO HUGONG DAN SU DUNG MOl
: (phan loai bd dwoc gach ngang) (Phan thém vao/ thay doi dwgc danh dau vang)
TD/BS nsav 3 3
. /V'T tfafl,g AT nam LIPITOR LIPITOR
(theocdng 3n~~9i/QLD-BDK) A
Rx Rx
CANH BAO PAC BIET: CANH BAO BDAC BIET:
Thu6c ban theo doii.
Thudc nay chi dung theo don clia bac sy. Thu6c nay chi’dung theo don cla bac sy.
Khong dung qua liéu da dtroe chi dinh. Khéng dung qua liéu chi dinh.
1. TENTHUOC i TEN THUGC
LIPITOR LIPITOR®
2. THANH PHANrCONG THUG 2. THANH PHAN DINH TiNH VA BINH LUQONG
Hoat chat: atorvastatin Hoat chat: atorvastatin
Cac vién nén dung duong ubng chira atorvastatin-Hemi calcium 1,5 Céc vién nén dung dudng ubng chira atorvastatin-Hemi calcium 15 H20
H20 twong dwong voi 10mg, 20mg, 40mg hay -80fflg atorvastatin. twong duong voi 10 mg, 20 mg, 40 mg atorvastatin.
Cac t4 duoc:

Calci carbonate, cellulose—vi tinh thé, 4aetose monohydrate, natri
croscarmellose, polysorbate 80, hydroxypropyl cellulose, magnesi
stearate,;--Opadry—White YS 17040, nhii tuong simethicone, sép

candelill-a.
3. DANG BAO CHE 3. DANG BAO CHE
Vién nén bao phim: 10mg, 20mg, 40mg7-8Qfflg. Vién nén bao phim: 10 mg, 20 mg, 40 mg.

4. QUY CACH PONGGQi 4. DPAC TINH LAM SANG



Vién-nén bao phim Ivipitor IOmg, 20mg. 40mg, 80mg;--Hbp-3 vi x 10
¥,

s~ CHI BINH BIEU TRI

Atorvastatin duoc chi dinh nhu mdt thue ho trg cho ché do an kiéng
trong diéu tri cdc bénh nhan bi tdng cholesterol toan phan7 kEH--
cholesterol™ apolipoprotein B va triglyceride va dé lam ting HDL
cholesterol & cac bénh nhéan eé tang cholesterol mau nguyén phat (tang
cholesterol mau cé tinh gia dinh di hop tr va khéng cé tinh gia dinh),
tdng lipid mau phéi hop (hon hop) (nhém lla va Ilb theo phan loai cua
Fredrickson,, tang triglyceride mau (nhém 1V, theo phan loai cula
Fredrickson, va & cac bénh nhan cdé rdi loan betalipoprotein mau
(nhém 111 theo phan loai Fredrickson) ma khong cé dap Gng day dd véi
ché do an.

Atorvastatin cling dwvoc chi dinh dé lam giam cholesterol toan phan va
LDL cholesterol & cac bénh nhan c6 tdng cholesterol mau c6 tinh gia
dinh dong hop to.

Dy phong bién ching tim mach

D6i véi nhitng bénh nhan khong cdé biéu hién bénh tim mach rd rang
trén lam sang, va nhitng bénh nhan cé hodac khong c6 rdi loan lipid
mau, nhung c6 cac yéu td nguy co cla bénh mach vanh nhu hat thuéce,
cao huyét ap, dai thdo dwong, HDL-C thap, hodc nhitng bénh nhan tién
str gia dinh eé bénh mach vanh giai doan som, atorvastatin dugc chi
dinh dé:

. gidm nguy co tlr vong do bénh mach vanh va nhéi mau co tim

- gidm nguy co dot quy

. giam nguy co eda qua trinh tai théng mach va con dau that nguc

Daéi v6i nhitng bénh nhan cé biéu hién bénh mach vanh rd rang trén
lam sang, atorvastatin dwgc chi dinh dé:

. gidm nguy co nhoéi mau co tim

- gidm nguy co dot quy

- gidm nguy co qua trinh tai thong mach

- gidm nguy co phai nhap vién do suy tim sung huyét

4.1. Chi dinh diéu tri

Atorvastatin dugc chi dinh hd trg cho ché do an kiéng trong diéu tri cho
cac bénh nhan bi tang cholesterol toan phan (C-toan phan), cholesterol
lipoprotein ti trong thdp (LDL-C), apolipoprotein B (apo B) va
triglycerid (TG) va gilp lam tang cholesterol lipoprotein ti trong cao
(HDL-C) & cac bénh nhan tang cholesterol mau nguyén phat (tang
cholesterol mau c6 tinh gia dinh di hop t va khéng c6 tinh gia dinh),
tang lipid mau phdi hop (hén hop) (nhém lia va llb theo phén loai cla
Fredrickson,, tang triglycerid mau (nhém IV, theo phan loai cua
Fredrickson, va & cac bénh nhan c6 rdi loan betalipoprotein mau (nhém
11l theo phan loai Fredrickson) ma khong cé dap (*ng day da véi ché do
an.

Atorvastatin cling duoc chi dinh dé lam giam C- toan phan va LDL-C &
cac bénh nhan c6 tang cholesterol mau c6 tinh gia dinh dong hop tu.

Duphong bién ching tim mach

Doi vbi nhitng bénh nhan khéng c6 biéu hién bénh tim mach (CVD) ro
rang trén lam sang, va nhirng bénh nhan c6 hodc khong c6 rdi loan lipid
mau, nhung cé cac yéu té nguy co cla bénh tim mach vanh (CHD) nhw
hat thube, cao huyét ap, dai thao duong, HDL-C thap, hodc nhitng bénh
nhan tién st gia dinh mac bénh mach vanh giai doan sém, atorvastatin
duoc chi dinh dé:

- Gidm nguy co t& vong do bénh mach vanh va nhéi mau co tim (MI)

- Gidm nguy co dot quy

- Giam nguy co cho qua trinh tai thdng mach va con dau that nguc

DGi voi nhitng bénh nhan c¢é biéu hién bénh mach vanh rg rang trén lam
sang, atorvastatin dwgc chi dinh dé:

- Gidm nguy co nhdi mau co tim

- Gidm nguy co dét quy

- Gidm nguy co cho qua trinh tai théng mach

- Gidm nguy co phai nhap vién do suy tim sung huyét (CHF)
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. gidm nguy co dau that nguc

O tré em (10-17 tudi)

Atorvastatin dwoc chi dinh nhu mdt thuc hd trg cho ché do &n kiéng
nham lam giam cholesterol toan phan, LDL- C, va apo B & tré em trai
va tré em gai da co kinh nguyét tr 10-17 tudi cé tinh trang tang
cholesterol méu cé tinh gia dinh di hop tir va sau khi diéu tri bang ché
dd &n kiéng thich hop bénh nhan van con nhitng dac diém dudi day

«» Mitc LDL-C van > 190mg/dL hodc

br Mtrc LDL-C van > 160mg/dL va

- C6 tién st gia dinh c6 bénh tim mach sém hoac

- C6 it nhat 2 yéu t6 nguy co tim mach khac

és. LIEU-HrtiN<i-VA CACH DUNG

ToOng quétr

Trwdc khi tién hanh diéu tri voi atorvastatin, can c6 gang kiém soat
cholesterol mau tang bang ché do &n hop ly, tap thé duc va giam can &
cac bénh nhan béo phi, va diéu tri cac bénh ly co ban. Cac bénh nhan
nén duy tri ché do an giam cholesterol chuan trong qua trinh diéu tri
bang atorvastatin.

Ligu ding nam trong khoang tir 10 dén 80 mg mdi ngay...

Tang cholesterol mau c6 tinh gia dinh dong hop tf.
Hién chua c6 nhiéu dit liéu trén ddi twong bénh nhan nay (xem phan
14 Céc dac tinh dwoc Iwc hoc)

Liéu dung cla atorvastatin trén bénh nhan tang cholesterol mau cé tinh
gia dinh dong hop t& 1a 10 dén 80mg/ngay. Trén nhiing bénh nhan nay,
nén dung atorvastatin nhw la mot thude phdi hop véi cac lieu phap ha
lipid mau khac (vi du nhw truyén LDL) hoac st dung khi khdng con
cac liéu phap khac.

R6i loan lipid mau nghiém trong & bénh nhan nhii .
Th&r nghiém duwoe gi¢i han trén s6 lwvgng nhd bénh nhan nhi (tor 10-17
tudi) co roi loan lipid mau nghiém trong, nhw tang cholesterol mau co

- Giam nguy co dau that nguc

o tré em (10-17 tudi)

Atorvastatin dwoc chi dinh hd trg cho ché do dn kiéng nham lam giam
cholesterol toan phan, LDL-C, va apo B & tré em trai va tré em gai da cé
kinh nguyét tlr 10-17 tudi c6 tinh trang tang cholesterol mau cé tinh gia
dinh di hop t& va sau khi diéu tri bdng ché do an kiéng thich hop bénh
nhan van con nhiing dic diém dudi day:

- Mitc LDL-C van > 190 mg/dL ho&c

. Mtrc LDL-C van > 160 mg/dL va

. C6 tién sl gia dinh c6 bénh tim mach sém hoéac

. C6 it nhat 2 yéu t6 nguy co tim mach khac

4.2. Liéu dung va cach dung

Tong quat

Truwdc khi tién hanh diéu tri voi atorvastatin, can c¢6 gang kiém soéat tinh
trang ting cholesterol mau bang ché do an hop ly, tap thé duc va giam
can & cac bénh nhan béo phi, va diéu tri cAc bénh ly co ban. Cac bénh
nhan nén duy tri ché do an tiéu chuan giam cholesterol trong qua trinh
diéu tri bang atorvastatin.

Liéu ding nam trong khoang tir 10 mg dén 80 mg mot lan moi ngay...

Tang cholesterol mau c6 tinh gia dinh déng hop tt
Hién chuwa c6 nhiéu dit liéu trén d6i twong bénh nhan nay (xem phan 5.1
Céc dac tinh duoc lwc hoc)

Liéu dung cla atorvastatin trén bénh nhan tang cholesterol mau c6 tinh
gia dinh dong hop t&r 1a 10 mg dén 80 mg/ngay. Trén nhirng bénh nhan
nay, nén dung atorvastatin phdi hop véi cac liéu phap ha lipid mau khac
(vi du nhu truyén LDL) hoac si dung khi khéng con céac liéu phap khac.

R&i loan lipid mau nghiém trong trén bénh nhan nhi
Kinh nghiém s dung trén nhom ddi twgng bénh nhan nhi méi chi gioi
han trén s6 lwgng nhd bénh nhan (tr 10-17 tubi) co réi loan lipid mau
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tinh gia dinh. Liéu khéi dau khuyén cao & nhom dbi tuong nay la 10
mg atorvastatin méi ngay. Liéu dung c6 thé ting Ién t&i 20 mg
atorvastatin moi ngay tly theo kha ning dap (ng va dung nap. Liéu
ding nén duoc cu thé hoa cho tirng bénh nhan theo muc tiéu diéu tri
khuyén céo (xem phan 5 Chi dinh diéu tri va phan 44 Cac dac tinh
dwo'c luvc hoc). Biéu chinh liu nén duoc thwc hién cach quang 4 tuan
hodc trén 4 tuan.

SU’dung &' eac bénh nhéan suy gan -
Nén than trong khi st dung Lipitor & cac bénh nhan suy gan (xem
phan 8 Canh bao doe biét va than trong dac biét khi s&r dung va
phan 45 Cac dac tinh dwoc ddong hoc: Cac nhém ddi tuong dac
biét). Chong chi dinh st dung Lipitor trén nhirng bénh nhan cé bénh
gan tién trién (xem phan 7 Chong chi dinh).

Su’dung ¢’cac bénh nhan suy than - Bénh than khdng lam anh hwéng
dén ndbng do atorvastatin trong huyét twong hay mrc d6 giam LDL- C
cUa atorvastatin. Do d6 khong can phai diéu chinh liéu & cac bénh nhan
nayT (xem phan 8 Canh bao dac biét va than trong dac biét khi st
dung)

S dung €' ngubi cao tuoif

Pac tinh vé an toan va hiéu qua ctia thudéc & nhirng bénh nhan trén 70
tudi st dung mdc ligu khuyén céo la twong tw so véi nhém doi twong
tong quat*Xem phan 45-Céc dac tinh duoc dong hoc: Cac nhom doi
tuyng dac biét)

Dung phdi hop véi cac thuéc khaci -
Trong nhitng trudng hop can chi dinh phdi hop atorvastatin voi
cyclosporine, liéu dung cla atorvastatin khong nén vuot qua 10 mg.

Tranh st dung artorvastatin dong thoi véi telaprevir, hodc két hop gilta
tipranavir/ritonavir.

Gée twong tac thube duoc dong hoc dan dén két qua 13 1am ting nong
€é atorvastatin trong tuan"hoan dad dwgc nhan thd”véi cac chat tc ché

nghiém trong, nhu tang cholesterol mau c6 tinh gia dinh. Liéu kh&i dau
khuyén cédo & nhom d6i twong nay la 10 mg atorvastatin mot 1an moi
ngay. Lieu dung co the tang 1én téi 20 mg atorvastatin moi ngay tly theo
kha ndng dap (rng va dung nap. Liéu dung nén dwoc cu thé hda cho tirng
bénh nhan theo muc tiéu diéu tri khuyén cdo (xem phan 4.1 Chi dinh
diéu tri va phan 5.1 Céac dac tinh duoc luc hoc). Biéu chinh liéu nén
duoc thwe hién cach quang 4 tuan hodc trén 4 tuan.

S dung trén bénh nhan suy gan

Nén than trong khi st dung Lipitor & cAc bénh nhan suy gan (xem phan
4.4 Canh bao va than trong dac biét khi si dung va phan 5.2 Cac dac
tinh duoc dong hoc: Cac nhom déi twong dac biét). Chong chi dinh
st dung Lipitor trén nhitng bénh nhan cé bénh gan tién trién (xem phan
4.3 Chdng chi dinh).

S dung trén bénh nhan suy than - Bénh than khong lam anh huéng
dén ndng do atorvastatin trong huyét twvong hay méc do gidam LDL-C
cla atorvastatin. Do d6 khong can phai diéu chinh liéu & cac bénh nhan
nay (xem phan 4.4 Canh bao va than trong dac biét khi sir dung)

St dung trén ngudi cao tuoi

Pac tinh vé an toan va hiéu qua cda thudc & nhitng bénh nhan trén 70
tudi st dung mirc lieu khuyén cao la twong ty so véi nhém doi tuong
tong quat (Xem phan 5.2 Céac dac tinh dwoc dong hoc: Cac nhom doi
twong dac biét)

Dung phdi hop voi cac thudc khac
Trong nhitng truong hop can chi dinh phdi hop atorvastatin voi
cyclosporin, liéu dung cla atorvastatin khéng nén vuot qua 10 mg.

Tranh s dung atorvastatin dong thoi véi telaprevir, hodc két hop voi
tipranavir/ritonavir.

DPa quan sat thdy cac twong tdc duoc dong hoc gilta atorvastatin véi cac
Ichat tc ché protease virus gdy suy gidm mién dich & nguoi (H1V)
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mett-protease HIV (lopinavir phdi hop véi ritonavir, saquinavir phoi
hogp v6i ritonavir, darunavir ph6i hgp véi ritonavir, fosamprenavir,
fosamprenavir phdi hgp véi ritonavir , nelfinavir), chat (c ché-men
protease—virus—Viém gan C (boceprevir), clarithromycin va
itraconazole, can eén trong khi chi dinh doéng thoi voi atorvastatin va
khuyén céo nén c6 danh gia l1am sang phu hop dé dam bao ap dung liéu
atorvastatin thdp nhat can thiétT (xem phan 8 Ca&nh bao dac biét va
than trong dic biét khi st dung - Anh huong trén Co xwong va
phan 9 Twong tac voi cac thudc khac va cac dang khéac cua twong
tée).

Khuyén cdo bat dau diéu tri v6i lieu thdp nhdt ma--thudc co tac dung,
sau d6 néu can thiét, c6 thé diéu chinh liéu theo nhu cau va dap (ng cta
tirng ngudi bang cach tang lidu tirng dot cach nhau khong dudi 04 tuan
va phai theo d6i cac phan (*ng cé hai cla thu6c, dac biét la cac phan
(rng cd hai ddi vGi hé co.

Thuéc c6 chlra hoat chat Atorvastatin khi dung ph6i hop voi
Amiodarone, khong nén dung qué 20 mg/ngay.

CHONG CHIi BINH

Chong chi dinh Atorvastatin & cAc bénh nhan co:
Qué man cam vai bat clr thanh phan nao cla thubc nay.
Bénh gan tién trién hay tang dai ddng khong giai thich dwoc ela
transaminase huyét thanh vuot qua 3 lan gi¢i han trén ctia mic binh
thuongi
hodc & nhitng bénh nhan:
Co thai, trong th&i gian cho con bu, hay c¢6 kha ndng c6 thai ma khdéng
st dung cac bién phap tranh thai day du. Chi st dung atorvastatin cho
phu ni* & tudi mang tha-i khi cac bénh nhan dé chic chin khdng mang
thai va sau khi da duoc thong bao vé cac rdi ro cd thé co doi voi phoi
thai.

— CANH BAO PAC BHsT VA THAN TRONG DAC BIET KHI

st DUNG

(lopinavir phdi hop véi ritonavir, saquinavir phdi hop véi ritonavir,
darunavir ph6i hop véi ritonavir, fosamprenavir, fosamprenavir phoi
hop vGi ritonavir, nelfinavir), chat Gc ché protease viém gan C
(boceprevir), clarithromycin va itraconazol dan dén lam ting ndng do
atorvastatin trong tuan hoan, can than trong khi chi dinh cac thudc nay
dung dong thoi véi atorvastatin va khuyén cdo nén c6 danh gia Iam sang
phu hop dé dam bao ap dung liéu atorvastatin thdp nhét can thiét (xem
phan 4.4 Canh bao va than trong dac biét khi st dung: Anh hudng
trén co xwong va phan 4.5 Twong tac voéi cac thudc khac va cac dang
twong tac khéc).

Khuyén cao nén bat dau diéu tri voi liéu thdp nhat co tac dung, sau do,
néu can thiét, co thé diéu chinh liéu theo nhu cau va dap (ng cua tlrng
bénh nhan bang cach ting liéu tirng dot cach nhau khong dudi 04 tuan
va phai theo déi cac tdc dung khéng mong mudn cla thudc, dac biét la
cac tac dung khdng mong mudn ddi véi hé co.

Thudc c6 chira hoat chét atorvastatin khi dung phdi hgp véi amiodaron,
khéng nén dung qua 20 mg/ngay.

4.3. Choéng chi dinh

Chdéng chi dinh atorvastatin & cdc bénh nhan co:

Quéa man cam vai bét cir thanh phan nao cla thudc,

Bénh gan tién trién hay tang dai dang khong giadi thich duoc
transaminase huyét thanh vwot qua 3 lan gi¢i han trén cla mc binh
thwdng (ULN)

hodc & nhitng bénh nhan:

Cé thai, dang cho con bu, hay c6 kha ndang c6 thai ma khong st dung
cac bién phép tranh thai day du. Chi si dung atorvastatin cho phu nit &
d6 tudi sinh san khi cac bénh nhan dé chic chan khéng mang thai va sau
khi da duoc thong bao vé cac rui ro cé thé co doéi vai phoi thai.

4.4. Canh bao va than trong dac biét khi str dung



Anh huéng trén gan:

Cling nhuw cac thudc ha lipid khac cing nhém, sau khi diéu tri bang
atorvastatin da c6 bao cdo vé trwong hop tdng & -mire-éé vira-phal
transaminase huyét thanh (vuot qua 3 lan gi¢i han trén cGa mdc binh
thwdng [ULN]). Chirc nang gan da dugc theo ddi trong cac nghién ctu
Iam sang st dung atorvastatin voéi cac liéu 10, 20, 40 va 80mg trudc khi
cling nhv sau khi dua thudc ra thi truong.

Tang dai ddng Transaminase huyét ttafflg (vwot quéa 3 Ian giéi han trén
ctia mic binh thwong [ULN] & 2 hay 3 lan do) xuét hién & 0,7% céac
bénh nhan s dung atorvastatin trong cac nghién ctru lam sang nay. Ty
Ié cac xét nghiém bat thuong nay lan lugt la 0,2%; 0,2%; 0,6% va 2,3%
twong (ng voi céac liéu 10, 20, 40 va 80 mg. Nhin chung cac trwong
hop tdng men gan nay khéng lién quan téi vang da hay cac dau hiéu
hodc triéu ching l1am sang khac. Khi gidm lidu atorvastatin hay ngat
quang hay ngirng diéu tri bang atorvastatin thi transaminase tr& lai nhw
mic ban dau trwdc khi diéu tri. Phan Ién cac bénh nhan tiép tuc duwgc
didu tri bang atorvastatin v&i litu gidm xuéng ma khong cé eée di
ching nao.

Can lam xét nghiém enzym gan truvéc khi bat dau diéu tri bang statin
cling nhuw khi tinh trang lam sang eé yéu cau. Cac bénh nhan co
Transaminase tang can dwgc theo dbi cho dén khi sy bat thuong nay
duogc gidi quyét. Néu ALT hay AST tidng cao hon 3 lan gi¢i han trén
cla mirc binh thwong mot cach dai dang, can giam lidu hay ngltng st
dung atorvastatin. Atorvastatin c6 thé gay tang transaminase (xem phan
12 Céac tac dung khéng mong mudn).

Atorvastatin nén duoc st dung than trong & cac bénh nhan udng nhiéu
rwgu va/hodc c6 tién s era bénh gan. Chdng chi dinh st dung
atorvastatin cho cac bénh nhan c6 bénh gan tién trién hay tang
transaminase dai dang khéng giai thich dwoc (xem phan 2-Chéng chi
dinh).

Anh hwong trén Co’xwong: DA cd bao céo dau co & cac bénh nhan sk

Anh huéng trén gan:

Ciing nhu cac thudc ha lipid khac cing nhom, sau khi diéu tri bang
atorvastatin da c6 bao cdo vé truong hop tang transaminase huyét thanh
& méc dd vira phai (vwot qua 3 lan gidi han trén cla mac binh thuong
[ULN]). Chtrc nang gan da dugc theo ddi trong cac nghién clru lam sang
str dung atorvastatin véi cac lieu 10 mg, 20 mg, 40 mg va 80 mg truéc
khi cling nhu sau khi duwa thu6c ra thi truong.

Tang dai dang transaminase huyét thanh (vwot qua 3 lan gidi han trén
cla mirc binh thuong [ULN] & 2 hay 3 lan do) xudt hién & 0,7% céc
bénh nhan s dung atorvastatin trong cac nghién ctu lam sang nay. Ty
Ié xudt hién cac xét nghiém bat thwdng nay lan luot la 0,2%; 0,2%; 0,6%
va 2,3% twong (ng v&i cac lieu 10 mg, 20 mg, 40 mg va 80 mg. Nhin
chung céac trwong hop tang men gan nay khong lién quan téi vang da
hay cac dau hiéu hoac triéu ching lam sang khac. Khi giam liéu
atorvastatin hay ngat quing hay ngitng diéu tri bang atorvastatin thi
transaminase trg lai nhv mic ban dau trwdc khi diéu tri. Phan 16n céc
bénh nhan tiép tuc dwoc diéu tri bang atorvastatin véi lieu gidam xuéng
ma khodng cé di chirng nao.

Can lam xét nghiém enzym gan trwéc khi bat dau dieu tri bang statin
cing nhv khi tinh trang lam sang yéu cau. Ca&c bénh nhan cé
transaminase tdng can dwoc theo ddi cho dén khi sy bat thuong nay
duoc gidi quyét. Néu ALT hay AST tang cao hon 3 lan gi¢i han trén cla
mtc binh thudng mot cach dai déng, can gidm lidu hay ngirng st dung
atorvastatin. Atorvastatin cé thé gdy tang transaminase (xem phan 4.8
Tac dung khong mong mudn).

Nén than trong khi st dung atorvastatin & cac bénh nhan ubng nhiéu
regu va/hodc cé tién st bénh gan. Chong chi dinh st dung atorvastatin
cho cac bénh nhan c6 bénh gan tién trién hay ting transaminase dai dang
khong gidi thich dwgc (xem phan 4.3 Chdng chi dinh).

Anh huong trén oo xwoiig: D4 cd bao céo dau co & cac bénh nhan sk
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dung atorvastatin (xem phan 12-Céhe-tie dung khong mong muon).
Nén lam-ereatine phosphokinase (CPK) trude khi diéu tri trong nhiing
truong hop: suy giam chtre nang than, nhuoc giap, tién sir ban than
hodc tién sir gia dinh mic bénh co di truyén, tién sir bi bénh co do sur
dung statin hoac fibrat trude do, tién sir bi bénh gan va’hodc udng
nhiéu ruou, bénh nhén cao tudi (> 70 tudi) co nhitng yéu t6 nguy co bi
tiéu co van. Néu két qua CPK > 5 lan giGi han trén muc binh thuong,
khong nén bét dau diéu tri bang statin. Bénh co, dugc xac dinh ahu 12
dau co hay yéu co c6 kém theo ting creatine phosphokinase (CPK) >
10 lan giGi han trén cia mac binh thuong (ULN), can dugc xem xét ¢
bt ky bénh nhan nao c6 dau co lan téa, nhay cam dau hay yéu co
va/hodc ting dang ké CPK. Can khuyén bénh nhén béo cao ngay néu
ho bi dau, nhay cam dau, yéu co khong giai thich dugc, dac biét la co
kém theo mét moi hay s6t. Nén ngimg diéu tri v6i atorvastatin néu xudt
hién CPK tang dang ké hodc khi co chén doan hay nghi ngo ¢6 bénh
co. Nguy co eta bénh co trong qua trinh didu tri voi cac thube thude
nhom nay (Statin) s€ tang 1én khi dung dong thoi véi cyclosporin, dan
chat acid fibric, erythromycin, niacin, cac thude khang nam nhom
azole, colchicine, telaprevir, boceprevir hodc phéi hop gilra
tipranavir/ritonavir. Nhiéu thudc trong s6 cac thude trén e ché chuyen
hoéa tai cytochrome P450 3A4 va/hodc qua trinh vén chuyen thuoc
CYP 3A4 l1a isozyme dau tién cia gan dugc biét c6 tham gia chuyen
hoa sinh hoc atorvastatin. Cac bac si khi xem xét vigc didu tri phdi hop
gilra atorvastatin va cac din chéat acid fibric, gemfibrozil,
erythromycin, cac thude (e ché mién dich, céc thudc khang nAm nhom
azole, hay sur dung thuéc ha lipid mau Niacin liéu cao (>1g/ngay),
colchicin cin can nhéc than trong . cac loi ich va rui ro ¢6 thé c6 va can
theo ddi chit ché cac bénh nhan vé cac ddu hiéu va triéu chirmg cua dau
co, nhay cam dau hay yeu co, dic biét la trong nhiing thang dau cta
dot diéu tri va trong bat ky giai doan diéu chinh lidu tang 1én nao cua
c4 hai thube. Do viy, can phai cén nhéc lidu khoi dau va lidu duy tri
thip hon khi chi dinh dong thoi atorvastatin voi céc thubc dé cap &
trén. Ngimg tam thoi atorvastatin ¢6 thé thlch hop trong khi dung acid
fusidic (xem phdn 9 Twong tac voi cac thudc khac va cac dang hite
eua twong tac). Trong céac tinh hudng nay, c6 thé can nhic viéc xéac
dinh dinh ky creatine phosphokinase (CPK), nhung khong c6 dam bao

dung atorvastatin (xem phan 4.8 Tdc dung khong mong muon). Nén
xét nghiém creatin phosphokinase (CPK) trudc khi dleu tri trong nhiing
truong hop suy giam chirc nang than, nhugc giap, tién str ban than hodic
tién str gia dinh mac bénh co di truyén, tién st bi bénh co do sur dung
statin hogc fibrat trude do, tién sir bi bénh gan va/hodc ubng nhiéu rugu,
bénh nhan cao tudi (> 70 tudi) c6 nhiing yéu té nguy co bj tiéu co van.
Néu két qua CPK > 5 lan giéi han trén mic binh thudng, khéng nén bt
dau diéu tri bang statin. Bénh co, dugc xac dinh la dau co hay ycu co ¢o
kém theo tang creatin phosphokinase (CPK) > 10 lan giGi han trén cia
mirc binh thuong (ULN), can dugc xem xét & bat ky bénh nhin nao c6
dau co lan toa, nhay cam dau hay yeu co vivhodc tang déng ké CPK.
Cén khuyen bénh nhan bao cdo ngay néu ho bi dau, nhay cam dau, yéu
co khong giai thich dugc, dic biét la c6 kém theo mét moi hay sot. Nén
ngung diéu tri voi atorvastatin néu xuat hién CPK tang dang ké hodc néu
c6 chan doan hay nghi ngo ¢6 bénh co. Nguy co xudt hién bénh co trong
qua trinh didu tri v6i cac thude thudc nhém nay sé tang lén khi dung
dong thoi voi cycIosporm dan chét acid fibric, erythromycin, niacin, cac
thubc khang nam nhém azol, colchicin, telaprewr boceprevir hodc ph01
hop gitra tipranavir/ritonavir. Nhiéu thudc trong sb cac thudc trén tc ché
chuyen hda tai cytochrom P450 3A4 vi‘hodc qua trinh van chuyén
thuéc. CYP 3A4 1a isozym ddu tién cla gan dugc biét c6 tham gia
chuyen hda sinh hoc atorvastatin. Cac bac si khi xem xét viée diéu tri
phdi hop giita atorvastatin va cac din chét acid fibric, gemfibrozil,
erythromycin, céac thudc trc ché mién dich, cac thuéc khang nAm nhom
azol, hay su dung thuéc ha lipid mau niacin lidu cao > lg/ngay)
colchicin ¢én can nhic than trong céc loi ich va rui ro c6 thé c6 va cin
theo ddi chat ch& cac bénh nhan vé cac dau hiéu va trigu chimg cua dau
co, nhay cam dau hay yéu co, dic biét 1a trong nhiing thang dau cia dot
diéu tri va trong bat ky giai doan didu chinh lidu téng 1én nao cua ca hai
thudc. Do vay, can phai can nhic lidu khoi ddu va liéu duy tri thip hon
khi chi dinh ddng thoi atorvastatin voi cac thudc dé cap & trén. Ngirng
tam thoi atorvastatin co thé thich hop trong khi ding acid fusidic (xem
phan 4.5 Twong tic véi cac thuoc khac va cac dang tuwong tic khac).
Trong céc tinh hudng nay, c6 thé can nhic viée xac dinh dinh ky creatin
phosphokinase (CPK), nhung khong c6 dam béo chic chén rang viée
theo d6i nhu vdy s& giup ngidn nglira dugc bénh co trdm trong.
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chac chén rang viéc theo ddi nhu vdy s€ gilip ngin nglra dugc bénh co
tram trong. Atorvastatin c6 thé gay tang creatine phosphokinase (xem
phan 12 Che tie dung khong mong mubn).

Ciing nhu cac thude khéac trong nhom nay ¢statin), da co bao cao (rét
hiém) céc truong horp tiéu hay co van kem theo suy than chp thir phat
sau myoglobin niéu..

Dot quy, xuét huyet
Phan tich post-hoc clia mdt nghién ctru ldm sang trén 4731 bénh nhéan

khéng c6 bénh mach vanh, da bi dot quy hay c6 con thiéu mau cuc bd
thoang qua trong 6 thang trude do va bét diu dung atorvastatin 80 mg
cho thiy ty 1¢ dot quy xudt huyét & nhom dung atorvastatin 80 mg cao
hon so vGi nhom dung gia duge (55 bénh nhan dung atorvastatm so voi
33 bénh nhan dung gia duoc). Bénh nhén bi dot quy xut huyét trong
danh sach duong nhu c6 nguy co ting dot quy xudt huyet tai phat (7
bénh nhan dung atorvastatin so véi 2 bénh nhan dung gia dugc). Tuy
nhién, nhitng bénh nhén didu tri bang atorvastatin 80 mg, bat ki loai dot
quy nao (265 so véi 311) va bénh mach vanh (123 so v&i 204) déu it
gap hon: (xem phan 14 Cac dic tinh dwgce lwe hoe — Dot quy tai
phat).

Chirc niing Noi tlet

Pi 6 bdo céo vé ting mirc do HbAlc va dudng huyét khi doi véi cac
thubc trc ché men khir HMG-CoA, ké ca atorvastatin. Tuy nhién, nguy
co tang duong huyét duge ha thap do giam nguy co mach mau voi
nhom statin.

Can can nhac khi dung thubc thugc nhom statin dbi-véi bénh nhan cé
nhitng yéu to nguy co dén dén ton thuong co. Thubc thudc nhém statin
c6 nguy co gay ra cac ﬁhaﬂ—u-ngee—h&r d01 v4i hé co nhu teo co, viém
co, ddc biét vdi cac bénh nhan co yeu t6 nguy co nhu bénh nhéan trén
65 tudi, bénh nhan bi-bénh thiéu ning tuyén giap khong duoc kiém
soat, benh nhan bi bénh than. Can theo ddi chit ch& cac phan-fingeé
hai trong qua trinh dung thudc.

Atorvastatin c6 thé gdy tang creatin phosphokinase (xem phan 4.8 Tic
dung khong mong muon).

Ciing nhu céc thude khéc trong nhom nay, da c6 bdo cdo (rét hiém) céac
truong hop tiéu huy co van kém theo suy than cdp th( phét sau

myoglobin nigu..

Dot quy, xuit huyét:

Phan tich post-hoc ctia mdt nghién ciru lam sang trén 4731 bénh nhan
khong c6 bénh mach vanh, da bi dot quy hay co con thiéu méau cyuc bd
thoang qua (TIA) trong 6 thang trudce d6 va bat dau dung atorvastatin 80
mg cho thdy ty I¢ dot quy xuat huyét & nhém dung atorvastatin 80 mg
cao hon so v&i nhom ding gia duge (55 bénh nhan ding atorvastatin so
v6i 33 bénh nhan dung gia dugc). Bénh nhén bi dot quy xuat huyét
trong danh sach duong nhu ¢6 nguy co tang dot quy xudt huyét tai phat
(7 bénh nhan dung atorvastatin so v6i 2 b¢nh nhén dung gia dugc). Tuy
nhién, nhitng bénh nhén diéu tri biang atorvastatin 80 mg, bét ki loai dot
quy nao (265 so voi 311) va bénh mach vanh (123 so voi 204) déu it gap
hon (xem phén 5.1 Cac dic tinh dwgc lwe hoe: Dot quy, tai phat).

Chikc niang noi tlét

Di c6 bao cdo vé ting mic d hemoglobin Alc (HbAlc) va duong
huyét khi doi voi cac thubc c ché men khir 3- hydroxy-3-
methylglutaryl-coenzyme A (HMG-CoA), ké ca atorvastatin. Tuy nhién,
nguy co tang duong huyét dugc ha thap do giam nguy co mach mau véi
nhom statin.

Cén can nhac khi dung thube thugc nhom statin trén bénh nhan cé
nhitng yéu té nguy co din dén ton thuong co. Thuoc thugc nhom statin
co nguy co gy ra céac tac dung khéng mong muon dm vGi hé co nhu teo
co, viém co, dédc biét vdi cac bénh nhan co yeu t6 nguy co nhu bénh
nhén trén 65 tudi, bénh nhan thiéu ning tuyén giap khong duoc kiém
soat, b¢nh nhan bi bénh than. Can theo doi chat ché cac tac dung khong
mong mudn trong qué trinh dung thude.
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Trudc khi diéu tri, xét nghiém creatin kinase (CK) nén duoc ti€én hanh
trong trvong hop kha ndng xay ra twong tac thudéc va mot sé déi twong
bénh nhan dic biét. Trong nhitng tredng hop nay nén can nhac loi
ich/nguy co va theo ddi bénh nhéan trén Iam sang bam* statin. Trong qua
trinh diéu tri bang statin, bénh nhan can thdng bao khi c6 cac biéu hién
vé co nhu dau co, clng co, yéu co... Khi c6 cac biéu hién nay, bénh
nhan can lam xét nghiém CK dé c6 céac bién phéap can thiép phu hop.

9.-—--—-- TUONG TAC VOl CAC THUOC KHAC VA CAC DANG
KHAC CUA TUONG TAC

Nguy Co bénh co trong khi diéu tri v&i cac thudc trong nhoém nay
(statin) sé tang lén khi dung dong thoi véi cyclosporin, gemfibrozil,
dan chat acid fibric, thuéc ha lipid mau Niacin hay cac thudc Gc ché
cytochrom P150 3A4 (vi du erythromycin va cac thuéc chéng ndm
nhom azole) (xem phan bén dugi va phan é Liéu dung va cach dung:
Dung phdi hop véi cac thudc khac va phan 8 Canh bao dae biét va
than trong dac biét khi s dung: Anh Huong trén Co’xuOng)

Céc thudc e ché cytochrom P450 3A4: Atorvastatin dwgc chuyén
hoa bdi cytochrom P45Q 3A4. Chi dinh dong thoi atorvastatin véi cac
thuéc (c ché cytoehr-om IMBO 3A4 c6 thé dan toi ting ndng do
atorvastatin trong huyét twong. Mc dd twong tac va khd nang anh
hwdng phu thudc vao su thay doi anh hudng Ién cytochrom Pd50 3A4.

Céc thudc (rc ché van chuyén: Atorvastatin va cac chat chuyén hoa
cla atorvastatin la co chat cta chat van chuyén OATPIBI. Céc thu6c
tc ché OATPIBI(vi du cyclosporine) c6 thé lam tang sinh kha dung
cla atorvastatin. Chi dinh dbng thoi atorvastatin IO mg va cyclosporine
5,2 mg/kg/ngay sé lam tang tac dung cla atorvastatin gdp 7,7 lan (xem
phan é Liéu dung va cach dung —Dung ph6i hop véi cac thudc
khéac)

Er\thromycin/Clarithromycin\ Dung dong thoi atorvastatin va
erythromycin (500mg, 4 lan mdi ngay) hodc clarithromycin (500mg, 2
lan moi ngay), cac chdt mé da dugc biét 1a tc ché cytochrome P450

Trudc khi diéu tri, xét nghiém creatin kinase (CK) nén duwgc tién hanh
trong tredng hop cé kha nang xay ra twong tac thude va trén mot s6 doi
trong bénh nhan dic biét. Trong nhitng truong hop nay, nén can nhic
loi ich/nguy co va theo d6i bénh nhéan trén lam sang khi st dung statin.
Trong qua trinh diéu tri bang statin, bénh nhan can thdng bao cho bac sy
khi c6 cac biéu hién vé co nhuv dau co, cling co, yéu co... Khi co cac
biéu hién nay, bénh nhan can lam xét nghiém CK dé cé cac bién phap
can thiép phu hop.

45.  TuOng tac voi cac thudc khac va cac dang tuOng tac khac

Nguy co xudt hién bénh co trong khi diéu tri voi cac thudc trong nhdm
nay (statin) sé tang Ién khi dung dong thoi véi cyclosporin, gemfibrozil,
dan chét acid fibric, thudc ha lipid méau niacin hay céac thudc tc ché CYP
3A4 (vi du erythromycin va cac thuéc chéng ndm nhém azol) (xem phan
bén dudi va phan 4.2 Liéu dung va cach dung: Dung phdi hop voi cac
thuéc khac va phan 4.4 Canh bao va than trong dac biét khi st
dung: Anh hudng trén QJxuong)

Céc thudc trc ché CYP 3A4: Atorvastatin duvoc chuyén héa bdi CYP
3A4. Chi dinh dong thoi atorvastatin voi cac thuéc (rc ché CYP 3A4 c6
thé dan t&i ting ndng do atorvastatin trong huyét tvong. Mdc do tuvong
tdc va kha nang anh hudng phu thudc vao sy thay déi anh hwdng lén
CYP 3AA4.

Céc thuoc trc ché van chuyén: Atorvastatin va cac chat chuyén hoéa clia
atorvastatin la co chat cla chat van chuyén polypeptid 1B1 van chuyén
anion hitru co (OATPIBI). Cac thu6c uc ché OATPIBI (vi du
cyclosporin) cé thé lam tang sinh kha dung cla atorvastatin. Chi dinh
dong thoi atorvastatin 10 mg va cyclosporin 5,2 mg/kg/ngay s& lam ting
tac dung cla atorvastatin gap 7,7 Ian (xem phan 4.2 Liéu dung va cach
dung: Dung phdi hop véi cac thude khac).

Er\thromycin/Clarithrom\cin\ Dung dong thoi atorvastatin  voéi
erythrgmycin (500 mg, 4 lan mbi ngay) hoic clarithromycin (500 mg, 2
lan moi ngay), cac chét dd dugc biét la )c ché CYP 3A4, co6 lién quan
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3A4, c6 lién quan téi viéc ndbng dd cua atorvastatin tdng cao trong
huyét tvong (xem phan 8 Canh bao dac biét va than trong dac biét
khi st dung: Anh Hwéng trén Co* xuong)

Chat (rc ché men protease: Nong dd atorvastatin trong huyét tuong
tang khi st dung dong thoi atorvastatin va cdc chat (c ché men
protease, nhitng chat duoc ghi nhan c6 tac dung Gc ché cytochrome
P45Q 3A4 (xem phan 45 Cac Bac tinh Duwgc dong hoc).

Diltiazem hydrochloride: Nong dd atorvastatin trong huyét tvong tang
khi chi dinh dong thoi atorvastatin (40 mg) va diltiazem (240 mg).

Cimetidine: 1nghién clru vé tvong tac clia atorvastatin véi cimetidine
da dugc tién hanh va khong quan sat thdy c6 su twong tac c6 y nghia
I&m sang nao.

Itraconazole: Dién tich dwéi dudng cong cla atorvastatin tang khi chi
dinh dong thoi atorvastatin (20mg-40mg) ve itraconazole (200 mg).

Nwéc budi: Trong nuéc budi c6 mot hodc nhiéu thanh phan Gc ché
CYP 3A4 va do vay co thé lam tdng néng do atorvastatin trong huyét
trong, dac biét khi uéng mot lwong 16n nwdc budi (>1,2 lit moi ngay).

Cac chat géy cadm (ng cytochrome P450 SA: Dung dong thoi
atorvastatin voi cac chat gdy cdm ung cytochrom-P450 3A4 (vi du
efavirenz, rifampin) c6 thé lam gidm nhe ndéng dd atorvastatin trong
huyét twong. Do co ché tac dong kép cla rifampin (vira gin vao
cytochrom-P450 3A4 va Gc ché t€ bao gan hdp thu chat van chuyén
OATP1B1), khuyén cao chi dinh dung dong thoi atorvastatin véi
rifampin do khi udng atorvastatin chdm hon sau khi uéng rifampin sé
dan t6i giam dang ké ndng do atorvastatin trong huyét tuong.

Céc thubc khang Acid: Dung dong thoi atorvastatin véi mdt hdn dich
khéng acid dudng ubng chira hydroxit nhdm va magié lam gidm néng
dd huyét twong cua atorvastatin xap xi 35%, tuy nhién khong lam thay
déi mirc do gidm LDL-C.

toi viéc ndng dob cua atorvastatin tang cao trong huyét twong (xem phan
4.4 Canh bao va than trong dic biét khi s dung: Anh hwéng trén
o' Xuolig)

Chét (rc ché protease: Nong do atorvastatin trong huyét tvong tang khi
str dung dong thoi atorvastatin véi cac chat (rc ché protease, nhitng chat
duoc ghi nhan cé tac dung Gtc ché CYP 3A4 (xem phan 5.2 Cac dac
tinh dwoc déng hoc).

Diltiazem hydroclorid: N6ng dd atorvastatin trong huyét twong tang khi
chi dinh dong thoi atorvastatin (40 mg) va diltiazem (240 mg).

Cimetidin: 1 nghién clru vé tvong tac cla atorvastatin véi cimetidin da
duoc tién hanh va khong quan sat thdy cé su twong tac c6 y nghia lam
sang nao.

Itraconazol: Dién tich dwéi dwdng cong clia atorvastatin tang khi chi
dinh dong thoi atorvastatin (20 mg - 40 mg) vo6i itraconazol (200 mg).

Nwéc bwdi: Trong nwdc budi c6 mot hodc nhiéu thanh phan Gc ché
CYP 3A4 va do vay cé thé lam tdng néng do atorvastatin trong huyét
twong, dac biét khi udéng mot luvgng Ién nuwéc budi (> 1,2 L/ngay).

Cac chat cam &rng CYP 3A4: Dung dong thoi atorvastatin véi cac chat
gay cam ng CYP 3A4 (vi du: efavirenz, rifampin) cé thé lam gidm nhe
nong do atorvastatin trong huyét twong. Do co ché tdc dong kép cla
rifampin (vira gan vao CYP 3A4 va (rc ché t€ bao gan hdp thu chét van
chuyén OATP1B1), khuyén céo chi dinh dung dong thoi atorvastatin voi
rifampin do khi udng atorvastatin cham hon sau khi udng rifampin sé
dan toi giam dang ké ndng do atorvastatin trong huyét tuvong.

Céc thudc khang acid: Dung dong thoi atorvastatin voi mot hon dich
khang acid dwong ubng chitra hydroxid nhdom va magié lam gidm ndng
do huyét twong cla atorvastatin xdp xi 35%, tuy nhién khong lam thay
doi mic do giam LDL-C.
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Antipyrine: Do atorvastatin khéng lam anh hwéng dén cac dac tinh
dwgc dong hoc cua Antipyrine, nén khong dy doan atorvastatin co
tvong tac voi cac thuéc khac dwgc chuyén héa bdi cling isozyme
cytochrome.

Colestipol? Nong dd huyét tuong cla atorvastatin bi ha thap (xdp xi
25%) khi dung dong thoi colestipol véi atorvastatin. Tuy nhién tac
dong trén lipid khi dung phdi hop atorvastatin véi colestipol lai manh
hon so v6i khi hai thuéc nay duoc dung riéng ré.

Azithromycin: Dung dong thoi atorvastatin (IOmg mdi ngay) va
azithromycin (500mg, 1 1an mdi ngay) khdng lam anh hudng dén nong
do clia azithromycin trong huyét twong.

Cac thudc tranh thai dwong udng'. Dung doéng thoi véi + thube tranh
thai dwong udng cé chira norethindrone va ethinyl estradiol lam tang
gia tri cua dién tich dwéi duong cong (AUC) cla norethindrone va
ethinyl estradiol 1én xdp xi 30% va 20%. can xem xét dén sy tang nay
khi lya chon mot thu6c tranh thai dwong udng cho nhitng phu nir ma
dang duoc diéu tri bang atorvastatin.

Warfarin: 1 nghién ctu vé tvong tac eua atorvastatin va warfarin da
duoc tién hanh va khong quan sat thdy sy twong tac c6 y nghia lam
sang nao.

Colchicine: Mac du chwa thyc hién cac nghién clru vé tvong tac thude
gilra atorvastatin va colchicine, cac trudng hop bénh co da duwgc bao
céo khi atorvastatin dwoc st dung chung véi colchicine, vi vay can eén
than khi chi dinh atorvastatin chung véi colchicine.

Amlodipine: Trong nghién ctu tvong tac gitra cac thudc trén nhitng doi
twvong khde manh, dung dong thoi atorvastatin 80 mg va amlodipine 10
mg lam tang nong do atorvastatin 18%, diéu nay khong cé y nghia vé

Antipyrin: Do atorvastatin khong lam anh huéng dén dwoc dong hoc cla
antipyrin, nén khong dy doan atorvastatin cé twong tac véi cac thudc
khac dvoc chuyén héa bdi cing isozym cytochrom.

Colestipol: Nong dod huyét tvong cla atorvastatin thap hon (xap xi 25%)
khi dung dong thoi voi colestipol. Tuy nhién tac dong trén lipid khi
dung phéi hgp atorvastatin voi colestipol lai manh hon so véi khi hai
thudc nay dugc dung riéng ré.

Azithromycin: Dung dong thoi atorvastatin (10 mg mobi ngay) Vi
azithromycin (500 mg, 1 Ian moéi ngay) khong lam anh huéng dén nong
do cla azithromycin trong huyét tvong.

Céac thubc tranh thai duong udng: Dung dong thoi atorvastatin véi
thubc tranh thai dwong udng cé chira norethindron va ethinyl estradiol
lam tang gia tri cua dién tich du¢i duong cong ndong do theo thoi gian
(AUC) cua norethindron va ethinyl estradiol 1én x&p xi 30% va 20%.
Can xem xét dén sy tdng nay khi Iya chon mot thudc tranh thai duong
uéng cho nhitng phu nit dang dwoc diéu tri bang atorvastatin.

Warfarin: 1 nghién ctu vé twvong tac gilta atorvastatin va warfarin da
duoc tién hanh va khong quan sat thay su twong tac cé y nghia lam sang
nao.

Colchicin: Méc du chua thuc hién cac nghién ctiu vé tvong tac thuéc
gilra atorvastatin va colchicin, cac truédng hgp bénh co da dwgc bdo céo
khi atorvastatin dwoc st dung doéng thoi véi colchicin, vi vay can than
trong khi chi dinh atorvastatin chung véi colchicin.

Amlodipin: Trong nghién clu tvong tac gitra cac thudc trén nhitng doi
tvong khde manh, dung déng thoi atorvastatin 80 mg va amlodipin 10
mg lam tdng ndng do atorvastatin 18%, diéu ndy khong cé y nghia vé

11



lam sang.

Acid Fusidic: Mac du cac nghién clru vé twong tac gitra atorvastatin va
acid fusidic chva dugc tién hanh nhung da c6 nhitng bao cao ddi vai
cac van dé vé co nghiém trong nhuv ly gidi co van khi dung két hop
atorvastatin va acid fusidic sau khi thu6c lvu hanh trén thi trwdng, can
theo dBi bénh nhan chat ché va tam ngirng diéu tri bang atorvastatin-eé
thé thich hop.

Céc diéu tri dong thoi khéac:

Viéc dung cung véi cac thudc (c ché enzyme CYP3A4 c6 the lam tang
ndng do cla atorvastatin trong huyét tvong dan dén ting nguy co bénh
co va tiéu co. Khi dung phdi hop voi Amiodarone, khong nén dung qua
20 mg/ngay vi lam tang nguy co gay ra chi*rng tiéu co van. B0i voi
nhitng bénh nhan phai dung liéu trén 20 mg/ngay méi cé hiéu qua diéu
tri, bac sTcd thé lya chon thudc statin khac (nhw Pravastatin).

Viéc str dung dong thoi cac thudc ha lipid mau nhom statin véi cac
thudc diéu tri HIV va viém gan siéu vi C (HCV) c6 thé lam tang nguy
co gay tén thuong co, nghiém trong nhét 1a tiéu co van, than hu dan
dén suy than va co thé gay t&r vong.

ms c6 THATva cho con b

Chong chi dinh atorvastatin trong thoi ky mang thai. Cac phu nir ma cé
kha ndng c6 thai nén s dung cac bién phap nglra thai day du. Chi st
dung atorvastatin cho cac phu nir & do tudi mang thai néu céc bénh
nhan nay chic chan khong c6 thai va sau khi dd duoc thong béo vé céc
rdi ro cé thé eé doi vai phoi thai.

Chdéng chi dinh atorvastatin trong thoi gian cho con ba. Con chua biét
liéu thuc nay cé dwgc bai ti€t qua stra nguoi hay khong. Do c6 kha
nang vé cac tac dung bat lgi cho cac dira tré dang trong thoi ky ba sira
me, nén cac phu nir ma dang st dung atorvastatin khéng nén cho con
ba.

Iam sang.

Acid fusidic: Mdc du cac nghién clru vé twong tac gitra atorvastatin va
acid fusidic chua dwoc tién hanh nhwng da c6 bao céo vé cac van dé vé
co nghiém trong nhw ly gidi co van khi dung két hop atorvastatin va acid
fusidic sau khi thuéc luu hanh trén thi treong, can theo déi bénh nhan
chat ché va cd thé can nhac tam ngirng diéu tri bang atorvastatin.

Céc liéu phap diéu tri két hop khac:

Viéc dling cung voi cac thudc trc ché enzym CYP 3A4 c6 thé lam ting
nong do cla atorvastatin trong huyét twong dan dén tang nguy co bénh
co va tiéu co. Khi dung phoi hop véi amiodaron, khéng nén dung qué 20
mg/ngay vi lam tdng nguy co gay ra chirng tiéu co van. B6i véi nhirng
bénh nhan phai dung liéu trén 20 mg/ngay méi c6 hiéu qua diéu tri, bac
sTco thé lwa chon thudc statin khac (nhu Pravastatin).

Viéc st dung dong thoi cac thudc ha lipid mau nhém statin véi céc
thudc diéu tri HIV va viém gan siéu vi C (HCV) c6 thé lam ting nguy
co gay ton thuwong co, nghiém trong nhat la tiéu co van, hdi ching than
hw dan dén suy than va co thé gay t& vong.

4.6. Anh huwong trén kha nang sinh san, phu ni¥ c6 thai va cho con
bu

Chéng chi dinh atorvastatin trong thei ky mang thai. Phu nit c6 kha
nang c6 thai nén st dung cac bién phap ngira thai day du. Chi st dung
atorvastatin cho cac phu nir & do tudi sinh san néu cac bénh nhan nay
chac chan khong c6 thai va sau khi dd duoc thong bao vé cac rdi ro co
thé xay ra doi véi phoi thai.

Chéng chi dinh atorvastatin trong thdi gian cho con bi. Con chua biét
liéu thudc nay c6 dwoc bai tiét qua sita me hay khoéng. Do c6 kha nang
xudt hién cac tac dung khdng mong mudn cho tré dang trong thoi ky ba
me, nén cac ba me dang s dung atorvastatin khéng nén cho con bd.
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14,— ANH HUONG TREN KHA NANG LAI XE VA VAN HANH
MAY

Chuwa duwoc biét.

n ,— GAG-TAC DUNG KHONG MONG MUON

Atorvastatin nhin chung dugc dung nap t6t, cac tac dung phv thuong la
nhe va thoang qua.

Tac dung bét loi hay gap nhat (>1%) c6 lién quan dén diéu tri voi
atorvastatin & cac bénh nhan tham gia cac nghién cttu lam sang cé kiém
chirng gia duoc bao gom:

Nhiém trang va nhiém ky sinh: viém mii-hong

Xét nghiém: chic nang gan bat thuong, tang creatine phosphokinase
huyét

Cac tac dung khdng mong mudn thém dué¢i day dwgc bao cédo trong
nghién ctru lam sang cé ki€ém soat gia dwoc cla atorvastatin bao gom:

R6i loan toan than: kho &, sot
Xét nghiém: bach cau trong nuwéc tiéu duong tinh

Khoéng phai tat ca cac tac dung phu dugc liét ké & trén déu c6 moi quan
hé nhan qua voi diéu tri bang atorvastatin.

O tré em
Nhitng bénh nhan duoc diéu tri bang atorvastatin nhin chung c6 céc tac

4.7. Anh huoéng trén kha nang lai xe va van hanh may moéc

Chua duwoc biét.
4.8. Téac dung khong mong mudn

Atorvastatin nhin chung dugc dung nap t6t, cac tac dung khdng mong
muon thueong nhe va thoang qua.

Téac dung khéng mong mudn hay gap nhéat (>1%) c6 lién quan dén diéu
tri v6i atorvastatin & cac bénh nhan tham gia cac nghién ctru Iam sang cé
kiém chirng gia dwgc bao gom:

Nhiém trang va nhiém ky sinh trang: viém mii-hong

Xét nghiém: chic nang gan bat thuwong, tdng creatin phosphokinase
huyét

Cac tac dung khdng mong muén thém du¢i day dugc bao cao trong
nghién ctru l1am sang c6 doi chirng gia dwoc cla atorvastatin bao gom:

R&i loan toan than va tai chd: kho &, st
Xét nghiém: bach cau trong nwéc tiéu dwong tinh

Khoéng phai tat ca cac tdc dung khong mong mudn duogc liét ké & trén
deu c6 mdi quan hé nhan qua vai diéu tri bang atorvastatin.

O tré em
Nhitng bénh nhan dwoc diéu tri bang atorvastatin nhin chung c6 céc tac
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dung ngoai v twong tw nhom diéu tri bang gia dwoc, khi khong xét dén
nguyén nhan thi tdc dung ngoai v thwdng gap nhat dwoc ghi nhan ¢ ca
2 nhom 1a nhiém tring.

Sau khi thudéc dwoc dua ra thi trwong, cac tdc dung khéng mong
mudn bd sung sau day da dwoc bao cdo:

RO6i loan da day - rudt: Viém tuy?

R6i loan da va md dwoéi da: hoi chirng Stevens-Johnson, hoai tir biéu
bi da do nhiém ddc, ban do da dang, ban c6 bong nudc;

ROi loan hé @ xwong va mo lién két: ly gidi co van, bénh co hoai t
do mién dich, dau lungT

RGi loan toan than va kha nang kiém soat: dau nguc, phu ngoai bién,
mét moi.

u — QUA LIEU

Khong c6 diéu tri dac hiéu cho qué liéu ela atorvastatin. Neu qua liéu
xudt-h-ién, ca&c bénh nhan can dwgc diéu tri triéu chrng va tién hanh céac
bién phap hd tro néu can. Do cd dd gin két eae vGi protein huyét
twong, nén khoéng du doan la tham phan loc méau cé thé lam tang dang
ké do thanh thai cla atorvastatin.

~Ti. CAC DAC TINH DUOC fette HOC

Atorvastatin eaie-ktm la thudc ha lipid mau tong hop, nd la 1 chéat (c
ché men kh*r 3 hydroxy 3 methyiglutaryl Coenzyme A (HMG-CoA).
Men nay xUc tac cho sy bién ddi cia HMG-CoA thanh mevalonate,
moét buwdc sém va quyét dinh v& mic dd trong qua trinh tong hop
Cholesterol.

Cong thic thwc nghiém cla  atorvastatin  calcium la

(C3BH34FN205)2Ca*3H20 va trong lugng phan tir la 1209,42. Céng
thtrc cdu tao:

~5.

dung khéng mong muén tuong tw nhom digu tri bang gia dugc, khi
khong xét dén nguyén nhan thi tadc dung khéng mong mudn thuwdng gap
nhat dwoc ghi nhan & ca 2 nhom 1a nhiém trang.

Sau khi thuéc dwgc duwa ra thi truong, cac tdc dung khong mong
muon bd sung sau da\ da dwoc bao cao:

RGi loan hé tiéu héa: viém tuy;

R6i loan da va md duwéi da: héi chitng Stevens-Johnson, hoai ti biéu bi
da do nhiém ddc, phi mach, ban dé da dang, ban c6 bong nuéc;

R&i loan hé @ xuOngva mo lién két: ly gidi co van, bénh co hoai t
do mién dich, viém co, dau lung;

RGi loan toan than va tai chd: dau nguc, phi ngoai bién, mét moi.

4.9. Qua liéu

Khéng c6 diéu tri dac hiéu cho trwong hop qua liéu atorvastatin. Neu
xudt hién qua liéu, cdc bénh nhan can duoc diéu tri triéu chi*rng va tién
hanh cac bién phap hod tro néu can. Do atorvastatin gan két manh voi
protein huyét tvong, nén thadm phan loc mau khé cé kha nang lam ting
dang ké do thanh thai cua atorvastatin.

CAC PAC TINH DUQC LY HOC
5.1 Dac tinh dwoc luc hoc

Atorvastatin calci la thuéc ha lipid mau téng hop, né la 1 chat (rc ché
men khit HMG-CoA. Men nay xUc tac cho sy bién doi clia HMG-CoA
thanh mevalonat, moét buwdc sém va quyét dinh vé mic dd trong qua
trinh tong hgp Cholesterol.

Cong thirc thuc nghiém clia atorvastatin calci la
(C33H3AFN205)2Ca*3H20 va trong lugng phan tir la 1209,42. Cdng thic
cau tao:
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Atorvastatin calcium 12 bot tinh thé-eé mau tir tring dén trang ngd, thuc
té khong tan trong cc dung dich nuéc ¢6 do pH <4. Tan rat it trong
nudc cét, dung dich dém phosphate c6 d¢ pH 7.4 va acetonitrile, tan
nhe trong con ethanol va tan dé dang trong con methanol.

Co ché tac dung: Atorvastatin 1a mot chat rc che tranh ehép va chon
loc men khir HMG-CoA, mot men quyet dinh vé mirc do trong qua
trinh tong hop cholesterol ma chuyén d01 Hydfexy—ﬁiqnethylgku%&lﬂ—
coenzyme A thanh mevalonate, mot tién chit cia cac sterol, bao gom
ca cholesterol. O cic bénh nhén ¢é ting cholesterol mau co tinh gia
dinh ¢HHy dong hop tir va di hop tu, cac thé tang cholesterol mau
khéng co tinh gia dinh, va rbi loan lipid mau hon hgp, atorvastatin 1am
giam ehelestere} toan phan, LDL-C gehelesfcewi—%pepre%emﬂ—weﬂg
thap), va apo B (apelipoproteinB). Atorvastatm cling lam giam VDL
€ (cholesterol lipoprotein ty trong rat thip) va FG-(trighyeeride) va lam
tang nhe HDL-C (cholestereHipoprotein-ty-trong-ecao)

Atorvastatin ha-thap cholesterol va lipoprotein bang cach (rc ché men
khir HMG-CoA va qua trinh tong hgp cholesterol & gan va bang cach
lam ting sb luong cic thu thé LDL tai gan trén té bao bé mat dé lam
ting qua trinh thu hdi va chuyén héa LDL.

Atorvastatin lam giam qua trinh san xudt LDL va s lugng cac tiéu
phan LDL. Atorvastatin lam tdng manh va duy tri hoat tinh céc thu thé
DL kém theo cac thay ddi co lgi vé chét lugng cua cac tiéu phan LDL
luu thong. Atorvastatin ¢ hiéu qua trong viéc giam LDL & cac bénh
nhan cé ting cholesterol mau co tinh gia dinh dong hop tr, mét nhom
d6i tuong ma thudong khong dap (mg voi cac thude diéu tri ha lipid.

3H20

2

Atorvastatin calci 13 bot két tinh mau tir tring dén tring nga, thuc té
khdng tan trong cac dung dich nude ¢6 do pH < 4. Tan rit it trong nudc
cét, dung dich dém phosphate c6 do pH 7,4 va acetonitrile, tan nhe trong
con ethanol va tan dé dang trong con methanol.

Co ché tac dung: Atorvastatin 1a mt chat wrc che canh tranh va chon
loc men khir HMG—CoA, mdt men quyét dinh v& mirc d¢ trong qua trinh
tong hop cholesterol chuyen déi HMG-CoA thanh mevalonat, mot tién
chét ctia cac sterol, bao gom ca cholesterol. O céc bénh nhin cé ting
cholesterol mau c6 tinh gia dinh dong hop tur va di hop tir, cac thé ting
cholesterol mau khong co tinh gia dinh, va rdi loan lipid mau hon hop,
atorvastatin lam giam C-toan phan, LDL-C, va apo B. Atorvastatin cling
lam gidm cholesterol lipoprotein ty trong rat thdp (VLDL-C) va
triglycerid va lam tang nhe HDL-C.

Atorvastatin lam gidm cholesterol va llpoprotem huyet twong bang cach
trc ché men khir HMG-CoA reductase va qua trinh tong hop cholesterol
¢ gan va bang cach lam ting s6 lugng céc thy thé LDL tai gan trén té
bao bé mat dé lam ting qua trinh thu h01 va chuyen hoa LDL,
Atorvastatin lam giam qua trinh san xudt LDL va sb lugng cac tiéu phan
LDL. Atorvastatin lam tdng manh va duy tri hoat tinh céc thu thé LDL
kém theo cac thay dbi co loi vé chat lucmg clia cac tiéu phan LDL luu
thong. Atorvastatin c6 higu qua trong viéc giam LDL & cac bénh nhan
c6 tang cholesterol mau co tinh gia dinh ddng hop tir, nhém ddi tuong
thuong khong dap ting véi cac thude diéu tri ha lipid.
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Atorvastatin va mot sd chat chuyén hoéa cua né cé hoat tinh duge 1y &
ngudi. Vi tri tac dung cht yéu cia atorvastatin 1a & gan, day 1a noi chu
yeu tong hop cholesterol va dao thai LDL-C. Higu quéa giam LDL-C
tén quan vdi lidu thudc str dung ehat-ché hon la véi nong do thude
trong tudn hoan. Can dua trén dap ung diéu tri dé cu thé héa licu ding
thude cho timg bénh nhén: (xem phin 6 Liéu ding va cach dang).

O cac bénh nhan bj ting triglyceride mau don doc, atorvastatin lam
giam cholesterol toan phin, LDL-C, VLDL-C, ApoB, TG va
cholesterol khong phai HDL-C va lam tang HDL-C. O céc bénh nhan
¢6 rdi loan betalipoprotein mdu, atorvastatin lam gidm DL€
(cholesterol lipoprotein ty trong trung binh).

O cac bénh nhan c¢é ting lipoprotein mau nhém Ila va Ilb theo phéan
loai ctia Fredrickson, dugc thu thdp tir 24 nghién ciru ¢6 kiém-sedt, ty
I&¢ tang HDL-C trung binh tinh theo phan trim so véi muc ban dau dbi
vGi atorvastatin (10mg-80mg) 1a 5,1-8,7% theo cach thirc khong phu
thudc theo liéu. Ngoai ra, khi phén tich cac dir liéu thu dugc nay da cho
thidy c6 su giam ty 1¢ theo litu mot cach dang ké vé cac ty sb
cholesterol toan phan/ HDL-C va LDL-C/HDL-C lan luot ndm trong
céc khoang tir —29% dén — 44% va tr -37% dén -55% mot cach tuong
ing.

. Mitc LDL-C, cholesterol toan phan, HDL-C va triglyceride cudi
ciing lan luot tuong tmg 1a 72, 147, 48, 139 mg/dL & nhém sir dung
atorvastatin va lan lugt 1a 135, 217, 46 va 187 mg/dL ¢ nhom dung gia
duoc.

Phong ngira bién ching tim mach

Anh huéng cla atorvastatin 1én bénh mach vanh tr vong va khong tur
vong duoc danh gia trén 10305 bénh nhén cao huyet ap trong do tudi tir
40-80 (trung binh 63 tudi), trudc ddy khong co nhdi mau co tim va cd

Atorvastatin va mot s6 chat chuyén héa cia n6 cé hoat tinh duge ly &
ngudi. Vi tri tac dung chu yéu cua atorvastatin 1a & gan, ddy l1a noi chu
yéu tdng hop cholesterol va dao thai LDL-C. Hiéu qua giam LDL-C
twong quan chit ché véi lidu thude str dung hon la v6i nong do thude
trong tudn hoan. Can dya trén dép ang didu tri dé cu thé hoa lidu dung
cho tirng bénh nhan (xem phan 4.2 Liéu dung va cich dung).

O céc bénh nhan bi tang triglycerid mau don dgc, atorvastatin lam giam
cholesterol toan phan, LDL-C, VLDL-C, Apo B, TG va cholesterol
khong phai HDL-C va lam tang HDL-C. O cac benh nhan ¢6 rdi loan
betalipoprotein mau, atorvastatin 1am giam cholesterol lipoprotein ty
trong trung binh (IDL-C).

O cac bénh nhan c6 ting lipoprotein mau nhém Ila va Ilb theo phan loai
cua Fredrickson, dugc thu thap tir 24 nghién ciru c6 doi chimg, ty 1¢
ting HDL-C trung binh tinh theo phan trdm so v6i mirc ban ddu déi voi
atorvastatin (10 mg-80 mg) la 5, 1% dén 8,7% theo cach thirc khong phu
thudc theo lidu. Ngoai ra, khi phan tich cac dir liéu thu dugc nay da cho
thy c6 su giam ty 1& theo liéu mot cach dang ké ve céc ty sb cholesterol
toan phan/ HDL-C va LDL-C/HDL-C lan luot ndm trong cac khoang tur
—29% dén — 44% va tir —37% dén -55% mot cach tuong Gmg.

... Mitc LDL-C, cholesterol toan phan, HDL-C va triglycerid cudi cling
l4n luot tuong Gmg la 72 mg/dL, 147 mg/dL, 48 mg/dL, 139 mg/dL ¢
nhém st dung atorvastatin va lan luot la 135 mg/dL, 217 mg/dL, 46
mg/dL va 187 mg/dL ¢ nhom dung gia dugc.

Phong ngira bién chirng tim mach

Anh huéng cia atorvastatin 1én bénh mach vanh tir vong va khong tu
vong dugc danh gia trén 10305 bénh nhan cao huyét 4 ap trong do tudi tir
40 dén 80 (trung binh 63 tudi), trude day khong co nhdi mau co tim va
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nong dé cholesterol toan phan (TC) < 6,5 mmol/i (251 mg/dl) trong
nghién cttu ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes
Trial Lipid Lowering Arm). Ngoai ra cac bénh nhan cé it nhat T trong
sO cac yéu td nguy co Ve tim mach duwdi day: nam gidi trén 55 tudi, hat
thudc, bi bénh dai thao duong, tién s bénh mach vanh c6 méi quan hé
bac 1 vé6i bénh nhan, Cholesteroi toan phan: lipoprotein ty trong cao
(HDL) >6, bénh mach ngoai bién, phi dai that trai, c6 bénh mach néo
tlr trudc, dién tam do dac trung bat thwdng, protein niéu/albumin niéu.

Atorvastatin lam gidm muc dd cta nhirng hién twong sau:

Cac bién co Giam S0 bién c6 Gia tri
nguy co (atorvastatin D
(%) so Voi gia
duwoc)

Bién ¢ mach vanh (bénh 36% 100 so v&i 154 0,0005
mach vanh t& vong cOng

thém nho6i mau co tim khdng

tlr vong)

Trong nghién clu vai trd cla Atorvastatin trén dai thdo duong
(Collaborative Atorvastatin Diabetes Study-CARDS), vai tr0 cua
atorvastatin d6i véi bénh tim mach t vong va khoéng t&r vong dugc
danh gia trén 2838 bénh nhan tudi tir 40-75 bi dai thao dwong typ 2,
khong c6 tién s bénh tim mach va mic LDL <4,14 mmol/i (160
mg/dl) va TG < 6,78mmol/i (600 mg/di). Thém vao dd, tat ca nhitng
bénh nhan da c6 it nhat 4 trong nhitng yéu t6 nguy co sau: cao huyét
ap, dang hat thuée, bénh vong mac, albumin niéu thap hodc albumin
niéu cao.

¢6 néng dd C- toan phan (TC) < 6,5 mmol/1 (251 mg/dl) trong nghién
ctu ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes Trial Lipid
Lowering Arm). Ngoai ra, cac bénh nhan c6 it nhat ba trong s6 cac yéu
td nguy co vé tim mach (CV) dudi day: nam gidi trén 55 tudi, hut thudc,
bi bénh dai thdo dwdng, tién st bénh mach vanh c6 méi quan hé bac 1
véi bénh nhan, cholesterol toan phan: lipoprotein ty trong cao (HDL) >
6, bénh mach ngoai bién, phi dai that trai, c6 bénh mach nédo t&r trutc,
dién tam do (ECG) dac trwng bat thuong, protein niéu/albumin niéu.

Atorvastatin lam gidm muc dd cua nhirng hién tugng sau:

Cac bién co Gidm S6 bién c6 Gia tri
nguy co (atorvastatin p
(%) S0 VOi gia
duoc)

Bién c6 mach vanh (bénh 36% 100 so v6i 154 0,0005
mach vanh t& vong va nhdi

mau co tim khéng tlr vong)

Trong nghién clu vai trO0 cla Atorvastatin trén dai thao duwong
(Collaborative Atorvastatin Diabetes Study-CARDS), vai tro cua
atorvastatin d6i véi bénh tim mach t& vong va khong t&r vong dwgc danh
gia trén 2838 bénh nhan tudi tir 40-75 bi dai thao dwong typ 2, khong co
tién st bénh tim mach va mtc LDL <4,14 mmol/L (160 mg/dl) va TG
< 6,78mmol/L (600 mg/dL). Thém vao do, tat cd nhitng bénh nhan da cé
it nhat mot trong nhitng yéu t6 nguy co sau: cao huyét ap, dang hat
thudc, bénh vdng mac, albumin niéu thap hodc albumin niéu cao.
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Tée dung giam nguy co tuong dbi va tuyét doi cua atorvastatin duoc
trinh bay nhu dudi day:

Vira xo dong mach

O nhém dung atorvastatin, LDL-C giam xudng mirc trung binh 2,04
mmol/L + 0,8 (78,9 mg/dL + 30) tir mirc co ban 3,89 mmol/L * 0,7
(150 mg/dL + 28), & nhém dung pravastatin LDL-C giam xudng mitc
trung binh 2,85 mmol/L £ 0,7 (110 mg/dL + 26) tir mic co ban 3,89
mmol/L £ 0,7 (150 mg/dL £ 26) (p<0,0001). Atorvastatin cling lam
giam dang ké chelesterol—toan phdn 34,1% (pravastatin: -18,4%,
p<0,0001), giam nong d6 TG trung binh 20% (pravastatin: -6,8%,
p<0,0009) va gidm apelipepretein B trung binh 39,1% (pravastatin: -
22,0%, p<0,0001). Atorvastatin ting HDL-C trung binh 2,9%
(pravastatin: +5,6%, p=NS). CRP giam trung binh 36,4% & nhém dung
atorvastatin so voi giam 5,2% & nhém diing pravastatin (p<0,0001).

Pot quy tai phat

Trong nghién ciru phong dot quy bang cach ha tich cuc cholesterol
(SPARCL), danh gia hiéu qua cua atorvastatin 80 mg mdi ngay hogc
gia dugc trén 4731 bénh nhén bi dot quy hodc thiéu mau cuc bd thoang
qua trong 6 thang truéc va khong co tién stir bénh mach vanh. Nhiing
bénh nhan nay 60% 1a nam gidi, tir 21-92 tudi (trung binh 63 tudi), co
mirc LDL trung binh 1a 133 mg/dL (3,4 mmol/L). Nong d6 trung binh
ciia LDL-C 13 73 mg/dL (1,9 mmol/L) trong qué trinh diéu trj bing
atorvastatin va 129 mg/dL (3,3 mmol/L) trong qué trinh didu tri bang
gia dugc. Thoi gian theo dai trung binh la 4,9 nam.

Céc tac dung giam nguy co tuong dbi va tuyét dbi cua atorvastatin dugc
trinh bay nhu dudi day:

Vira xo dong mach

O nhém ding atorvastatin, LDL-C giam xudng muc trung binh 2,04
mmol/L % 0,8 (78,9 mg/dL + 30) tir mirc co ban 3,89 mmol/L + 0,7 (150
mg/dL + 28), & nhom dung pravastatin LDL-C giam xubng mirc trung
binh 2,85 mmol/L £ 0,7 (110 mg/dL + 26) tir mirc co ban 3,89 mmol/L
+ 0,7 (150 mg/dL + 26) (p<0,0001). Atorvastatin cling lam giam dang
ké C- toan phan 34,1% (pravastatin: -18,4%, p < 0,0001), giam nong do
TG trung binh 20% (pravastatin: -6,8%, p<0,0009) va giam apo B trung
binh 39,1% (pravastatin: -22,0%, p<0,0001). Atorvastatin tang HDL-C
trung binh 2,9% (pravastatin: +5,6%, p = NS). Protein phan tng C
(CRP) giam trung binh 36,4% & nhom dung atorvastatin so v4i giam
5,2% & nhém dung pravastatin (p < 0,0001).

Dot quy, tai phat

Trong nghién ctru phong dot quy bing cach ha tich cuc cholesterol
(SPARCL), danh gia hiéu qua ctia atorvastatin 80 mg moi ngdy hodc gia
duge trén 4731 bénh nhén bi dot quy, hodc thiéu mau cuc bd thoang qua
trong 6 thang trudc va khong co tién sir bénh mach vanh. Nhitng bénh
nhan nay 60% la nam gidi, tir 21 dén 92 tudi (trung binh 63 tudi), co
mirc LDL trung binh 1a 133 mg/dL (3,4 mmol/L). Nong do trung binh
ciia LDL-C 1a 73 mg/dL (1,9 mmol/L) trong qud trinh didu tri bang
atorvastatin va 129 mg/dL (3,3 mmol/L) trong qua trinh diéu tr bang gia
dugc. Thoi gian theo ddi trung binh 12 4,9 nam.
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Phong ngira thir phat cac bién ¢b tim mach

Trong nghién clru diéu tri cac muc tiéu méi (Treating to New Targets
Study — TNT), hi¢u qua cua lidu atorvastatm 80 mg/ngay so voi
atorvastatin 10 mg/ngay trén cac bién cb tim mach duoc danh gia trén
10001 déi tuong (94% da tring, 81% nam giéi, 38% bénh nhén >65
tudi) c6 biéu hién 1am sang bénh mach vanh va trudc day da dat dugc
muc LDL-C <130 mg/dL sau khi dung atorvastatin 10mg/ngay trong 8
tuan. CAc bénh nhan nay duoc chi dinh ngdu nhién liéu atorvastatin 10
mg/ngay hodc lidu atorvastatin 80 mg/ngay va theo thoi gian diéu tri
trung binh 4,9 nam. Nbng dé trung binh LDL-C, TC, TG, cholesterol
HDL va cholesterol khong HDL vao tudn 12 lan luot la 73, 145, 128,
98 va 47 mg/dL trong thoi gian diéu tri bang atorvastatin licu 80 mg va
lan luot 1a 99, 177, 152, 129 va 48 mg/dL trong thoi gian diéu tri bang
atorvastatin liéu 10 mg.

Atorvastatin 80 mg lam giam dang ké cac nguy co sau:

Phong ngira thir phat cic bién ¢b tim mach

Trong nghién ctru diéu tri cic muc tiéu méi (Treating to New Targets
Study — TNT), hiéu qua cua lidu atorvastatin 80 mg/ngdy so vd&i
atorvastatin 10 mg/ngay trén cac bién ¢b tim mach dugc danh gid trén
10001 dbi twong (94% da tring, 81% nam gi6i, 38% bénh nhan >65
tudi) c6 biéu hién 1am sang bénh mach vanh va trude day da dat duge
muc LDL-C <130 mg/dLL sau khi dung atorvastatin 10mg/ngay trong 8
tudn. Cac bénh nhan nay dugc chi dinh ngu nhién lidu atorvastatin 10
mg/ngdy hodc liéu atorvastatin 80 mg/ngdy va theo thoi gian didu tri
trung binh 4,9 nam. Nong d¢ trung binh LDL-C, C- toan phan, TG,
cholesterol HDL va cholesterol khéng HDL vao tuan 12 lan luot la 73
mg/dL, 145 mg/dL, 128 mg/dL, 98 mg/dL va 47 mg/dL trong thoi gian
didu tri bang atorvastatin lidu 80 mg va lan lugt 1a 99 mg/dL 177
mg/dL, 152 mg/dL, 129 mg/dL va 48 mg/dL. trong thoi gian didu tri
bang atorvastatin liéu 10 mg.

Atorvastatin 80 mg lam giam dang ké cdc nguy co sau:

Tiéu chi chinh cé y Atorvastatin | Atorvastatin Tiéu chi chinh co y Atorvastatin | Atorvastatin
nghia nghia
10 mg 80 mg HR* 10 mg 80 mg HR*
(95%CI) (95%CI)
(N=5006) (N=4995) (N=5006) (N=4995)
Tiéu chi chinh* n %) |n %) Tiéu chi chinh* N % N %
Bién c6 tim mach 548 | €109 | 434 |8, |0,78 Bién c6 tim mach 548 10,9 |434 |87 0,78
chinh dau tién } (0,69; 0.89) ||| chinh dau tién (0,69-0,89)
Tong hop cac tiéu chi Téng hop cac tiéu chi
chinh chinh
Nhoi mau co tim khong | 308 6,2y | 243 | 4,93 |0,78 Nhoi mau co tim khong | 308 6,2 |243 |49 0,78
tr vong. (0,66: 0,93) tr vong. (0,66-0,93)
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Dot quy (tir vong va 155 3,13 | 117 €23y |0,75 Dot quy (to vong va 155 &1 117 1 2,3 0,73

khong tlr vong) (0,59:0,96) khong tir vong) (0,59-0,96)

Tiéu chi phy** Tiéu chi phu**

Suy tim sung huyet dau | 164 [€3.3) | 122 |4 |074 Suy tim sung huyét dau | 164 |33 [122 |24 0,74

tién phai nhap vién® (0,59:0,94) tién phai nhap vién® (0,59-0,94)

PhAu thuat béc cau 904 | (18,1 | 667 |¢13,4) 0,72 (0,65 ||| Phdu thudt bc cau 904 [ 18,1 | 667 | 13,4 0,72 (0,65-

mach vanh dau tién ) 0,80} mach vanh dau tién 0,80)

hoac thua thuét tai thong hodc thu thudt tai thong

mach khéac® mach khac”

Pau thit nguc dau tién | 615 | €12,3 [ 545 | ¢10,9) | 0,88 Pau thit nguc dau tién | 615 | 12,3 | 545 | 10,9 0,88 (0,79-
) (0,79:0,99) 0,99)

a Atorvastatin 80 mg: atorvastatin 10 mg

b Tiéu chi phu khae

* Tiéu chi chinh (MEVE) = tir vong do bénh mach vanh, nhdi méau co tim khéng tir
vong, ngirng tim hdi stre thanh «cong, va dot quy tir vong va khdong tir vong

#* Tidu chi chinh khong bao gom tiéu chi phu

Khodang tin cdy cua céc tiéu chi phu khong duge diéu chinh khi so sanh nhiéu

Trong nghién ciru giam cac tiéu chi bang cach ha tich cyc lipid
(IDEAL) diéu tri bang atorvastatin v&i liéu 80 mg/ngay so vdi dleu tri
bang simvastatin 20-40 mg/ngay trén 8838 bénh nhén téi 80 tudi c6
tién sir bénh mach vanh de danh gia néu c6 thé giam dugc nguy co tim
mach. Bénh nhéan chu yeu 14 nam gidi (81%), da trang (99%), co tu01
trung binh la 61,7 tudi va LDL-C trung binh 1a 121,5 ‘mg/dL ngau
nhién; 76% da tri liéu bang statin. Trong thur nghiém tién ciru, phén
nhém ngiu nhién, mé va danh gia bién c¢6 mu (PROBE), bénh nhén
duogc theo ddi trong khoang thoi gian trung binh 4,8 nam, Noéng do
trung binh cta LDL-C, FE, TG, ehelestere HDL va khong HDL &
tudn thir 12 l4n luot 1a 78, 145, 115, 45 va 100 mg/dL trong sudt qua
trinh diéu tri bang atorvastatin 80 mg, va lan luogt 1a 105, 179, 142, 47
va 132 mg/dL trong sudt qua trinh didu tri bang simvastatin 20-40 mg.

a Atorvastatin 80 mg: atorvastatin 10 mg.

b Tiéu chi phu khac.

* Tiéu chi chinh = tr vong do bénh mach vanh, nhdi mau co tim khong tir
vong, ngimg tim héi strc thanh «cong, va djt quy tir vong va khong tir vong.

** Tigu chi chinh khong bao gbm tiéu chi phu.

Khoang tin cdy ctia cac tiéu chi phu khong duge didu chinh khi so sanh nhiéu.

Trong nghién clru giam cac tiéu chi bang céach ha tich cuc lipid (IDEAL)
didu tri bing atorvastatin voi lidu 80 mg/ngdy so voi didu tri bang
simvastatin 20 mg/ngay dén 40 mg/ngay trén 8888 bénh nhan t6i 80 tudi
c6 tién sir bénh mach vanh de danh gia néu c6 thé giam dugc nguy co
tim mach. Bénh nhén chu yéu la nam giéi (81%), da trang (99%), co
tudi trung binh 1a 61,7 tudi va LDL-C trung binh la 121,5 mg/dL ngau
nhién; 76% da tri lidu bang statin. Trong thir nghiém tién ctru, phan
nhém ngau nhién, mo va danh gla bién cd mu (PROBE), bénh nhan
dugc theo d&i trong khoang thoi gian trung binh 4,8 ndm, Nong do trung
binh ctia LDL-C, C- toan phan, TG, HDL-C va khong HDL-C & tudn
thir 12 1an luot 1a 78 mg/dL, 145 mg/dL, 115 mg/dL, 45 mg/dL va 100
mg/dL trong sudt qué trinh didu tri bang atorvastatin 80 mg, va lan luot
la 105 mg/dL, 179 mg/dL, 142 mg/dL, 47 mg/dL va 132 mg/dL trong
sudt qué trinh diéu tri bang simvastatin 20 mg dén 40 mg.
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Khéng thdy su khac biét co y nghia gifra cac nhom diéu tri & tiéu chi
chinh, ty 1& bién ¢b mach vanh chinh dau tién (bénh mach vanh tur
vong, nhdi mau co tim khdng tir vong va nglng tim hoi strc thanh cong
1a 411 (9,3%) & nhom dung atorvastatin lidu 80 mg/ngay so vdi 463
(10,4%) & nhom dung simvastatin 20-40 mg/ngay, ty Ié rui ro (HR)
0,89%, khoang tin cdy (CI) 95% (0,78:1,01), p=0,07.

Khong thay su khéac biét c6 y nghia gitra cac nhém didu tri d6i voi
nguyén nhan géy—ti—veng: 366 (8,2%) ¢ nhom dung atorvastatin 80
mg/ngay so véi 374 (8,4%) ¢ nhom ding simvastatin 20-40 mg/ngay.
Ty 1& cac dbi tuong timg tir vong do tim mach hay khong lién quan téi
tim mach tuong tu nhau & nhém dung atorvastatin 80 mg va nhoém
dung simvastatin 20-40 mg.

Tiing cholesterol mau c6 tinh gia dinh di hop tir ¢ tré em:

Trong mot nghién ciru ma doi, co kiém chimg véi gia duge duoc tiép
tuc sau d6 la mot giai doan nghién ciru mo, 187 tré em trai va tré em
gai da co kinh nguyét tudi tir 10-17 (trung binh 1a 14,1 tudi) co ting
cholesterol mau c¢ tinh gia dinh di hop tir hodc tiang cholesterol mau
nang dugc cho diéu tri ngau nhién hodc atorvastatin (n=140) hodc gia
duoc (n=47) trong 26 tuan sau d6 bénh nhén dugc didu tri tiép bing
atorvastatin trong 26 tuan. Tiéu chudn chon bénh gom: 1) LDL-C trude
diéu tri >190mg/dL hodc 2) LDL-C trude diéu tri >160mg/dL va tién
cdn gia dinh c6 tang cholesterol mau c6 tinh gia dinh hodc c6 tién cin
bénh tim mach sém cé mdi quan hé béac mdt hodc bac hai voi bénh
nhan. LDL-C trung binh trudc diéu tri 1a 218,6mg/dL (trong khoang
138,5 — 385,0 mg/dL) & nhém atorvastatin va 230,0mg/dL (trong
khoang 160,0 — 324.5 mg/dL) ¢ nhém gia duoc. Liéu atorvastatin la
10mg mdi ngay trong 4 tudn d4u sau do tang 1én 20mg/ngay néu bénh
nhan mac LDL- C con trén 130mg/dL. Trong giai doan nghién ctru mu
doi, s6 bénh nhan cin phai ting liéu 1én 20mg/ngdy sau 4 tudn 1a 80
nguoi (5%1%).

Atorvastatin lam giam dang ké cholesterol toan phan LDL-C,
triglyceride va apelipeprotein B sau 26 tudn diéu tri ¢ giai doan mu doi

Khoéng thdy su khéc biét c6 y nghia gilra cac nhém didu trj & tiéu chi
chinh; ty 16 bién ¢ mach vanh chinh dau tién (bénh mach vanh tir vong,
nhdi mau co tim khong tir vong va ngung tim hoi strc thanh cong la 411
(9,3%) & nhom dung atorvastatin liéu 80 mg/ngay so véi 463 (10,4%) &
nhom dung simvastatin 20 mg/ngay dén 40 mg/ngay, ty 1& rii ro (HR)
0,89%, khoang tin cay (CI) 95% (0,78-1,01), p=0,07.

Khong thdy su khac biét ¢6 ¥ nghia giira cdc nhom diéu tri di véi tir
vong do moi nguyén nhan: 366 (8,2%) & nhom ding atorvastatin 80
mg/ngay so voi 374 (8,4%) ¢ nhom dung simvastatin 20 mg/ngay dén
40 mg/ngay. Ty 1€ cac dbi tuong timg tir vong do tim mach hay khong
lién quan t&i tim mach tuong tu nhau & nhém dung atorvastatin 80 mg
va nhom dung simvastatin 20 mg dén 40 mg.

Ting cholesterol mau ¢6 tinh gla dinh di hop tir & tré em:

Trong mdt nghién ciru mu doi, co kiém chimg véi gia duoc duge tlep
tuc sau d6 1a mot giai doan nghién clru mo, 187 tré em trai va tré em gai
da c6 kinh nguyét tudi tir 10 dén 17 (trung binh 1a 14,1 tudi) c6 ting
cholesterol méu ¢ tinh gia dinh di hop tr hodc ting cholesterol mau
nang dugc cho diéu tri ngau nhién hodc atorvastatin (n=140) hodc gia
duge (n=47) trong 26 tudn, sau d6 bénh nhan dugc didu tri tiép bing
atorvastatin trong 26 tuan. Tiéu chuén chon bénh gém: 1) LDL-C trude
diéu tri > 190 mg/dL hoic 2) LDL-C trudc diéu tri > 160 mg/dL va tién
cin gia dinh c6 tang cholesterol mau co tinh gia dinh hodc c6 tién can
bénh tim mach sém c6 moéi quan hé bac mot hodc béc hai vdi bénh nhén.
LDL-C trung binh truéc diéu tri la 218,6 mg/dL (trong khoang 138.,5 —
385,0 mg/dL) & nhém atorvastatin va 230,0 mg/dL (trong khoang 160,0
—324,5 mg/dL) & nhém gia duoc. Liéu atorvastatin la 10 mg mdi ngay
trong 4 tudn dau sau d6 tang 1én 20 mg/ngay néu bénh nhan mirc LDL-C
con trén 130 mg/dL. Trong giai doan nghién cru mu doi, s6 bénh nhan
can phai ting lidu 1én 20 mg/ngay sau 4 tuan 1a 78 ngudi (55,7%).

Atorvastatin lam giam dang k& cholesterol toan phan, LDL-C,
triglycerid va apo B sau 26 tuan diéu tri ¢ giai doan mu doi (xem ban
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(xem bang 5).

Bang 5

Tac dung giam lipid mau cla atorvastatin & tré em trai va gai cé
tang cholesterol mau cé tinh gia dinh di hop t(’hoac tang
cholesterol mau nang

e CAC PAC TINH DUOG-DONG HOC
Céc dac tinh dwgc dong hoc va chuyén hoa:

Hap thuT Atorvastatin dwgc hap thu nhanh chéng sau khi uéng, néng
do dinh trong huyét twong xuét hién trong vong tr 1dén 2 gio. Mrc do
hap thu va néng do atorvastatin trong huyét tvong tang ty I1& véi liéu
dung cula atorvastatin. Cac vién nén cula atorvastatin cho sinh kha dung
bang 95% dén 99% cia dang dung dich. Sinh kha dung tuyét déi cla
atorvastatin xap xi la 14 % va sinh kha dung hé-t-héng cho hoat tinh (rc
ché men khir HMG-CoA la xdp xi 30%. Sinh kha dung hé thong thdp la
do s thanh thai & niém mac dutng tiéu héa va /hoac do sy chuyén héa
lan dau qua gan trudc khi vao tuan hoan chung. Mac du théc an lam
gidm ty lé va mirc do hap thu cla thudc Ian lvot xdp xi 1a 25% va 9%
khi dvoc danh gia theo ndng do dinh trong huyét tvong cmax va dién
tich du¢i duong cong (AUC), nhung hiéu qua giam LDL-C la tuvong tw
nhau bét ké la atorvastatin dwgc dung cung hay khéng dung cling véi
thirc &n. NOng dd atorvastatin trong huyét twong thdp hon (xdp xi 30%
ddi voi cmax va AUC) khi dung thudc vao budi t6i so vai khi dung vao
bubi sang. Tuy nhién, hiéu qua giam LDL-C la nhv nhau bat ké la ding
thudc vao thoi gian nao trong ngay (xem phan 6 Liéu dung va cach
dung).

5).

Bang 5

Tac dung gidm lipid mau cla atorvastatin & tré em trai va gai cé
tang cholesterol mau cé tinh gia dinh di hoD t0’ hoac tang
cholesterol mau nang

C- toan phan= cholesterol toan phan; LDL-C= cholesterol lipoprotein ty trong thap;
HDL-C= cholesterol lipoprotein ty trong cao; TG=triglyceride

5.2.
Céc dac tinh dwgc dong hoc va chuyén hoa:

Héap thu - Atorvastatin dugc hdp thu nhanh chong sau khi uéng, néng
dd dinh trong huyét tvong dat duoc trong vong tr 1 dén 2 gio. Mrc dd
hdp thu va nong do atorvastatin trong huyét tuong tang ty lé véi liéu
dung cua atorvastatin. Cac vién nén cua atorvastatin cho sinh kha dung
bang 95% dén 99% cla dang dung dich. Sinh kha dung tuyét déi cua
atorvastatin x&p xi la 14% va sinh kha dung toan than cho hoat tinh c
ché men khr HMG-CoA la xap xi 30%. Sinh kha dung toan than thap la
do sw thanh thai & niém mac duong tiéu hdéa va/hodc do sv chuyén héa
lan dau qua gan trwéc khi vao tuan hoan chung. Mac du thic an lam
giam ty |é va mic do héap thu cuta thubc lan luvot xap xi la 25% va 9%
khi dugc danh gia theo néng dd dinh trong huyét tuong cmax va dién tich
dudi duong cong (AUC), nhung hiéu qua giam LDL-C la twong tv nhau
bat ké la atorvastatin dwgc dung cung hay khong dung cung véi thirc an.
NO6ng do atorvastatin trong huyét twong thadp hon (xap xi 30% doi voi
cmax va AUC) khi dung thu6c vao budi t6i so véi khi diung vao budi
sang. Tuy nhién, hiéu qua giam LDL-C la nhw nhau bat ké la dung thudc
vao thoi gian nao trong ngay (xem phan 4.2 Liéu dung va cach dung).

béac tinh dwoc dbéng hoc
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Chuyén hodT - Atorvastatin dwoc chuyén héa chd yéu thanh céac dan
xudt hydroxy hda tai vi tri ortho va para va cac san pham cua si oxy
héa & vi tri beta. Trén invitro, tac dung (¢ ché men khrt HMG-CoA cla
cac chat chuyén héa hydroxy hda & vi tri ortho va para la twong duong
voi tdc dung nay cua atorvastatin. xap xi 70 % cUla cac hoat tinh (rc ché
trong tuan hoan doi véi men khir HMG-CoA la do céc chat chuyén héa
c6 hoat tinh. Cac nghién ctu trén invitro goi y tdm quan trong ctia qua
trinh chuyén hoa atorvastatin bdi cytochrome Pd50 3A4 phu hop voi
nong dod atorvastatin tdng cao trong huyét twvong & ngudi sau khi dung
dong thoi voi erythromycin, mot chat (rc ché da biét d6i voi isozyme
nay. Cac nghién ctu trén invitro ciing chi ra rang atorvastatin la mot
chat Gc ché yéu dbéi voi cytochrome Pd50 3A4. Dung dong thoi
atorvastatin véi terfenadine khong lam anh hwéng c6 y nghia Iam sang
nong do trong huyét trong cla terfenadine, mot hop chat dwgc chuyén
héa chd yéu bdi cytochrome P450 3A4; do dd atorvastatin sé khong
lam thay doi dang ké Ién cac chat ttéo cytochrome P44Q 3A4. (Xem
phan 9 Tubng tac voi cac thudc khac va cac dang khac cua tuong
tac). O dong vat, chat chuyén héa hydroxy & vi tri ortho con trai qua
qué trinh glucuronid hoa.

Thai tru7 Atorvastatin va cac chat chuyén hda cla né duoc dao thai
chl yéu qua mat sau khi duoc chuyén héa & gan va/ hodc & ngoai gan;
tuy nhién thuéc nay t6 ra khdng c6 chu trinh tai tuan hoan rudt gan.
Thoi gian ban thai trung binh trong huyét twong cla atorvastatin &
nguoi la xdp xi 14 gid, nhwng thoi gian mot nra cta hoat tinh Gc ché
doéi voi men khirt HMG-CoA la 20-30 gi¢ do sy gop phan cua cac chat
chuyén hoa cé hoat tinh. Dudi 2% cla liéu dung atorvastatin dugc tim
thdy trong nuwéc tiéu sau khi uéng.

Cac nhém doi twong dac biétt

Nguwoi cao tudiv Nong do eéa atorvastatin trong huyét twong & cac doi
twong cao tudi (> 65 tudi) khoé manh la cao hon (xdp xi 40% doi voi
Qvex va 30% doi vai AUC) so vGi nguoi tré tudi. Nghién clru ACCESS
nham dic biét danh gia cac bénh nhan cao tudi vé viéc dat dwoc muc
tiéu cla diéu tri theo NGER Nghién ctu nay bao gbm 1087 bénh nhan

Chuyén hoé - Atorvastatin dwoc chuyén hoa chl yéu thanh cac dan xuét
hydroxy hoa tai vi tri ortho va para va cac san pham cua s oxy hoa & vi
tri beta. Trén in virro, tdc dung trc ché men khir HMG-CoA cla céc chat
chuyén héa hydroxy hoa & vi tri ortho va para la twvong dwong véi tac
dung nay cla atorvastatin. xap xi 70% cUa cac hoat tinh (c ché trong
tuan hoan déi véi men khir HMG-CoA la do cac chat chuyén hda co
hoat tinh. C&c nghién cliu trén invitro ggi y tam quan trong cla qud trinh
chuyén hda atorvastatin béi CYP 3A4 phu hop véi ndng do atorvastatin
tang cao trong huyét twong & ngudi sau khi dung dong thoi voi
erythromycin, mot chat c ché da biét ddi véi isozym nay. Cac nghién
clru trén invitro cling chi ra rang atorvastatin 1a mot chét tc ché yéu ddi
voi CYP 3A4. Dung dong thoi atorvastatin véi terienadin khéng lam
anh huwdéng c6 y nghia lam sang nong do trong huyét tuong cla
terienadin, mot hop chat dwoc chuyén hoéa chi yéu bdi CYP 3A4; do dé
atorvastatin sé khong lam thay ddi dang ké lén cac co chét cia CYP
3A4. (Xem phan 4.5 Tuong tac véi cac thudc khac va cac dang tuwong
tac khac). O dong vat, chat chuyén hoéa hydroxy & vi tri ortho con trai
qua qua trinh glucuronid hoa.

Thai trir - Atorvastatin va cac chat chuyén hoa clia né dwgc dao thai
chd yéu qua mat sau khi dugc chuyén héa & gan va’/hodc & ngoai gan;
tuy nhién thuéc duong nhu khéng cé chu trinh tai tudn hoan rudt gan.
Thoi gian ban thai trung binh trong huyét twong cla atorvastatin & nguoi
la xdp xi 14 gio, nhung thoi gian ban thai cla hoat tinh (c ché doi véi
men khir HMG-CoA la 20-30 gio do si gép phan cla cac chat chuyén
héa cé hoat tinh. Du6i 2% cla lieu dung atorvastatin dwgc tim thdy
trong nudc ti€u sau khi uong.

Cac nhém doi tugng dac biét

Nguwoi cao tubi - Néng dd atorvastatin trong huyét twong & cac doi
twong cao tudi (> 65 tudi) khoé manh la cao hon (xap xi 40% ddi véi
QOmex va 30% dd6i véi AUC) so v6i nguoi tré tudi. Nghién ciru ACCESS
nham dac biét danh gia cac bénh nhan cao tubi vé viéc dat dwoc muc
tiéu cla diéu tri theo Chuong trinh quéc gia gido duc vé Cholesterol
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< 65 tudi, 815 bénh nhan trén 65 tudi va 185 bénh nhén trén 75 tudi.
Khong quan sat thiy co su khac biét ndo vé d¢ an toan, hiéu qua hay ty
Ié dat dugc muc tiéu didu tri lipid gitta nhém bénh nhan cao tudi va
nhém déi tugng tdng quat.

Gioi tinh: Nong do eta atorvastatin trong huyet tuong & phu nir khac
(xap Xi 20% eao-hon ddi véi Cpax va 10% thap hon déi véi AUC) so
véi & nam gidi. Tuy nhién, khéng cé su khac biét c6 y nghia lam sang
nao vé tac dong trén lipid giita nam va nir.

Suy thén: Bénh than khong c6 anh hudng trén nong do trong huyet
tuong hay tac dong trén lipid cua atorvastatin. Do do, khong can thiét
phai diéu chinh liéu & cac bénh nhén suy than (xem phan 6 Liéu ding
va Cach dung).

Suy gan: Nong do trong huyét tuong cua atorvastatin bi tang déng ké
(xap xi 16 14n dbi voi Cm.cm va 11 lan dbi véi AUC) ¢ cac bénh nhén co
bénh gan mén tinh do udng rugu (Childs-Pugh B) (xem phan 7-Chong
chi dinh).

Twong tac thude — Anh hudng cia cac thube dugce chi dinh dong thoi
trén dugc dong hoc cla atorvastatin cling nhu anh hudng cua
atorvastatin trén dugc dong hoc cia céc thude duge chi dinh dong thoi
duoc tom tit & bang dudi day (xem phin 8 Cinh bdo dite-biét va thin
trong dic biét khi sir dung, va phin 9 Twong tac véi cac thudc khac

va cic dang khac eta-twong-tie).

Anh hwéng ciia cac thude chi dinh ddng thoi trén dwge dong hoc
ciia Atorvastatin

(NCEP). Nghién ciru nay bao g6m 1087 bénh nhan < 65 tudi, 815 bénh
nhan trén 65 tudi va 185 bénh nhan trén 75 tudi. Khong quan st thdy co
su khac biét nao vé do an toan, hiéu qua hay ty 1¢ dat dugc muc tiéu didu
tri lipid gitta nhém bénh nhan cao tudi va nhém dbi tuong téng quat.

Gioi tinh - Nong do atorvastatin trong huyét tuong & phu nir khac (cao
hon xap Xi 20% dbi v6i Cpax va thap hon 10% dbi voi AUC) so voi 0
nam gi6i. Tuy nhién, khong cé sy khac biét cd y nghia 1am sang nao vé
tac dong trén lipid gitta nam va nir.

Suy than - Bénh thin khong cé anh hudng trén nong do trong huyet
tuong hay tac dong trén lipid cua atorvastatin. Do dd, khong cén thiét
phai diéu chinh liéu & cdc bénh nhén suy than (xem phin 4.2 Liéu ding
va cach dung).

Suy gan - Nong do trong huyét tuong cla atorvastatin bi tang dang ké
(xap xi 16 1an déi véi Cmax va 11 1an déi véi AUC) & cac bénh nhan co
bénh gan min tinh do udng rugu (Childs-Pugh Loai B) (xem phan 4.3
Chéng chi dinh).

Twong tac thubc — Anh huong cua céc thude duge chi dinh dong thoi
trén dugc dong hoc cla atorvastatin cling nhu anh huong cua
atorvastatin trén dugc dong hoc cua céc thude duoge chi dinh dong thoi
duge tom tit ¢ bang dudi day (xem phan 4.4 Canh bao va than trong
dic biét khi sir dyng, va phin 4.5 Twong tac véi cac thudc khac va
cac dang twong tac khac).

Anh hwrong ciia cic thudc chi dinh dong thoi trén dwge dong hoc
ciia atorvastatin

Thube dwge chi dinh Atorvastatin Tl}ll("ic dwge chi dinh Atorvastatin
eitng va ché dd liéu dong thoi va ché df
liéu
Liéu (mg) Thay dbi | Thay doi Liéu (mg) Thay dbi | Thay dbi
AUC* Cmax® AUC* Cmax®
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*Cyclosporin 5,2 10 mg/ngay x 17,7 lan 19,7 lan Cyclosporm 5.2 10 mg/ngay x 17,7 lan 19,7 lan
mg/kg/ngay, liéu on 28 ngay mg/kg/ngay, lidu 6n 28 ngay®
dinh dinh
Boceprevir 800 mg x 3 40 mg lieu don | 12,30 lan 12,66 lan #Boceprevir 800 mg x 3 | 40 mg liéudon | 12,30 lan 12,66 lan
lan/ngay, 7 ngay lan/ngay?, 7 ngay
#ltraconazole 200 40 mg lidudon | 12,3 lan 10,2 1an ||| "ltraconazol 200 40 mg lidudon | 12,3 lan 10,2 lan
mg/ngay , 4 ngay mg/ngay , 4 ngay

Erytljromycin 500 mg | 10 mg, litudon | 10,33 14n 10,38 lan Erythromycin 500 mg x | 10 mg, liéudon | 10,33 lan 10,38 lan
x 4 lan/ngay, 7 ngay 4 lan/ngay*®, 7 ngay
Amlodipine 10 mg, liéu | 80 mg, lifudon [10,151an | 0,12 lan ||| Amlodipin 10 mg, liéu | 80 mg, liudon | 10,15 lAn | 0,12 l4n
don don
Cimetidine 300 mg x 4 | 10 mg/ngdy 10,001 fan | 10,11 1an ||| Cimetidin 300 mg x 4 10 mg/ngay 10,001 1an | 10,11 lan
lan/ngay, 24 tuan trong 2 tuan lan/ngay, 24 tuan trong 2 tuan

Fenofibrate 40mg lidudon | 10,03 1lAn [ 10,02 lan || | “Fenofibrat 160 40mg lidudon |10,031an | 10,02 lan
160mg/ngay, 7 ngay mg/ngay, 7 ngay

€ “lan” thay doi = ti 1& thay d6i [(I-B)/B], I = gia tri duoc dong hoc trong giai doan
tuong tac, va B = gia tri duoc dong hoc trong giai doan nén
# Xem phdn 89 vé y nghia lam sang

* Bao céo thdy AUC ting (tang gip 1,5 lin) va/hodc Cmax (ting téi 0,71 lin) khi
ubng lugng 16n nuée budi (> 750 mL — 1, 2 litméi ngay).

i Lleu saquinavir phdi hop véi ritonavir trong nghién ciru nay khong phai la lidu str
dung trén 1am sang. Mirc tiép xic cua atorvastatin khi dugc sir dung trén lam sang c6
thé s& cao hon so véi nhitng gi da dugc quan sat trong nghién clu nay. Vi viy cén
than trong khi ép dung va liéu lugng thap nhét cin thiét nén dugc sir dung

% Liéu atorvastatin trong bang trén chi la lidu thuc nghiém. Khi sir dung atorvastatin
trén thuc té 1am sang, vui 16ng tham khao muyc 6-Liéu-wong va cach dung)

Anh huéng ciia Atorvastatin trén du'o’c dong hoc cua cac thube
dwoc chi dinh ddng thoi

& “Lan” thay doi = ti 1& thay doi [(I-B)/B], I = gi4 tri dugc dong hoc trong giai doan
tuerng tac, va B = gia tri dugce dong hoc trong giai doan nén

* Xem phan 4.4 Canh bdo va thin trong dic bit khi sir dyng va phan 4.5 Tuwong
tac véi cac thude khic va cde dang twong tic khac vé ¥ nghiia 1am sang
* Béo cdo thiay AUC ting (ting gap 1,5 14n) va/hodic Cmax (tiang t6i 0,71 1an) khi udng
luong lén nude budi (> 750 mL — 1,2 L/ngay).

:t Lleu saquinavir phdi hop vcn ritonavir trong nghién ciru nay khong phai la liéu str
dung trén lam sang. Mirc tiép xuc cuia atorvastatin khi dugc st dung trén [am sang co
thé s& cao hon so véi nhimg gi da dugc quan sat trong nghién ciru nay. Vi vay can than
trong khi sir dung va lidu lwgng thip nhét can thiét nén dugc st dung
1 Liéu atorvastatm trong bang trén chi la lidu thuc nghlem Khi sir dung atorvastatin
trén thyc té Jam sang, vui long tham khao muc 4.2 Liéu diing va cach dung.

lTth lan m01 ngay
¢ ba 1in mdi ngay
® bbn 14n mdi ngay

Anh huéng ciia atorvastatin trén dwoe dong hoc cia cac thudc dwoc
chi dinh dong thoi
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Atorvastatin Thubc duoc chi dinh dong thoi va ché do liéu

dung
Thudc/Liéu (mg) Thay doi
AUC*

80 mg/ngay x 15 Antipyrine, 600mg liéu T 0,03 lan
ngay don
80 mg/ngay x 14 Digoxin 0,25mg/ngay, t 0,15 lan
ngay 20 ngay
40 mg/ngay x 22 Thudc tranh thai dwdng
ngay uéng moi ngay, 2 thang
- norethindrone Img 10,28 Ian
-ethinyl estradiol 35 pg t 0,19 lan

Thay
doi
Cmax&
i 011
lan

t 0,20
lan

)

— e — —
o
w
o

&’lan” thay doi =ty lé thay d6i [(1-B)/B], | =gia tri dwgc dong hoc trong giai doan

twong tac, va B =gia tri dwgc dong hoc trong giai doan nén
uXemphan 9 vé y nghia lam sang

Atorvastatin Thu6c duoc chi dinh dong thoi va ché db liéu
dung
Thudc/Liéu (mg) Thay d6i Thay
AUC& doi
Ccmg&
80 mg/ngaya x Antipyrin, 600 mg liéu donb t 0,03 lan | 0,11
15 ngay lan
80 mg/ngdy x Digoxin 0,25 mg/ngay, 20 T10,151an T 0,20
14 ngay ngay™ lan
40 mg/ngay X Thu6c tranh thai duong
22 ngay uéng moi ngay, 2 thang
- norethindron 1mg t028lan 1T 0,23
- ethinyl estradiol 35 jlig 10,19 Ian  Ian

&'Lan” thay dbi =ty Ié thay d6i [(1-B)/B], | = gia tri dwgc dong hoc trong giai doan
trong tac, va B = gia tri dwgc dong hoc trong giai doan nén

# Xem phan 4.5 Twong tac véi cac thudc khac va cac dang twong tac khac vé y nghia
lam sang

amot 1an mdi ngay

bligu don

5.3. D liéu an toan tién lam sang

Tinh gay ung thu’, dot bién, gidam kha nang sinh s&n - Atorvastatin
khong gay ung thu trén chudt cong. Liéu dung t6i da cao hon 63 lan so
voi lieu dung cao nhat & nguoi (80 mg/ngay) tinh theo mg/kg trong
lwvgng co thé va cao hon 8 téi 16 Ian tinh theo gia tri AUC (0-24). Trong
mdt nghién ctu kéo dai 2 nadm trén chudt nhat, ti 1&6 mic u t€ bao gan &
nam gi¢i va ung thu biéu mo té bao gan & nir gidi tang Ién khi dung liéu
t6i da, cao hon 250 lan so voi liéu dung cao nhdt & nguoi tinh theo
mg/kg trong lvong co thé. Lwgng thude hdp thu vao mau cao hon 6 dén
17 Ian tinh theo AUC (0-24).

Tat ca cac thu6c cé cong thirc hda hoc twong tu trong nhém nay da gay
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ra khéi u & ca chudt nhat va chudt céng tai cac litu cao hon ligu khuyén
cao cao nhat dung trén lam sang tlr 12 dén 125 lan tinh theo mg/kg trong
lvong co thé.

Atorvastatin khéng cho thdy kha ndng gay dot bién hodc khad nang gay
bat thwdng cdu trdc nhiém sic thé trong bén xét nghiém 1 vitro c6 hodc
khong c6 su kich hoat trao doi chat hodc trong mot xét nghiém in vivo.
C4 hai xét nghiém Ames véi Salmonella typhimurium va Escherichia
coli va xét nghiém dot bién tién gen hypoxanthine-guanine
phosphoribosyltranferase (HGPRT) in vitro trén t€ bao ph6i cta chudt
hamster Trung Qudc déu cho két qua am tinh. Atorvastatin khéng gay
tdng dang ké cac bat thuong cla nhiém sic thé & xét nghiém té bao phdi
cla chudt hamster Trung Qudc in vitro va am tinh trong xét nghiém vi
nhan in vivo cla chudt nhat.

Khoéng thdy c6 tdc dung khdng mong muén trén kha nang sinh san hodc
su sinh s&n & chudt cdng duc dung liu atorvastatin tdi da 175
mg/kg/ngay hodc trén chudt céng cai dung liéu tdi da 225 mg/kg/ngay.
Nhirng liéu dung nay cao gdp 100 dén 140 lan lieu khuyén céo t0i da
dung trén nguoi, tinh theo mg/kg. Atorvastatin khdng gay ra tdc dung
khong mong muon trén tinh tring hodc céac théng so tinh dich hodc trén
md bénh hoc co quan sinh san & ch6 cho dung liéu 10 mg/kg, 40 mg/kg
hodc 120 mg/kg trong 2 nam.

~6. CAC DAC TINH DUOC HOC
6.1. Danh muc ta duoc

Calci carbonat, cellulose vi tinh thé, lactose monohydrat, croscarmellose
natri, polysorbat 80, hydroxypropyl cellulose, magnesi stearat, vd bao
(chra hydroxypropyl methylcellulose, polyethylen glycol 8000, titan
dioxid, talc), nhii dich simethicon (chta simethicon, chat nhi hoa
stearat, chat on dinh, acid benzoic, acid sorbic, nudc cét)

6.2. Tuong ky
Khoéng ap dung.
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17. THOI HAN SB-DUNG
24 thang keé tlr ngay san xuét.
Uy— BDTEU K1EN BAO QUAN

Bao quan thudc & nhiét-do--dudi 3066t

- NHA SAN XUAT
Nha san xuat: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 Vega

Baja, PR 00693, Puerto Rico/USA.
Nha dong goéi & xuat xwdng: Pfizer Manufacturing Deutschland
GmbH, Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg,

Germany.
Tiéu chuan thudc tbanh phani: Nha san xuét

®Nhan hiéu da dang ky

6.3. Han dung

24 thang ke tlr ngay san xuat.

6.4.  Théan trong dac biét khi bdo quan

Bé&o quén duéi 30°c.

6.5.  Tinh chat va dung lvgng cta bao bi déng goi

Vién nén bao phim Lipitor IOmg, 20mg, 40mg: HOp 3 vi x 10 vién nén
bao phim.

Nha san xuat: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 Vega
Baja, PR 00693, Puerto Rico, My.

Nha doéng go6i & xudt xudng: Pfizer Manufacturing Deutschland
GmbH, Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Btrc.

Tiéu chuén: Nha san xuat

®Nhan hiéu da dang ky

LPD Date: 31 Dec, 2014

Reference CDS Date: 05 Nov, 2014

Reference HA decision: Vietnam HA Letter. 12048/QLD-DK dated 4
Dec 2008, Letter. 5074 dated 5 Apr 2013- Adverse event of Statin group
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Bo Y TE CONG HOA XA HOI CHU NGHTA VIET NAM

CUC QUAN LY DUQC Poc 1ap - Tu do - Hanh phac
SG 3%))63 /QLD-DK Ha Noi, ngay .. thang Qf nam 201t
V/v thay d6i ndi dung to hwéng dan
str dung

Kinh gti: Pfizer Thailand Ltd..
Dia chi: Floor 36, 37, United Center Building, 323 Silom Road, Silom,
Bangrak, Bangkok 10500, Thailand.

Tiép theo cong van s6 6676/QLD-DK ngay 27/04/2017 cla Cuc Quan ly
Duoc, xét don dé nghi ndp ngay 18/08/2017 va cac tai liéu bd sung co lién quan
clia cong ty (s6 tiép nhan 375/BSTONN) vé viéc thay d6i ndi dung to hvdng dan
st dung ddi véi thube nwéc ngoai da duogc cap sd dang ky luu hanh,

Can ctr Thong tv s6 44/2014/TT-BYT ngay 25/11/2014 cla Bo Y té Quy
dinh viéc dang ky thubc, Thong tu s6 06/2016/TT-BYT ngay 08/03/2016 ctia Bd
Y t€ vé Quy dinh ghi nhan thudc,

Can ct bién ban tham dinh ho so thay déi/ bo sung, Cuc Quan ly Duogc cd
y kién nhu sau:

Pong y dé cong ty duoc thay déi ndi dung td huéng dan st dung déi voi
cac thudc:

1 Lipitor, s6 dang ky: VN-17767-14

2. Lipitor, s6 dang ky: VN-17768-14

3. Lipitor, sb dang ky: VN-17769-14

Bang so sanh ndi dung thay déi to hwdng dan st dung dwoc dong dau xéac
nhan cta Cuc Quan ly Duoc va dinh kém theo céng van nay.

Ngoai ndi dung duwoc thay doi trén, tat ca cac ndi dung khac gitk nguyén
nhu hod so dang ky thubc lvu tai Cuc Quén ly Duoc.

Cong ty dang ky, nha san xuat phai chiu trach nhiém vé chat lwgng doi voi
thu6c lvu hanh trén thi tredng, ndi dung ghi trén nhan thuée, quy dinh vé sé hitu
tri tué lién quan dén nhan hiéu hang hoa ctia thudc va cé trach nhiém théng bao
sy thay ddi nay dén cac co quan lién quan va khach hang.

Sau 06 thang ké tlr ngay ky cong van nay cong ty khong duwoc nhap khau
thudc trén véi ndi dung cii da thay di clia to hudng dan siv dung.

Cuc Quan ly Dwgc thdng bao dé cong ty biét va thwc hién ding cac quy
dinh clia VViét Nam vé lwu hanh thuéc./.

Noinhan: KT/CUC TRUONG
- Nhu trén; PJJ
-Lwu: VT, BKT (V).



BOY re

CUC QUAN LY DUV OC

PA PHE DUYET

TOM TAT CAC THAY BOI TRONG TO HUONG DAN sir DUNG

CUA THUOC LIPITOR 10MG (SDK: VN-17768-14), LIPITOR 20MG (SDK: VN-17767-14),

TP/BS ngay MU thang MU nam L2010 &<
(thé® eéng van ,~3£i,u/QLD U K)

TO HUONG DAN SU DUNG c i
(phan loai bd duoc gac-h-ngang)
LIPITOR®

2. THANH PHAN BPINH TiNH VA BINH LUONG
Hoat chat: atorvastatin
Cac vién nén dung dwdng udng chira atorvastatin-Heini eale
1,5 H2 twong duvong véi 10 mg, 20 mg, 40 mg atorvastatin.

4.2. Liéu dung va cach dung

Téng cholesterol mau c6 tinh gia dinh dong hop ti
Hién chua c6 nhiéu-dir liéu trén-ddi-tveng-bénh nhan ndy (xem phan
5.1 Céc dac tinh dwoc lyc hoc).

Liéu dung clia atorvastatin trén bénh nhan tang cholesterol mau c6
tinh gia dinh dong hop t&r la 10 mg dén 80 mg/ngay. Trén nhirng
bénh nhari-nay, nén dung atorvastatin phoi hgp véi cac liéu phap ha
lipid mau khéc (vi du nhu truyén LDL) hodc st dung khi khéng con
cac liéu phap khac.

Kinh nghiém st dung trén nhém-doi twong bénh nhan-nhi-méi- eh?
gi6¢i han trén s6 luong nhé-bénh-nhan (tlr 10-17 tuéi) e6-r<Hdoan-I!pid
mau nghiém-trong, nhu tang cholesterol-mau-cé tinh gia dinh. Liéu
khoi dau khuyén cao-0-nhém doi tvong nay la40-mg-atorvastatin mot
lan mdi-ngay. Litu ding-eé-thé tang I&n toi 20-mg atorvastatin moi
ngay-tlry theo kha nang-dap (ng va dung nap. Liéu dung nén duoe-el

LIPITOR 40MG (SDK: VN-17769-14)

TO HPVONG DAN SU DUNG MO
(Phan thém vao/ thay ddi dugc danh dau vang)
LIPITORY

2. THANH PHAN BINH TiNH VA BINH LUQONG
Hoat chat: atorvastatin
Céc vién nén dung dudng udng chira atorvastatin-Hemi calci. 1,5
H20 twong dwong véi 10 mg, 20 mg, 40 mg atorvastatin.

4.2. Liéu dung va céach dung

Tang cholcsterol mau cd tinh gia dinh dong hop tt
Hién chi c¢6 dir liéu gi¢i han (xem phan 5.1 Cac dac tinh dwoc luc
hoc).

Liéu dung cua atorvastatin trén bénh nhan tang cholesterol mau cé
tinh gia dinh dong hop td 1a 10 mg dén 80 mg/ngay. Trén nhitng
bénh nhan nay, nén dlng atorvastatin ph6i hop voi céc liéu phap ha
lipid mau khac (vi du nhu truyén LDL) hodc st dung khi khong
con céc liéu phéap khéc.

Phong bénh tim mach

Trong th* nghiém chinh vé phong bénh tim mach, liéu dung Ia 10
mg/ngay. CO thé tang liéu dé dat nong dé cholesterol (LDL-) theo
hwdng dan hién hanh.

Bénh nhi
Tang cholesterol méau

LY DO THAY DOI

Stra 16i dich thuét

- Sta 16i dich thuat

- Cap nhét thdng tin vé liéu
dung cho tang cholesterol
mau c6 tinh gia dinh dong
hop t0’ phong bénh tim
mach va bénh nhi theo UK-
SPC ngay 6 thang 1 nam
2017.

- B0 sung thong tin vé liéu
dung trén bénh nhan dang
dung cac thudc phoi hop
khéac theo USPI ngay 16
thang 6 nam 2017



thé-héa-eho tirng b&nh-nhan theo mue tidu-&iéu tri khuyén cao-(xem
phan-4H- €M-éMt diéu-tri-va phan 5.1 Céc dae-tinh-duoc luc hoc).
®iéti-ehinh liéu-nén-duee-tiluc hién-edeh-qttdRy-4 tuan hodc trén-4

Dung phdi hop voi céac thube khac

Tranh-slr-dungntervastatin-déng-thoi-wi-telaprevir, hoac két-hep”ét

Viéc st dung thudc trén bénh nhi chi nén dugc thuc hién bdi cac bac
st ¢6 kinh nghiém trong diéu tri tdng lipid mau & bénh nhi va can
thirdng xuyén danh gid tién trinh diéu tri.

V6i cac bénh nhan bi tang cholesterol mau c¢é tinh chét gia dinh di
hop tl tir 10 tudi trd 1én, lieu khai dau khuyén cao cla atorvastatin la
IOmg mdi ngay (xem phan 5.1 Cac dac tinh dwoc luc hoc). C6 thé
tang liéu hang ngay Ién dén 80mg theo mic dap (*ng va kha nang
dung nap thudc.

Can diéu chinh liéu dung trén tirng d6i twgng bénh nhan theo muc
tiéu diéu tri khuyén céo. Cac dot diéu chinh phai duoc thic hién theo
cac khoang thoi gian tir 4 tudn tré Ién. Viéc diéu chinh liéu dung dén
80 mg moi ngay dwoc can ct fren dit liéu nghién can & nguoi 1on va
dir liéu 1dm sang han ché tir cac nghién cln trén tré em bi tiang
cholesterol mau cé tinh gia dinh di hop t& (xem phan 4.8 Tac dung
khong mong muén va 5.1 Céac dac tinh duoc luc hoc).

Co it di¥ lieu vé an toan va hiéu qua trén tré em bi tang cholesterol
mau cé tinh gia dinh di hop t tir 6 dén 10 tudi thu dwoc tir cac
nghién cun nhdn mé. Atorvastatin khéng dwoc chi dinh diéu tri cho
bénh nhan dwéi 10 tudi. DI liéu hién c6 duwgc md ta trong phan 4.8
Téac dung khéng mong muén, 5.1 Cac dac tinh duoc lwc hoc va
5.2 Céac ddc tinh dwgc dong hoc nhung khong cé khuyén cao vé
liéu dung.

Céc dang bao ché/ham lwgng khac cd thé thich hop hon cho nhém
bénh nhan nay.

Dung phéi hop voi céc thudc khac

O bénh nhan dung cyclosporin hodc chét (c ché protease HIV
(tipranavir va ritonavir) hodc chéat (c ché protease viém gan C

(telaprevir), nén tranh diéu tri bang LIPITOR.

O bénh nhan bi HIV dung lopinavir két hop vai ritonavir, nén than



tipranavir/ritonavie

D4 quan sat thdy ede-tvong-tac dugc dong-hee-gitia atorvastatin- véi
ede chat (rc ché protease virus-gay suy giam mién-dich-&- nguei
(HI\A-(lopinavir phéi hgp véi ritonavir, saquinavir phdi hop véi
ritonavir, darunavir phéi—hep—véi ritonavir, fosamprenavir,
fosamprenavir ph6i -hep—vét ritonavir, nelfmavif), chat Gc ché

dén lam tang-néng dd atorvastatin-lrong tudn hoan;-Can than trong

ede nén cé danh gia lam sang phu hop dé dam bao ap dung liéu
atorvastatm thdp nhat eén-thi& (xem phan 4.4 Canh bao va than
trong asc biét khi si dung: Anh hudng trén co xwong va phan
4.5 Tuwong tac véi cac thude khac va cac dang tuong tac khac).

Khuyén-céo nén bat dau-dieu tri voi litu thdp-nhét ¢ tac dung, sau
do; néu-can thiét, co thé-diéu chinh liéu theo nhu cau va dap ng clia
tlrng-bénh nhan bang-caeh-tang liéu tirng-dep edeh-nhau-khdng duéi

dac biét la caetde-dung khong-mong-mudbn d6i voi-haco-

Thudc cd chlra hoat chat—atorvastatin khi- dung—phdi hgp voi
amiodaron, khénghén dung qua 20-mg/rtgay-T

Khéag—s& dung qua..3Q-mg atorvastaln/ngady Idii ph6i hop-Véi
éarunavlr + ritonavir,—fesamprenavir,—fosamprenavir + ritonavir
saqutnavhM- ritonavir. Khdng st dung qua 40 mg atorvastatdn/ngay
khi phéi hop véi nelfinavir.

4.4. Canh béo va than trong dac biét khi st dung

Anh huéng trén co xuwong

Pa c6 bao cdo dau co & cac bénh nhan s dung atorvastatin (xem
phan 4.8 Tac dung khong mong muén). Nén xét nghiém creatin
phosphokinase (CPK) rwéc khi diéu tri trong nhiing triedng hop:
suy-gi-am chirc nang than, nhuoc giap, tién st ban than hodac tién

trong khi ké toa LIPITOR va st dung liéu can thiét thap nhat.

O bénh nhan dung clarithromycin, itraconazol, hodc & bénh nhan bi
HIV dung két hop saquinavir va ritonavir, darunavir va ritonavir,
fosamprenavir, hodc fosamprenavir va ritonavir, diéu tri bang
LIPITOR nén gi¢i han & liéu 20 mg, va nén c6 danh gia Iam sang
thich hop dé dam bao str dung liéu LIPITOR can thiét thap nhat.

O bénh nhén dung chét trc ché protease H1V la neliinavir hoc chét
tc ché protease viém gan C l1a boceprevir, diéu @i bang LIPITOR
nén gidi han & liéu 40 mg, va nén c6 danh gia lam sang thich hop dé
dam bao st dung liéu LIPITOR can thiét thdp nhat (xem phan 4.4
Canh béo va than trong dic biét khi s dung: Anh hwdng trén
co xwong va phan 4.5 Tuong tac voi cac thudc khac va céac dang
tuvong tac khac).

4.4. Cénh bao va than trong dac biét khi si dung

Anh hudng trén co xuwong

D4 cd bao cdo dau co & cac bénh nhan si dung atorvastatin (xem
phan 4.8 Tac dung khdng mong mudn). Nén xét nghiém creatin
phosphokinase (CPK) trudc khi diéu tri trong nhitng trwdng hop:
rdi loan chirc nang than, nhwoc giap, tién st ban than hodc tién st

- Stra 16i dich thuét

- B0 sung thong tin vé
Canh béo va than trong dac
biét khi str dung theo UK-
SPC ngay 6 thdng 1 ndm
2017



st gia dinh mac bénh co di truyén, tién st bi bénh 0o do st dung
statin hodc fibrat trudc d6, tién st bi bénh gan va/hodc udng
nhiéu rou, bénh nhan cao tudi (>70 tudi) c6 nhiing yéu td nguy
co bi tiéu co van. ... Do vay, can phai can nhic liéu khoi dau va
liéu duy tri thdp hon khi chi dinh dong thoi atorvastatin véi céc
thudc dé cap & trén. Nguing tam thoi atorvastatin ¢é thé thich hop
trong khi dung acid fusidic (xem phan 4.5 Twong tac voi cac
thuéc khac va céc dang tuong tac khac)...

Chtrc ndng noi tiét

gia dinh méc bénh co di truyén, tién st bi bénh co do st dung
statin hodc fibrat triedc do, tién st bi bénh gan va/hodc uéng nhiéu
reou, bénh nhan cao tudi (>70 tudi) cé nhitng yéu t6 nguy co bi
tiéu co van. ... Do vay, can phai can nhic liéu khdi dau va lieu duy
tri thdp hon khi chi dinh dong thoi atorvastatin véi cac thudc dé cap
& trén. Khéng nén slr dung dong thoi atorvastatin va acid tusidic,
vi vay khuyén cdo nglrng tam thoi atorvastatin trong khi dung acid
Tusidic (xem phan 4.5 Twrong tac voi cac thudc khac va céc dang
twong tac khac)...

Chtrc nang noi tiét

Diéu tri dong thoi véi cac thudc khac

Nguy co tiéu co van tang Ién khi atorvastatin duoc cho dung dong
thoi voi mot sd thudc co thé lam tang ndng do atorvastatin trong
huyét twvong nhw chat rc ché manh cua CYP3A4 hodc protein van
chuyén (vi du Ciclosporin, telithromycin, clarithromycin,
delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol,
posaconazol va chat (rc ché protease HIV bao gdm ritonavir,
lopinavir, atazanavir, indinavir, darunavir, v.v). Nguy co méc bénh
VE co cling co thé tang Ién khi dung dong thoi gemfibrozil va cac
dan xudt acid fibric khéac, boceprevir, erythromycin, niacin,
ezetimibe, telaprevir, hodc két hop tipranavir/ritonavir. Neu cd thé,
nén xem xét cac liéu phap khac (khong twong tac) thay vi cac thudc
nay.

Trong céc truong hop can cho dung dong thoi cac thube nay voi
atorvastatin, nén can nhac than trong loi ich va nguy co cla viéc
diéu tri dong thoi. Khi bénh nhan dugc cho ding cac thudc lam
tang ndng do atorvastatin trong huyét twong, nén dung liéu
atorvastatin toi da thdp hon. Ngoai ra, trong truong hop dung chéat
tc ché CYP3A4 manh, nén can nhac dung litu khéi dau
atorvastatin thdp hon va nén theo ddi 1am sang thich hop cho cac
bénh nhan nay (xem phan 4.5 Tubng tac v&i cac thuéc khac va



cac dang tuwong tac khac).

Khoéng diing dong thoi atorvastatin vai cac ché phdm toan than cua
acid fusidic hoc trong vong 7 ngay sau khi ngung diéu tri bang
acid fusidic. & bénh nhan can st dung acid fusidic toan than, nén
ngung diéu tri bang statin trong sudt thoi gian diéu tri bang acid
fusidic. D4 c6 bdo cao bi tiéu co van (bao gom mot s6 treong hop
tlr vong) & bénh nhan dwoc cho dung két hop acid fiisidic va statin
(xem phan 4.5 Tuong tac véi cac thudc khac va cac dang twong
tac khac). Khuyén bénh nhan nén tim kiém tu van y té ngay néu ho
c6 béat ky triéu chlng nao nhu yéu co, dau hodc tdng nhay cdm (dau
khi ti€p xdc).

Diéu tri bang statin c6 thé dwoc tiép tuc bady ngay sau lidu acid
fusidic cudi cung.

Trong céc trudng hop ngoai I, néu can ding acid fusidic toan than
kéo dai, vi du nhw dé diéu tri nhiém tring nang, chi nén can nhic
dung dong thoi Lipitor va acid fusidic trén tirng trwong hop cu thé
va dudi su gidm sat y té chat ché.

Bénh nhi

Khong quan sét thay c6 anh hudng Iam sang dang ké nao Ién sy
tang trudng va treong thanh gidi tinh trong mot nghién ctru 3 ndam
dua trén danh gia sw trwdng thanh va phat trién tong thé, danh gia
theo giai doan day thi Tanner, va do chiéu cao va can ndang (xem
phan 4.8 Tac dung khéng mong mudn).

Bénh phéi ké

Céc triong hop dac biét bi bénh phoi ké da dwoc bao cao voi mot
sO statin, ddc biét la khi diéu tri kéo dai (xem phan 4.8 Tac dung
khéng mong muon). Cac dac diém tiéu biéu cé thé bao gom thd
doc, ho khan va suy giam strc khoé tong thé (mét méi, gidm can va
sOt). Néu nghi ngd mot bénh nhan da xuat hién bénh phdi ké, nén
ngung dung statin.



4.5. Tuong tac véi cac thude khac va cac dang tuong tac khac

Nguy co xudt hién bénh co trong khi-digu tri véi cac thudec trong
nhoém nay (statin) sé tang 1én-khi-EUBg-é&éng thoi voi-eyelesperm;
gemfibrozil, dan chat acid ilbric;-thuée-ha lipid-mtdu niacin hay cac
thuéc (rc-ehé-GYP 3A4 (vi du erythromycin va cac thudc-chéng ndm

dung: Dung phdi hop vdi-cac-thuée-khéova phan 4.4 Ciinh bao va

Céc thudc+rc ehé G¥P-3A4: Atorvastatin dwgc chuyén-héa-bdi"€¥P-
3A4.Chi-éhih-86ng thoi atorvastatin-véi-eae thuéc (rc ché CYP 3A4
c6 thé dan téi tang-ndng-dé-atervastatin trong huyét-tuoug™Mire-dé
twong' tac.va-khir-nang-anh huéng phu thudc vae-si-thay doi anh
hwéng Ién CYP 3A4t

Céc thudc e ché vait' chuyén: Atorvastatin va-cac-chat-ehuyén-héa
cla atorvastatin-1a co chat cla chat-van-chuyén polypeptid 1B1 van
chuyén anion hitu co (QATP1BT). Céc thudc rc ché OATP1B1 (vi
du cyclosporin)-cé thé-lam tang sinh kha dung-etia-atorvastatin. Chi

l&m tingt4e-dung cla atorvastatin-gép 7,7 lan (xem phan 4.2 Liéu
dirng va cach dung;43UBg-phoi hop vai cacthuée-kMe)

(MY

Erythromycin/c farithromycifH—Dung dong—thoi—atorvastatin..véi
erythremycin (500 mg; 44an moi ngay) hode-ckrithromycin (500 mg-
2 lan mdi-ngay); cAc chét da duoc biét 1a ée-Ehé-€¥P-3A4Teé-4tén
quan tél-AlBc-ndng do cla atorvastatin ting cao-treng-huyét hrong
(xem phan 4.4 Canh-bdo-va than trong dac-biét-khi-s& dung: Anh
hwong trén co xwong):

Chaét rc ché protease: Nong do atorvastatin trong huyét-dwong-tang
khi--sth-dung 'dong thoi atorvastatin-véi-edae-chat (ic ché-pretease;

m >\

4.5. Twong tac voi cac thubc khac va cac dang tudng tac khac

Anh huéng cla céac thudc dung dong thoi véi atorvastatin

Atorvastatin duvgc chuyén héa bdi Cytochrom P450 3A4 (CYP3A4)
va la mot co chat cta protein van chuyén, vi du nhw protein van
chuyén chat hdp thu cla té bao gan OATP1B1. Viéc dung dong
thoi véi cac thude la chat trc ché CYP3A4 hodc protein van chuyén
c6 thé lam tang ndng do atorvastatin trong huyét twong va tang
nguy co bi bénh co. Nguy co cling c6 thé tang Ién khi dung dong
thoi atorvastatin véi cac thudc khac co kha nang gay bénh co, nhw
cac dan xuét cla acid fibric va ezetimibe (xem phan 4.4 Canh béao
va than trong dac biét khi st dung).

Chét (rc ché CYP3A4

Céc chat rc che CYP3A4 manh da dugc chiing minh lam tang ro
rét nong do atorvastatin (xem Bang 1va thong tin cu thé bén dudi).
Nén tranh dung dong thoi cac thube e ché CYP3A4 manh (vi du:
Ciclosporin, telithromycin, clarithromycin, delavirdin, stiripentol,
ketoconazol, voriconazol, itraconazol, posaconazol va chéat (¢ ché
protease HIV bao gdm ca ritonavir, lopinavir, atazanavir, indinavir,
darunavir, v.v) néu cé thé. Trong truong hop khong thé tranh viéc
dung dong thoi cac thude nay véi atorvastatin, nén xem xét gidm
lieu khdi dau, lieu tdi da va nén theo ddi 1am sang thich hop cho
bénh nhan (xem Bang 1).

Céc chat tc ché CYP3A4 trung binh (vi du: erythromycin,
diltiazem, verapamil va fluconazol) c6 thé ting nong do
atorvastatin trong huyét twong (xem Bang 1). D4 quan sat thay
nguy co bi bénh co ting Ién khi dung erythromycin két hop véi
statin. Nghién clru twong tac danh gia anh hwong cua amiodaron
hodc verapamil 1én atorvastatin chwa dwgc tién hanh. Ca amiodaron
va verapamil déu dwgc biét la (¢ ché hoat dong clia CYP3A4 va
khi cho dung dong thoi véi atorvastatin c6 thé lam tang mirc phoi

- Cap nhét thong tin vé
Tuong tac thudc theo UK-
SPC ngay 6 thang 1 nam
2017



nhiém cla atorvastatin. Do d6, nén can nhic giam liéu t6i da
atorvastatin va nén theo doi 1am sang thich horp cho bénh nhan khi
ding ddng thdi véi chat G ché CYP3A4 vira phai. Nén theo dai
lam sang thich hop sau khi bat dau hodc sau khi didu chinh liéu ciia
chét tc ché.

Chadt cam img CYP3A44

Dung ddng thdi atorvastatin véi chét cam tGng cytochrom P450 3A
(vi du: efavirenz, rifampin, St. John’s Wort) c6 thé 1am giam ndng
d6 atorvastatin trong huyét twong. Do co ché tuong tac kép cua
rlfampln (cam ung cytochrom P450 3A va protein van chuyén cta
té bao gan OATPIBI), nén dung cung lic atorvastatin v&i
rifampin, vi khi dung atorvastatin muén hon sau khi dﬁng rifampin
da din dén giam ro rét ndng do atorvastatin trong huyét tuong. Tuy
nhién, chua biét anh hudng cta rlfampm 1én nong do atorvastatin
trong té bao gan va néu khong thé tranh ding dong thdi thi nén
theo dai chit ché dé dat dugc hiéu qua & bénh nhén.

Chdt ikc ché protein vén chuyén

Chét tic ché protein van chuyén (vi dy: ciclosporin) c6 thé l1am tang
mirc phoi nhiém toan thin cia atorvastatin (xem Bang 1). Chua
biét anh hudng ctia protem van chuyen cua te bao gan 1én nong do
atorvastatin trong té bao gan. Néu khong thé tranh viéc dung dong
thoi thi nén giam liéu va theo doi 14m sang dé dat duoc higu qua
(xem Bang 1).

Gemfibrozil / céc dan xudt cua acid fibric

Dung riéng cac fibrat d6i khi ciing din dén cac bién co 11en quan
den co, bao gdm ca tiéu co van. Nguy co gaP céc bién cb nay cé
thé tang lén khi dung dong thoi cac dan xuat cua acid fibric véi
atorvastatin. Neu khong thé tranh viéc ding ddng thoi thi nén dung
lidu thdp nhit ctia atorvastatin dé& dat dwoc muc tiéu diéu tri va
bénh nhan nén duoc theo dai thich hop (xem phin 4.4 Canh bdo
va than trong dic biét khi sir dung).

Ezetimibe

. e W =R



cac-thuée-khac duoc chuyén héa b&i€ung isozym cytochrom.

Colestipol: Nong do4itiyéttetmg-eth-atorvastatin-thép-hem (xap xi
25%)-Ivhi-émg- €érig thoi voi colestipol—T u~-nhién-4ae-dong trén
lipid khi-dung-phéi hop atorvastatin-vd'i-€olestipollai manh hon so
vGi khi hai thudc nay-duoc-ding riéng ré.

Digoxim Khi st dung dong thoi céac liéu- 13p- lai- elia- digoxin va
atorvastatin 10 mg, néng dé trong huyét twong &-trang-thai hang
dinh cla digoxin-khéng bi anh hwéng. -Tu”-nhién, nong-éé-eaa
digoxdnhj tang 1én (xdpxr-20%) sau khi dung-déng-théa-€ igoxin voi
atorvastatin mié -8Qmg mdi ngay:- Do-aé-eafl-g4ém sat mot cach-hop
i cac-bénh-nhén-8ang dung digoxm-

azithromycin (500 mg, 1 1an-mdi ngay) khong lam-anh- hudng dén
ndng-dd-cha azithromycin-<trong-huyét-teongr

Céac thudc tranh thai dudng uéng: Dung dong thédatorvastat in-véi
thudc tranh-thai—dwong—uong cé- ehlra—norethindron va ethinyl
estradiol 1dm tdng-gia tri cla dién tich-dwéi-dirong cong ndng do
theo thoi gian (AUC) clia-norethindron va ethinyl-estr-adk)l 1én xap
xi 30% va 20%-—Can xem xét dén s tangay khi lva chon mét
thu6c-tranh thai dwong-udng cho nhitng phu nit dang dwoc-digu-tH
bang atorvastatin:

ICffl/rtd»v- F-nghiéfi clu vé-twong tac giira atorvast-atiir-ya warfarin
da duoc-ién-hanh va khéng quan-sét thdy sv tvong-tac cd y nghia
I&m sang nao-

Col/eliiein: Mac du chua thyc-hién-eéc nghién clru vé tvong tac-thuée

céo khi atorvastatin dugc st dung dong thoi véi colchicin- vi~ay-can
than trong-kl-cM-dinli atorvastatin-chrmg- vé-teolchicin.

Amlodipin-. Trong-nghién clru tvong-tacgira-cae-thudc trén nhiing
ddi tvong khde manh;dung-dong thoi atorvastatffl-8tl-ffig\vé |

Viéc st dung don doc ezetimibe c6 thé dan dén cac bién co lién
quan dén co, bao goém tiéu co van. Do dé nguy co gap cac bién cd
nay c6 thé tang Ién khi dung dong thoi voi ezetimibe va
atorvastatin. Nén theo d6i I&m sang cac bénh nhan nay mot cach
thich hop.

Colestipol

Nong do trong huyét twong clia atorvastatin va cac chat chuyén héa
c6 hoat tinh ctia né gidm xudng (ty lé nong do atorvastatin: 0,74)
khi cho dung dong thoi colestipol véi Lipitor. Tuy nhién, anh
huong I1én lipid cao hon khi dung dong thoi Lipitor va colestipol so
voi khi dung don doc mot trong hai thu6e nay.

Acidfusidic

Nguy co bi bénh co bao gém tiéu co van co thé tang lén khi cho
dung dong thoi acid fusidic toan than véi statin. Chua biét co ché
cla twong tac nay (du do la duogc lwc hoc hay dwgc dong hoc, hay
cé hai). D4 c¢6 bao céo bi tiéu co van (cd cd mot sO trwong hop ti
vong) & cac bénh nhan ding két hop cac loai thudc nay.

N&u can diéu tri bang acid fusidic toan than, nén nglrng diéu tri
bang atorvastatin trong sudt qué trinh diéu tri bang acid fusidic
(xem phan 4.4 C&nh bao va than trong dac biét khi s dung).

Colchicin

Mac du céc nghién clu twong tac gilra atorvastatin va colchicin
chua dugc thwc hién, da co bao céo céac trvong hop bi bénh co khi
dung dong thoi atorvastatin véi colchicin va can than trong khi ké
toa atorvastatin v@i colchicin.

Anh hudng cla atorvastatin 18n cac thudc khac duoc cho dung
dong thoi

Digoxin

Khi cho dung dong thoi nhiéu liéu digoxin va atorvastatin 10 mg,
néng do digoxin & trang thai 6n dinh tdng nhe. Bénh nhan dung



amlodipin 10 mg lam-tdng-néng do atorvastatin-18%, diéu nay khORg
ed y nghia-v&4affl-sangr

Acidfusi(Uc:-Mae du cdc nghién clu-"vé-ttfoag-tae-gisa atorvastatin
va acid fusidic chwa-dwoc-tién hanh nhwng da c6 bdo cdové edevan
dé—vé—eo nghiém trong, nhu ly:gidi co-van-khi dung két hop

atorvastatin va acid fusidic-sau-kh+ thudc luu hanh trén-thi-truongT

cari theo ddi-k&nh-»Mn-ehdt-6h&'Va co thé-can-nM&-tam-uging diétt
tri bang atorvastatirb

Cuc Méa-phép-diéu tri két hop-khaeT

O cé4c ngkién-eéa-1am sang, atorvastatin dd dwoc dung-8ong-théi
¥04 céc thudc chong-tang-huyét ap va diéu-tr+-thay the estrogen ma
khong-e6 bang chitng nao veé-cac-twong tac bat loi co y nghiadam
sdng: Tuy nhién c&c nghién-clru vé twong tae-vi cac thude cu thé
con chuwa dwoc tién hanh.

Viéc-dung cung véi céac thude e ché enzym CYP 3A4 c6 thé-4affl
tdng nbng do clia atorvastatin trong huyét twong dan-dén-tang nguy
co bénh co va tiéu co. Khi dungphei-hep-vai amiodaron;-khong
nén dung qua 20 mg/ngay vi lam tang nguy co gay ra chirng tiéu co
van. DBai voi-nhitng bénh nhan phai-ding liéu trén-20-mg/ngay méi
c6 hiéu qua diéu tri, bac st cd thé-lva chon thuwoc-statin- khae-fnhu
Pravastatinyr

Viéc str dung dong thoi cac-thudc ha lipid mau nhém statin véi cac
thubc digu 4ri-HtV va viém gan siéu vi ¢ (HCV) c6 thé lam tang
ngay co-gay-tén thuong co, nghiém trong-nhéat-4a-tiéu co van, hoi
ching than hu-dan-dén suy than va cé thé gay ti vong-

digoxin nén duoc theo ddi thich hop.
Thudc tranh thai ding duong ubng

Cho dung dong thoi Lipitor véi mot thudc tranh thai dung qua
dudng udng lam tang ndng dd norethindron va ethinyl oestradiol
trong huyét trong.

Warfarin

Trong mdt nghién citu 1am sang trén bénh nhan duoc diéu tri bang
warfarin lau dai, cho dung dong thoi atorvastatin 80 mg mdi ngay
voi warfarin 1am gidm khoang 1,7 gidy thoi gian prothrombin trong
4 ngay dau dung thudc, mirc nay tré lai binh thuong trong vong 15
ngay diéu tri bang atorvastatin. Mac du chi rat hiém cac truong hop
twong tac chéng dong dang ké vé 1am sang duoc béo céo, van nén
xac dinh thoi gian prothrombin trudc khi bt dau cho dung
atorvastatin & bénh nhan dang dung chét chong dong coumarin va
voi mirc do da thwong xuyén trong thoi gian dau diéu tri dé dam
bao khong cé thay doi rd rét vé thoi gian prothrombin. Sau khi da
ghi lai thoi gian prothrombin on dinh, c6 thé theo ddi thoi gian
prothrombin dinh ky theo khuyén céo thuong puy cho bénh nhan
dang dung chat chéng doéng coumarin. Néu thay doi liéu
atorvastatin hodc nguwng dung atorvastatin thi phai 13p lai quy trinh
twong tu. Viéc diéu tri bang atorvastatin khong lién quan dén chay
mau hoac thay doi thoi gian prothrombin & bénh nhan khéng dung
thudc chong dong.

Bénh nhi

Cac nghién clru twong tac thudc chi méi dwgc thwe hién trén nguoi
Ién. Chua rd mirc do twong tac & bénh nhi. Céc twong tac dugc dé
cap & trén cho nguoi Ién va cac canh bao trong phan 4.4 can dugc
xem xét cho bénh nhi.

Tuwong tac thudc



Bang 1. Anh hudng cla céc thudc dung dong thoi lén duoc dong

hoc cla atorvastatin

Thudc duoc cho dung
dong thoi va phac do
lieu

Tipranavir 500 mg
BID/ Ritonavir 200
mg BID, 8 ngay
(ngay 14 dén 21)
Telaprevir 750 mg
g8h, 10 ngay
Ciclosporin 52
mg/kg/ngay, liéu 6n
dinh

Lopinavir 400 mg
BID/ Ritonavir 100
mg BID, 14 ngay
Clarithromycin 500
mg BID, 9 ngay

Saquinavir 400 mg
BID/ Ritonavir (300
mg BID tir ngay 5-7,
tang 1&n 400 mg BID
vao ngay 8), ngay 4-
18, 30 phat sau khi
dung atorvastatin
Darunavir 300 mg
BID/

Liéu (mg)

40 mg vao
ngay 1, 10
mg vao
ngay 20

20 mg, SD
10 mg OD
trong 28
ngay

20 mg OD
trong 4
ngay

80 mg OD
trong 8
ngay

40 mg OD
trong 4
ngay

10 mg OD
trong 4

Atorvastatin

WG
AUC&’
9,4

59

4,5

3,9

3,4

Khuyén cao lam
sang#

Trong truong hgp
can cho dung
dong thoi  voi
atorvastatin,
chdng dung qua
10 mg atorvastatin
mbi ngay. Nén
theo do6i lam sang
cac  bénh nhan
nay.

Trong trwong hop
can cho dung
dong thoi  vo6i
atorvastatin, nén
gidm liéu duy tri
clia atorvastatin.
o cac lieu
atorvastatin - qua
20 mg, nén theo
ddi 1dm sang céac
)énh nhan nay.
Trong truong hgp
can cho dung
dong thoi Vo
atorvastatin, nén
gidm liéu duy tri
clia atorvastatin.
o cac lieu
itorvastatin  qua
10 mg, nén theo
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Ritonavir 100 mg
BID, 9 ngay
Itraconazol 200 mg
OD, 4 ngay
Fosamprenavir 700
mg BID/ Ritonavir

100 mg BID, 14 ngay
Fosamprenavir 1400
mg BID, 14 ngay

Nelfinavir 1250 mg
BID, 14 ngay

Nuwédc budi chum, 240
mL OD *

Diltiazem 240 mg
OD, 28 ngay

Erythromycin 500 mg

QID, 7 ngay
Amlodipin 10 mg,
liu don

Cimetidin 300 mg
OID, 2 tuan

Colestipol 10 g BID,
28 tuan

ngay

40 mg SD
10 mg OD
trong 4
ngay

10 mg OD
trong 4
ngay

10 mg OD
trong 28
ngay

40 mg, SD
40 mg, SD
10 mg, SD
80 mg, SD
10 mg OD
trong 2 tuan
40 mg OD
trong 28

tuan

25

2,3

1,74

1,37

151

1,33

1,18

1,00

0,74**

ddi lam sang céc
bénh nhan nay.

Khong c6 khuyén
céo cu thé.

Khoéng nén udng
mot  lwong 16N
nwéc budi chum
cung atorvastatin.
Sau khi bat dau
hodc sau khi diéu
chinh lieu
diltiazem, nén
theo db6i 1&m sang
cac bénh nhéan nay
mot cach thich
hop.

Nén giam liéu toi
da va theo ddi l1am

sang cac bénh
nhan nay.
Khong c6 khuyén
céo cu thé.
Khong c6 khuyén
céo cu thé.

Khong cé khuyén
céo cu thé



Ché phdm huyén phu
khang acid cla
hydroxid magié va
nhém, 30 mL QID,

17 ngay
Efavirenz 600 mg
OD, 14 ngay

Rifampin 600 mg
OD, 7 ngay (cho
dung dong thoi)
Rifampin 600 mg
OD, 5 ngay (lieu
riéng biét)
Gemfibrozil 600 mg
BID, 7 ngay

Fenofibrat 160 mg
OD, 7 ngay

Boceprevir 800 mg
TID, 7 ngay

&Biéu thi ty 1é gitra cac liéu trinh khac nhau (dung thudc khac dong

10 mg OD
trong 15

ngay

10 mg trong

3 ngay

40 mg SD

40 mg SD

40 mg SD

40 mg SD

40 mg SD

0,66

0,59

1,12

0,20

1,35

1,03

2,3

Khong c6 khuyén
C40 cu thé.

Khong c6 khuyén
céo cu thé.

Néu khong thé
tranh viéc dung
dong thoi, nén cho
ding cung ldc
atorvastatin  vGi
rifampin, c6 theo
ddi 1am sang.

Nén gidm liéu
khoi dau va theo
ddi lam sang céc
bénh nhan nay.
Nén gidm liéu
khéi dau va theo
ddi lam sang céac
bénh nhan nay.
Nén gidm liéu
khoi dau va theo
ddi lam sang céac
bénh nhan nay.
Liéu atorvastatin
khéng nén vuot
qua 20 mg
atorvastatin -~ mdi
ngay trong thoi
gian dung dong
thoi VOi
boceprevir.

thoi voi atorvastatin so véi chi dung riéng atorvastatin).
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Xem muc 4.4 va 4.5 dé biét y nghia lam sang.
* Chira toi thiéu mdt thanh phan trc ché CYP3A4 va co thé lam tang
nong do thudc trong huyét tudng duwoc chuyén hda bdi CYP3A4. udng
mot coc 240 ml nwéc budi chim cling lam giam 20,4% AUC clia chat
chuyén hda orthohydroxy c6 hoat tinh. Luong lén nwéc budi chum
(trén 1,2 1mobi ngay trong 5 ngay) lam tang AUC cua atorvastatin 2,5
lan va AUC clia chat rc ché HMG-CoA reductase cd hoat tinh
(atorvastatin va chét chuyén héa) 1,3 lan.
** Ty g duoc tinh trén m6t mau duy nhat 1dy vao lic 8-16 tiéng sau
khi dung thuée. )
OD = mét lan moi ngay; SD = lieu don; BID = hai lan mo6i ngay; T1D
= ba lan moi ngay; QID = b6n lan moi ngay.

Bang 2: Anh hudng cla atorvastatin Ién dwoc déng hoc cla cac
thudc khéc khi dung dong thoi

Atorvastatin va Thudc dugc dung dong thoi
phacdolieu 1 slisu (mg) Ty 16 Khuyén céo lam
AUC& sang

80 mg OD Digoxin 0,25 mg 1,15 Nén theo ddi
trong 10 ngay OD, 20 ngay thich hgp bénh

nhan dung
digoxin.
40 mg OD Thubc tranh thai 1,28 Khong ¢
trong 22 ngay dung qua duong 1,19 khuyén cao cu
udng OD, 2 thang thé.
-norethindron 1 mg
-ethinyl estradiol
35 pg
80 mg OD *Phenazon, 600 1,03 Khéng co
trong 15 ngay mg SD khuyén céo cu
thé.
10 mg, SD Tipranavir 500 mg 1,08 Khéng cd
BID/ritonavir khuyén céo cu
200 mg BID, 7 thé.
ngay
10 mg, OD Fosamprenavir 0,73 Khong co
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1400 mgBID, khuyén céo cu
14 ngay thé.
Fosamprenavir 700 0,99 Khong co

mg BID/ritonavir khuyén céo cu
100 mg BID, 14 thé.

4021

&Biéu thi ty Ié gitta cac liéu trinh khac nhau (dung thudc khac dong
thoi voi atorvastatin so véi chi dung riéng atorvastatin).
* Cho dung dong thoi nhiéu lieu atorvastatin va phenazon cho thay
anh huéng khong dang ké hodc khdng c6 anh huong cd thé nhan thay
Ién do thanh thai cua phenazon! .
OD = mot lan m6i ngay; SD = liéu don; BID = hai Ian moi ngay.

4.8. Tac dung khéng mong muén

trong 4 ngay

10 mg OD
trong 4 ngay

- Cép nhat théng tin vé tac
dung khéng mong muén
theo theo UK-SPC ngay 6

4.8. Tac dung khéng mong mudn

Atorvastatin nhin-chang dwoc dung nap tot, cic tdc dung-kliéng

mong mudn thwdng nhe-vdThoang-gaar

Trong di¥ liéu nghién ctru 1am sang co kiém ching gia dugc trén
16066 bénh nhan (8755 nguoi dung Lipitor so v&i 7311 ngwdi ding
gid dwgc) diéu tri trong khodng thoi gian trung binh 53 tuan, 5,2%
bénh nhan dung atorvastatin da nglrng thudc do cac tac dung khong
mong mudn so v&i 4,0% bénh nhan dung gia dugc.

Tac-dung khéng mong mudn hay gap nhat (>1%) c6 lién quan dén

lam sang c6 kiém-chitng gia-dwgc bao gdbm:-

Nhiém triing va nhiém ky sinh tring: viém mdi-hong

ROi loan dinh du@ng va chuyén héa: ting dwong huyét

RGi loan hé hd hadp, nguc va trung that: dau hong-thanh quan,
chdy mau cam

Trong di liéu nghién ctru 1am sang cd kiém ching gia duoc trén
16066 bénh nhéan (8755 nguoi dung Lipitor so véi 7311 nguoi dung
gid dwoc) diéu tri trong khoang thoi gian trung binh 53 tuan, 5,2%
bénh nhan dung atorvastatin d& ngirng thudc do céc tac dung khong
mong mudn so vai 4,0% bénh nhan dung gia dugc.

Dua trén di¥ liéu tir cac nghién cru Iam sang va sau khi thudc luwu
hanh rong rdi, bang sau day trinh bay cac tac dung khéng mong
mudn cla Lipitor.

Tan sudt tdc dung khong mong mudn wéc tinh duge phan loai theo
quy wéc sau day: thuong gap (> 1/100, < 1/10); it gap (> 1/1.000, <
1/100); hiém gap (> 1/10.000, < 1/1.000); rat hiém gap (<
1/10.000), chua biét (khdng woc tinh duoc tir dir liéu sén co).

Nhiém tring va nhiém ky sinh tring:
Thuong gap: viém mdi-hong

ROi loan méu va hé bach huyét:

Hiém gap: giam tiéu ¢ a u

thang 1 nam 2017
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RAi loan hé tiéu hoa: tiéuchay, kho tiéu, budn non, day hoi

RGi loan hé @ xuong va md lién két: dau khép, dau chi, dau
Xwong-va-eo, co cling co, €au-eo, sung khop

Xét nghiém: chirc nang gan bét thuong, tang creatin phosphokinase
huyét

Géc tac dung khéngmeng-mudn thém-duwgi-day dwoc bao céo trong
nghién ctru 1am sang cd d6i ching gia-éugc- efla atorvastatin bao
gérm

Réidoan tam than--ac-ffléng

R6i loan méat:-nhiTHNeé

RGi loan tai va tai trong: U-tai

Rd&iHoan hc ticu hoa:-khé-ehiu ving-bunwg- ¢died

Roi loan hé gan mat:-viéffl-gan, tdc mat

Rdi-loan-da va moédudi da: may day

RGi loan-hé-eoxrongva md lién két: moi €05 dau co

R6i loantoan-than va tai-chd: Iché 6, sét

Xét nghicm:-baeh-€au trong nwéc tiéu dwongTmh

déu-céundi quan-lié nhan qua voi diéu tri bang atorvastatin.
O tré cm
Nhitng bénh nhan dwoc diéu tri bang atorvastatin nh‘m‘chung eé-ede
tac dung’khéng-meng muon tutrng tw nhdm diéu-tri-bang gia duo'c,
kha khong xét-dén nguyén nhan-thi tac dung khong mong muon
thwong gap nhat évgcghi-nhan & ca 2 nhdm la nhiem trung.

tdc dung khéng mong
mudn bé-SHttg sau day da dwoc bao céo:
R6i-loan mau va hé bach-huyct: gidm tiéu caiv
R6i loan hc mién dich: phan tng di 'ng (gdm ca choang phan vé);
Ton thuong, nhiém doc va bién chirng: dirt gan;

R&i loan hé mién dich:

Thuong gap: phan tng di tng

R4t hiém gép: qua man

R0i loan dinh dudng va chuyén hoa:
Thuong gap: tang duong huyét

it gdp: ha duwong huyét, tang can, chan an
Roi loan tdm than:

it gap: 4&c mdng, mat ngu

Roi loan hé than kinh:

Thuong gap: dau dau

it gap: chéng mat, di cAm, giam cam giac, loan vi giac, mat tri nhé

Hiém gdp: bénh than kinh ngoai bién

R&i loan méat

it gap: nhin mo

Hiém gap: roi loan thi giac

RGi loan tai va tai trong

it gap: v tai

Réat hiém gap: gidm thinh giac

RGi loan hé hd hdp, nguc va trung that:

Thuwong gap: dau hong-thanh quan, chay mau cam

ROi loan hé tiéu hda:

Thuong gap: tdo bon, day hoi, khé tiéu, budn non, tiéu chay
it gap: nén, dau bung trén va bung dudi, o hoi, viém tuy
RGi loan gan mat

it gap: viém gan

Hiém gdp: ¢ mat

Réat hiém gap: suy gan
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R&i loan chuyén-h6a-va-dinh dudng:tang can;

Roi loan hé than ldnh: gidam-edm-giac;-suy-giani-nhar thirc (chiing
quéns lidan)chéng mat, loan vi giac;

R&i loan hé ticu hda: viém tuy;

Ré&i loan-da-va-mo-dudi da: hoi chirng Stevens-Johnsoiv h &ai-té'

biéu bi da do nhiém doc, phti mach, ban dd éa-éang,- ban-cd bong
tilggvy

U

R0i loan da va mo duwd'i da

it gdp: mé day, phat ban trén da, ngita, rung téc

Hiém gap: phu mach than kinh, viém da béng nuéc bao gdm hong
ban da dang, hdi chitng Stevens-Johnson va hoai t& biéu bi nhiém
déc

R&i loan hé co-xwong va mo lién két:

Thuwong gap: dau co, dau khép, dau chi, co ciing co, swng khép,
dau lwng

it gdp: dau co, mdi co

Hiém gdp: bénh co, viém co, tiéu co van, chan thuong gan, doi khi
bién chiing thanh dut gan

Chua biét: bénh co hoai t&r do mién dich

RGi loan hé sinh san va tuyén vi

Réat hiém gap: nir hda tuyén vu

R&i loan toan than va tinh trang tai chd dung thudc

it gdp: kho &, suy nhuoc, dau ngwe, phii ngoai bién, kiét strc, sot
Xét nghiém:

Thuong gap: chirc ndng gan bat thuong, tang creatin kinase huyét

it gdp: t€ bao bach cau trong nudc ti€u

Ciing nhuv véi cac chat tc ché HMG-CoA reductase khac, da co
bao céo tdng ndng do transaminase trong huyét thanh & bénh nhéan
duoc cho dung Lipitor. Céc thay doi nay thwong nhe, thoang qua
va khéng can gian doan diéu tri. Transaminase trong huyét thanh
tang rd rét vé 1am sang (> 3 lan gi¢i han trén binh thwong) ¢ 0,8%
bénh nhan dung Lipitor. Tinh trang nay c6 lién quan dén liéu va c
thé hoi phuc & tat ca cac bénh nhan.

Nong do creatin kinase (CK) trong huyét thanh tang hon 3 lan gigi
han trén cGa mic binh thwong & 2,5% bénh nhan dung Lipitor,
twong tw nhw cac chat rc ché HMG-CoA reductase khac trong thir
nghiém lam sang. Cac ndng dd cao hon 10 Ian khoang trén binh
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51

Pac tinh dwoc lwc hoc

thudng gap & 0,4% bénh nhan dugc didu tri bang Lipitor (xem phan
4.4 Canh bao va than trong dac biét khi si dung).

Bénh nhi

Cac bénh nhi tir 10 dén 17 tubi duoc diéu tri bang atorvastatin ¢ dac

diém tac dung khong mong muén nhin chung tucmg tw nhw bénh

nhan dung gid dwoc, cac tac dung khong mong muén thudng gap
nhéat quan séat thdy & ca hai nhom, bat ké dugc danh gia do nguyén
nhan ndo, déu la nhiém tring. Khéng quan sét thdy tac dong dang ké

Ve lam sang lén su tang trudng va trudng thanh gidi tinh dugc theo

ddi trong mdt nghién ctru 3 ndm dua trén danh gia sv truong thanh

va phét trién tong thé, danh gia theo giai doan day thi Tanner, va do

chiéu cao va can nang. Bdc tinh an toan va kha nang dung nap &
bénh nhi cling twong tw nhu déc tinh an toan dé biét cla atorvastatin

& nguoi lon.

Co s di¥ liéu vé an toan lam sang bao gdm di¥ liéu an toan ctia 520

bénh nhi dugc cho dung atorvastatin, trong dé 7 bénh nhan < 6 tudi,

121 bénh nhan tir 6 dén 9 tudi, va 392 bénh nhan tir 10 dén 17 tubi.

Theo dif liéu c6 san, thi tan sudt, loai va mirc dd nghiém trong cla

céc tac dung khong mong mudn ¢ tré em la twong tv nhw & ngudi

I6n.

Céc tac dung khong mong muén sau dav da duoc bao cdo vai mot sd

statin:

« ROi loan chirc nang sinh duc.

e Tram cam.

« Cac treong hop ngoai |8 mic bénh phéi k& dac biét 1a khi diéu i
dai han (xem phan 4.4 Canh bao va than trong dac biét khi st
dung).

« Tiéu duong: Tan suét sé phu thudc vao viéc cé hay khong cé cac
yéu t6 nguy co (duong huyét lic doéi > 56 mmol/L,
BMI>30kg/nr, tang triglycerid, tién s bi cao huyét ap).

5.1 Dac tinh duogc lvc hoc

- Stra 16i dich thuat
- Cap nhat théng tin vé
dwoc luc hoc trén bénh nhi
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Atorvastatin calci 1a b6t két tinh mau tlf trang dén tring nga, thuc té
khong tan trong cac dung dich nwéc c6 do pH < 4. Tan rét it trong
nwdc cat, dung dich dém phosphate c¢d do pH 7,4 va acetonitrile; tan
nhe trong cbn ethanol va tan dé dang trong con methanol.

Co ché tac dung

Atorvastatin 1a mot chéat trc ché canh tranh va chon loc men kht
HMG-CoA, mdt men quyét dinh vé mirc do trong qua trinh téng
hop cholesterol chuyén doi HMG-Co-A thanh mevalonat, mot tién
chét clia cac sterol, bao gdm ca cholesterol. O’ cac bénh nhan cé
tang cholesterol mau c6 tinh gia dinh dong hop t& va di hop t&, céac
thé tang cholesterol mau khong cé tinh gia dinh, va r6i loan lipid
mau hdn hop, atorvastatin lam giam C- toan phan, LDL-C, va apo
B. Atorvastatin cling lam gidm cholesterol lipoprotein ty trong rat
thap (VLDL-C) va triglye-eridva lam tang nhe HDL-C.

Phong nglra bién ching tim mach

Bién c6 Gidm nguy  s6 bién cb Gia tri
co twong d6i  (atorvastatinso p
(%) voi giad duoc)

.. .phéti thuat bac

cau mach vanh,

nong mach vanh

qua da, tai théng

mach, dét quy) 37 % 83 so voi 127 0,0010

Nhoi mau co tim 42 % 38 so voi 64 0,0070

(Nh6i mau co tim
t0' vong va khong
tlr vong, nhdi mau
co tim hu 13ng)

theo UK - SPC ngay 6

Atorvastatin calci 1a bot két tinh mau t' tring dén trdng nga, thuc ° 5
thang 1 nam 2017

t€ khong tan trong cac dung dich nuéc c¢d do pH < 4. Tan rét it
trong nuéc cét, dung dich dém phosphat c6 do pH 7,4 va
acetonitril; tan nhe rong con ethanol va tan dé dang trong con
methanol.

Co ché tac dung

Atorvastatin 1a mot chat (rc ché canh tranh va chon loc men khi
HMG-CoA, mdt men quyét dinh vé mirc do trong qua trinh tong
hop cholesterol chuyén doéi HMG-Co-A thanh mevalonat, mot tién
chét cla céc sterol, bao gdm ca cholesterol. O cac bénh nhan cé
tang cholesterol mau cé tinh gia dinh dong hop t& va di hop tt, céc
thé tang cholesterol mau khéng cé tinh gia dinh, va r6i loan lipid
mau hon hop, atorvastatin lam giam C- toan phan, LDL-C, va apo
B. Atorvastatin cling lam gidm cholesterol lipoprotein ty trong rat
thap (VLDL-C) va triglycerid, va lam tang nhe HDL-C.

Phong nglra bién ching tim mach

Bién co Gidm nguy  s0 bién c6 Gia
@tuwong (atorvastatinso trip
ddi (%) voi gid dug'c)
... phau thuat bac
cau mach vanh,
nong mach vanh qua
da, tai théng mach,
dot quy) 37% 83sovoi 127  0,0010
Nhoi mau co tim 42 % 38 so voi 64 0,007
(Nh6i mau co tim 0

tl vong va khéng
tr vong, nhoi mau
co tim tham 1dng)
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Vi*a xordong mach

... Trong nhém dung atorvastatin (n=253), sy thay doi phan ram
trung binh tlr mirc co ban trong téng thé tich vira dong mach (tiéu chi
nghién ctru dau tién) la -0,4% (p=0,98) & nhém dung atorvastatin va
+2,7% (p=0,001) & nhém dung pravastatin (n=249). .

Dot quy tai phéat

Nhiing bénh nhan diéu tri bang atorvastatin 80 mg bi
quy «ae-it hon ...
Phong ngtra thi phat céac bién cd tim mach

Tiéu chi chinh  Atorvastatin Atorvastatin

cOy nghia
10 mg 80 mg HRa
(95%Cl)
(N=5006) (N=4995)
... Pau that 615 (12,3) 545 (10,90 0,88
nguc dau tién (0,79;0,99)

Khong thay su khac biét c6 y nghia vé cac nguyén nhan gay tlr vong
gitra cac nhdm diéu Uri: 282 (5,6%) & nhoém ding atorvastatin liéu 10
mg/ngay so voi 284 (5,7%) & nhém dung atorvastatin lieu 80
mg/ngay. Ty Ié cac ddi twong t0’vong do tim mach bao gdm t& vong
do bénh mach vanh va dét quy t0’vong it hon vé sé lwgng & cdc nhdm
dung atorvastatin 80 mg so v&i nhdm dung atorvastation 10 mg. Ty Ié

Vira xo’dong mach

... Trong nhdm dung atorvastatin (n=253), sy thay doi phan tram
trung binh tlr mirc co ban trong tong thé tich vira xo ddng mach (tiéu
chi nghién cuin dau tién) la -0,4% (p=0,98) & nhém dung atorvastatin
va +2,7% (p=0,001) & nhém dung pravastatin (n=249.

Dot quy tai phat
Nhitng bénh nhan diéu tri bang atorvastatin 80 mg bi dot quy it hon,
du la bat ki loai dot quy nao ...

Phong nglra thi phéat céac bién ¢6 tim mach

Tiéu chi chinh  Atorvastatin Atorvastatin

cO y nghia
10 mg 80 mg HR'
(95%Cl)
(N=5006) (N=4995)
...Dau that 615 12,3 545 10,9 0,88
nguc dau tién
(0,79-0,99)

Khong thay su khac biét cd y nghia vé cac nguyén nhan gay tlr vong
gitra cadc nhém diéu tri: 282 (5,6%) & nhém dung atorvastatin liéu 10
mg/ngay so voi 284 (5,7%) & nhdém dung atorvastatin lieu 80
mg/ngay. Ty lé cac doi twong tlr vong do tim mach bao gom t&r vong
do bénh mach vanh va dot quy ti’vong it hon vé so lvgng & cac nhom
dung atorvastatin 80 mg so v&¢i nhom dung atorvastatin 10 mg. Ty 1&
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cac doi twong tir vong khong do tim mach nhiéu hon vé s6 lwgng &
nhom dung atorvastatin 80 mg so v&i nhém dung atorvastation 10
mg.

Tang cholesterol mau c6 tinh gia dinh di hop t& & tre em:

Trong mot nghién clru mu doiv-ed -k-iém chiing véi gia duoc-duoe
ti€p tuc sau-do -la mot giai doan nghién clru-m@. 187 tré em trai va
tré em gai-da-co kinh nguyét tuéi-tlr 10 dén 17 (trung binh 13 14,1
tudi) co tang cholesterel-mau cé linh-gia-émh-di-hgp-1v hode-tang
cholesterol mau ning-éwec cho diéu-tr-1-ngaamhién hodc ator-vastat-m
(n 140) hodc-gia duwoc (n 47) trong-26-t-uan, sau do bénh nhan
duoc dieu-tri-t-iép bang atorvastat-in-trong- 26 -tuan—Piéu-chuén choa
bénh gom: I)-LI>fc-€-t-r-uo'c dieu tri >-1-90-mg/dT-hedc 2) L-DL G
truoc-d-iéu-t-r-i > 160 mg/dL va tién can gia-émh-eo-tang cholesterol
mau co tinli mgia-émhrhedc co tién can bénh tim-mach som-eo-m-ot
ilUall ilw UlJinui Uuv WU I O U aomt LUL LU~ Uilill
T uicl li 11l 1 mg/QL. M10lig 1010d-lig 2»00,U iUy u
nnora atorvastatin va .¢JU,U mg/Qb-(;irong Ivnoang 100.0—

irong 4-Tuan aau-sau -ao tang 1611 zu mg/ngay neu--Dom nnan-imt-e

1A 9.0 mWnp'nv- in 7S n"uoi
155 7%!
AlOlva.sia.i-Hi-iaiEi-gifii Ti-Qalig-Ke enoicSieiQi-iOan-piidn, Lsul, v 7

Dang Jp

cac doi tvong tlr vong khong do tim mach nhiéu hon vé s6 lugng &
nhom dung atorvastatin 80 mg so v&i nhdm dung atorvastatin 10 mg.

Bénh nhi

Tang cholesterol mau c6 tinh gia dinh di hgp t& & bénh nhi tr 6 dén
17 tuoi

M@t nghién cttu 8 tuan, nhan mé dé danh gia dwoc dong hoc, dwoc luc
hoc, dd an toan va kha nang dung nap atorvastatin duwgc ti€n hanh trén
tré em va thiéu nién bi tang cholesterol mau cé tinh gia dinh di hop tu
da dugc xac nhan vé di truyén va LDL-C ban dau >4 mmol/L. Tong
cong 39 tré em va thiéu nién, tir 6 dén 17 tudi, duoc ghi danh vao
nghién cru. Nném A bao gom 15 tré em, tlr 6 dén 12 tudi va c6 giai
doan day thi Tanner 1 Nhém B bao gdm 24 tré em, tir 10 dén 17 tudi
va Tanner > 2,

Ligu ban dau cla atorvastatin 1a 5 mg mdi ngay du¢i dang mot vién
nhai trong Nném A va 10 mg mdi ngay dugi dang vién nén trong
Nhém B. Liéu atorvastatin dugc cho phép tang gap doi néu mot doi
twong chuwa dat LDL-C muc tiéu la < 3,35 mmol/L vao Tuan 4 va néu
atorvastatin dwgc dung nap tot.

Gia tri trung binh cta LDL-C, TC, VLDL-C, va Apo B gidm muén
nhat vao Tuan 2 cho tat ca cac dbi twgng. VGi cac ddi tvong dugc
tang liu gdp doi, quan sat thdy con gidm thém sém nhét sau 2 tuan,
trong lan danh gia dau tién, sau khi tang lieu. Mc gidm phan tram
trung binh cla cac thong s lipid la tuong tw & ca hai nhém, bét ké cac
ddi twgng tiép tuc st dung liéu ban dau hay tang lieu ban dau lén gap
ddi. O Tuan 8, trung binh, thay d8i phan tram tr gia tri ban dau cla
LDL-C va TC tuwong (ng la khodng 40% va 30% trong cac khoang
nong dé thir nghiém.

Trong mot nghién clw th 2, nhan m&, mdt nhanh, 271 wé em trai va
tré em gai c6 tang cholesterol mau c6 tinh gia dinh di hop ti da dwgc
chon va diéu tri voi atorvastatin trong thoi gian t6i da 3 ndm. Tiéu chi
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TU

Bang-5-Fac dung giam lipid-matt cla atorvastatin p-tré-em-rai
va-gai co tang cholesterol mau cd tinh gia dinh di hop t0' haae
tang cholesterol ma« nang

b awine N c todn LDL-C HDL-C Triglye Apolipo
PRy B MALY e
4? -M- -Op4 -H9 0
duec 440 -34r4 258 -4*1© -340

ratim

€-—teae—phaft= cholesterol iean—phan;—LDL €= cholesterol
lipoprotein ty trong thdp; HDL G= cholesterol lipoprotein ty-trong
eao; TG~triglyceride

chon vao nghién ctru yéu cau dugc xac nhan cé tang cholesterol mau
c6 tinh gia dinh di hop t0’va LDL-C ban dau >4 mmol/L (khodng 152
mg/dL). Nghién ctru bao gdbm 139 tré em c6 giai doan phat trién bénh
0 giai doan Tanner 1 (thuong tir 6-10 tu6i). Liéu atorvastatin (1
lan/ngay) khéi dau la 5 mg (vién nhai) & tré dudi 10 tu6i. Tré tir 10
tudi tré Ién dugc dung lieu khéi dau 10 mg atorvastatin (1 lan/ngay).
T4t ca tré em c6 thé dugc diéu chinh dén liéu cao hon dé dat muc tiéu
< 3,35 mmol/1 LDL-C. Liéu trung binh cho tré tlr 6-9 tudi la 19,6 mg
va liéu trung binh cho tré 10 tudi tré 1én la 23,9 mg.

Mirc LDL-C (+/- SD) ban dau la 6,12 (1,26) mmol/L t&c la khoang
233 (48) mg/dL. Xem két qua cudi cung trong bang dudi.

Dii liéu thu dugc ciing cho thdy khong cé anh huwdng cuia thudc 1én sw
tang trudng hodc su phat trién (nhu chiéu cao, can nang, BMI, giai
doan Tanner, danh gia clia nghién clru vién vé mic do truéng thanh
va phat trién tong thé) & bénh nhi va thiéu nién co6 tang cholesterol
mau cd tinh gia dinh di hop t dugc diéu tri v&i atorvastatin trong
nghién clru kéo dai 3 nam. Khdng co tac dong nao dugc ghi nhan theo
danh gia ctia nghién ctu vién 1én chiéu cao, can nang, BMI theo tudi
ho#c theo gidi tinh & moi 1an tham kham.

Tac dung gidm lipid mau cla atorvastatin & nam va ni thi€u nién
c6 tang cholesterol mau co tinh gia dinh di hou t&r (mmol/LO

Thoi N TC LDLC HDL-C TG  ApoB
diém (SD) (SD) (SD) (SD) (SDy
786 612 1314 093 142

21 130)  (126) (02663) (047) (0.28)**
Théng L 4% 32 127 079 0%
20 O77)*  (067) (0279%) (038)* (0,17)*
Tng . 512 345 138 078 (002'8;"’**
36/ET 086) (08) (02739) (041) 0%

TC=t6ng cholesterol; S.D. = do léch chuan (standard deviation); LDL-
C = cholesterol-C ty trong thap (low density cholesterol-C); HDL-C =
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Mtc LDL ¢ dat -dwgc trung bmh'1&- 1-30r7-ffig/dL (trong-khoang
70,0-242,9-mg/dL) & nhom diéumd-bang atorvastatin so-v&i-mire
2285-mg/dL (trong khoang-152,0 385,0 mg/dL) & nhom-gia-Euvee
sau 26 tuantrong-giai-éean nghién ctru Niw-261T

Trong-nghién clu c6 kiém chdng nay, khong—eé-anh huong cla
thwde-trén s tang tredng-hedc su trudng-thanh cla gidi tinh & tré
em tralthoge-anh-huéng trén-tkoi-gian-ctia chu ki kinh &-tré-em géah
Atorvastatin hién van chwa-8uoc nghién ciru trong-cée-thhHgh4ém
lam sang co6 kiém-ehirng trén bénh nhan tudi day-thi-hodc bénh nhan
dwdi 10 tudi. Tinh an toan va hiéu qua cla atorvastatin & ligu trén
20 mg/ngay-chua- dwoc nghién-clru-trong cac thtr nghiém cd kiém
ching & tré em--Hiéu qua lau dai cda‘Viéc diéu tri bang-atorvastatin
trén tré em-nham-4am giam xuét-dé-bénh va xuét do ti vong-9-tuéi
trudTig thanh-hién-van chua duoc thiét 1ap.

_.*

cholesterol-C ty trong cao (high density cholesterol-C); TG =
triglycerid; Apo B = apolipoprotein B; “Thang 36/ET” bao gom ca di
liéu t&i lan tham kham cubi cling cho nhiing ddi tuong két thiic tham
gia som trwdc mdc 36 thang du kién cling nhu di¥ liéu day du 36 thang
0 nhitng déi twgng tham gia dd 36 thang; “*’=N & Thang 30 cho sb
liéu nay 12 207; “**” = N ban dau cho s0 liéu nay 1a 270; “***” =N &
Thang 36/ET cho s0 liéu nay 1a243;  =g/L cho Apo B

Tang cholesterol mau cé tinh gia dinh di hgp ti & bénh nhi tir 10 dén
17 tudi

Trong mot nghién clru mu doi, déi ching gid duoc, tiép theo 1a mot
giai doan nhan m@, 187 bé trai va bé gai da co kinh nguyét tir 10 dén
17 tudi (tudi trung binh 14,1) bi tdng cholesterol mau c6 tinh gia dinh
di hop t¢ (FH) hoac tang cholesterol mau nghiém trong duoc chon
ngau nhién cho dung atorvastatin (n=140) hoic gia duoc (n=47)
trong 26 tuan va sau do tat ca déu duoc cho dung atorvastatin trong
26 tuan. Liéu atorvastatin (mot 1an mdi ngay) la 10 mg trong 4 tudn
dau tién va diéu chinh tang lén 20 mg néu ndong d6 LDL-C >3,36
mmol/L. Atorvastatin lam giam ré rét néng do tong C, LDL-C,
triglycerid, va apolipoprotein B trong huyét twong trong giai doan
mu doi 26 tuan. Gia tri LDL-C dat dugc trung binh la 3,38 mmol/L
(khoang: 1,81-6,26 mmol/L) trong nhom atorvastatin so véi 5,91
mmol/L (khoang: 3,93-9,96 mmol/L) trong nhdm gia dwoc trong giai
doan mu ddi 26 tuan.

Mot nghién clru b6 sung én bénh nhi vé atorvastatin so véi
colestipol & bénh nhan bi tang cholesterol mau tir 10 dén 18 tudi cho
thdy rang atorvastatin (N=25) lam giam rd rét LDL-C & tuan 26
(p<0,05) so vGi colestipol (N=31).

M6t nghién cltru tir thién da duoc thyc hién trén bénh nhén bi tang
cholesterol mau nghiém trong (bao gdm tang cholesterol méu di hop
tlr) bao gdm 46 bénh nhi duoc diéu tri bang atorvastatin duoc diéu
chinh liéu theo dap (ng (mot so doi tugng dwoc cho ding 80 mg
atorvastatin moi ngay). Nghién ctu nay kéo dai 3 ndm: LDL-
cholesterol giam 36%.
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5.2.Ddc tinh dwgc dong hoc
Céc ddc tinh dugc dong hoc va chuyén hoa:

Phan bd: Thé tich phan bd trung binh cla atorvastatin xap xi 381
Ui...

Chuyén hoa: ...Cac nghién ctu trén invitro goi y tim quan trong
clia qua trinh chuyén hda atorvastatin bdi CYP 3A4 phu hop voi
ndng do atorvastatin tdng cao trong huyét twvong & nguoi sau khi
ding dong thoi voi erythromycin, mot chat (¢ ché da biét doi voi
isozym nay. Cac nghién ctru trén invit-ro ciing chi ra rang
atorvastatin la mot chét (rc ché yéu doi voi CYP 3A4...

Cac nhém d6i twong dac biét

T-ré-em: Céc nghién-clru védwoc dong- hoe-ehi-ra-uoc ti€én hanh-é
cac bénh nhan-nhi-khoa.

Anh huéng cia cac thudc chi dinh ddng thoi trén dwoc dong hoc
cla atorvastatin

5.2. Bac tinh dwoc dong hoc

Chua thiét lap dwoc danh gid hiéu qud dai han cla liéu phap

atorvastatin trén tré em nham lam giam ty I1& bénh tat va tir vong &

giai doan truéng thanh.

-Stra 16i dich thuat

- Cap nhét thong tin vé
dwgc dong hoc trén doi
twong tré em theo CDS ver
Phan b6: Theé tich phan bd trung binh cla atorvastatin xap xi 381 16.0

L...

Chuyén hoa: ... Cac nghién ctru trén in vitro goi y tim quan trong

clia qua hanh chuyén hoa atorvastatin bdi CYP 3A4 phu hop voi

nong do atorvastatin tdng cao trong huyét twong & ngudi sau khi

ding dong thoi voi erythromycin, mot chét (rc ché da biét d6i voi

isozym nay. Cac nghién cuu trén in vitro ciing chi ra rang

atorvastatin la mot chat trc ché yéu ddi voi CYP 3A4...

Cac nhém dbi twgng dac biét

Céc dac tinh duoc dong hoc va chuyén hoa:

Tré em: Trong mét nghién ctru 8 tudn, nhan ma, bénh nhi (tudi 6-
17) & giai doan Tanner 1 (N=T5) va giai doan Tanner > 2 (N=24)
co tang cholesterol mau cd tinh gia dinh di hgp tir va LDL-C ban
dau >4 mmol/L dwoc diéu tri voi vién nhai 5 hodc 10 mg hodc vién
nén bao phim 10 hoc 20 mg atorvastatin mot lan méi ngay, tuéng
rng. Khéi luvgng co thé la bién duy nhat thay ddi trong mé hinh
dwoc dong hoc trén quan thé atorvastatin. D9 thanh thai qua dwong
udng cla atorvastain & bénh nhi la twong tw véi nguoi 16n khi quy
do6i theo mai twong quan vé khoi lvgng co thé. Mirc gidm phu hop
v6oi LDL-C va TC dugc quan sat thdy trong khoang néng do phoi
nhiém cla atorvastain va o- hydroxyatorvastatin trong nghién ctu.

Anh huéng clia cac thude chi dinh ddng thoi trén dwoc dong hoc
cla atorvastatin
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Thu6c duwoc chi dinh
dong thoi va ché do
liéu

"Cyclosporin 5,2
mg/kg/ngay, liéu 6n
dinh

#Boceprevir 800 mg
X3 lan/ngayd 7 ngay
#Lopinavir 400 mg X
2 lan/ngay/ ritonavir
100 mg X2 lan/ngay,
14 ngay
"ASaquinavir 400 mg
X2 lan/ngay/
Ritonavir 400 mg x2-
lan/ngay, 15 ngay

"Clarithromycin 500
mg x-3-4an/flgay, 9
ngay

"Darunavir 300 mg X
2 lan/ngay /ritonavir

9 ngay

"ftraconazol 200
mg/ngay-, 4 ngay
"Fosamprenavir 700

ritonavir 100 mg X-S
lan/ngay, 14 ngay
"Fosamprenavlr 1400
mg X2 lan/nga-y, 14
ngay

Atorvastatin

Liéu (mg)

AUC&
10 mg/ngayt  t 7,7 lan
X28 ngay

40 mg-hé« t 2j30 lan
4Hn

20 mg/ngay X t 5'%an
4 ngay

40 mg/ngay X 129 lan
4 ngay

80 mg/ngay X 13,4 lan
8 ngay

10 mg/ngay X
4 ngay

40 mg liéti t 2,3 lan
G

10mg/ngay X t 15 lan
4 ngay

10 mg/ngay X "4,3-tan
4 ngay

Thu6c duuc chi dinh Atorvastatin
dong thoi va ché do lieu

Liéu (mg) Ty 1&

Thay-doi AUC&
S "Cyclosporin 5,2 10mg QDaX 87
t 9,7 lan mg/kg/ngay, liéu 6n dinh 28 ngay

"Tipranavir 500 mg

BID/ritonavir 200 mg 10 mg SDC 9,4
72,66 lan BIDh 7 ngay

"Telaprevir 750 mg moi
t 47 Ian gh, 10 ngay 20 mg SD 79

#Boceprevir 800 mg TIDd 40 mg SD 2,3

7 ngay

"Lopinavir 400 mg BID/ 20mgQD X4 59
t 3,3 lan ritonavir 100 mg BID, 14  ngay

ngay

"ASaquinavir 400 mgBID/ 40 mg QD X4 39
Ritonavir 400 mg BID, 15 ngay

" ngay
t 44 fan "Clarithromycin 500 mg 80mg QD X8 45
TU BID, 9 ng_éy ngay
t 13 14n "Darunavir 300 mg 10mg QD X 34
’ BID/ritonavir 100 mg 4 ngay
BID, 9 ngay
"itraconazol 200 mg QD, 4 40 mg SD 3,3
P ngay
t0-24n "Fosamprenavir 700 mg 10 mg QD X 25
BID/ritonavir 100 mg 4 ngay
BID, 14 ngay
"Fosamprenavir 1400 mg 10 mg QD X 2,3
BID, 14 ngay 4 ngay
£-3- 046t "Nelfi‘navir 1250 mg BID, 10 mg QD X 1,74
14 ngay 28 ngay

Ty €

10,7

8,6

10,6
2,7

4,7
43

54

2,2

1,20

2,8

4,0

2,2
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#Nelfinavlr 1250 mg
X2-lan/nggy, 14 ngay
fNuwoc budi, 240
mL/ngay-*-

Diltiazem 240
mg/ngay, 28 ngay
Erythromycin 500 mg
X4 lan/ngaye, 7 ngay
Amlodipin 10 mg,
lieu don

Cimetidin 300 mg x-4
lan/ngay;-24 tuan
Colestipol 10 mg x 2
lan/ngay, 28 tuan

Maalox TC® 30
mL/ngay, 17 ngay
Efavirenz 600
mg/ngay, 14 ngay
#Rifampin 600
mg/ngay, 7 ngay
(dung phdi hop) *
#Rifampin 600
mg/ngay, 5 ngay (liéu
riéng ré) t
"Gemfibrozil 600 mg
x 2 lan/ngay, 7 ngay
"Fenofibrat 160
mg/ngay, 7 ngay

“Lan™thay-déi —ti Ié thay doi [(I-B)/B], 1—gia tri duoc dong hoc
trong giai doan-teong tac, va B = gia-tri-dugo-ééng hoc trong giai-€oan

7

# Xem phan 4.4 Cénh b&o va thén trong dac biét khi st dung va

10 mg/ngay X
28 ngay
40 mg, liéu

40 mg, ligu
10 mg, liéu
80 mgHIéu
o

10 mg/ngay
trong 2 tuan
40 mg/ngay
{rong 28 tuan

10 mg/ngay
trong 15 ngay
10 mg trong 3
ngay

40 mg lieu
don

40 mg béu
(it
40mg béu

don
40mg béu

by Qo fam
t 0,37 Ian
T0,51 lan
t 0,33 lan
(0-14-13au

10,001 Ian

Khong xac
dinh

i 0,33 Ian
i 041 lan

t 0,30-lan

i 0,80 Ian

T0,35 lan

t 0,03 lan

f 12 lan
W b4au
0 lan
¥0,38 Ian
i 0;12-1an
+orH-au
lan**
W 443u
i-0-01-1an
t 1,72 lan
i N
i0,/1014n
i-0,00444u

(0,02 Ian

#Nud6c budi chum, 240 mL 40 mg SD 1,37 1,16
QD*
Diltiazem 240 mg QD, 28 40 mg SD 151 1,00
ngay
Erythromycin 500 mg 10 mg SD 1,33 1,38
QIDC 7 ngay
Amlodipin 10 mg, lieu 80 mg SD 1,18 0,91
don
Cimetidin 300 mg QID, 2 10 mg QD 1,00 0,89
tuan trong 2 tuan
Colestipol 10 g X2 40 mg QD Khéng  0,74**
lan/ngay, 28 tuan trong 28 tuan Xac

dinh
Maalox TC® 30 mL QID, 10 mg QD 0,66 0,67
17 ngay trong 15 ngay
Efavirenz 600 mg QD, 14  10mgtrong3 0,59 1,01
ngay ngay
#Rifampin 600 mg QD, 7 40 mg SD 112 29
ngay (dung phoi hop)T
#Rifampin 600 mg QD, 5 40 mg SD 0,20 0,60
ngay (liéu riéng ré) t
#Gemfibrozil 600 mg BID, 40mg SD 135 1,00
7 ngay
#renofibrat 160 mg QD, 7 40mg SD 1,03 1,02

ngay

& Thé hién ty & gilta cac liéu phap (dung dong thoi thudc khac véi

atorvastatin so voi atorvastatin dom déc)

#Xem phan 4.4 Canh b&o va than trong dac biét khi st dung va phan
4.5 Tuong tac voéi cac thude khac va cac dang tuong tac khac vavéy
nghia lam sang .

* Bao cao thdyAUC tang (ty Ié AUC 2,5 lan) va/hodc Cmax (ty 1é Cmax
1,71 Ian) khi uéng luong 1én nuée budi chum (> 750 mL —1,2 L/ngay).
** Ty & dua trén mau don lay vao 8-16h sau khi udng.
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phan 4.5 Tu'o'ng tac vo'i cac thuoc khéac va cac dang twong tac khac
va vé y nghia lam sang .

* Bao cdo thdy AUC tang (tang gdp 15 lan) va/hodc Cmax (tang tGi
0,71 1an) khi udng lwgng 16n nuwéc bwdi (> 750 mL - 1,2 L/ingay).

** Mau don éwee-mat-8-16h sau khi uéng.

Liéu dung va céach dung.
amot lan moi ngay

dba lan moi ngay

ebdn l1an méi ngay

Anh hwéng clia atorvastatin trén dugc dong hoc clia cac thudc
dwoc chi dinh dong thoi

Atorvastatin ~ Thu6c dugc chi dinh dong thoi va ché do ligu dung

Thudc/Ligu (mg) ey tal Thay doi
AUC& cnm&
80 mg/ngaya  Antipyrin, 600 mg héti 10030 jro,11 Iin

X 15 ngay uun

80 mg/ngay X Digoxin 0,25 mg/ngay, « VA

14 ngay 20 ngay* t 0,15 lan mT-0"04an

40 mg/ngay X Thudc manh thai duong

22 ngay 102810 1023 Ian
- Norethindron 1 mg (P, P,
- Ethinyl estradiol 35 lig t 0,19 lan t 0,30 lan

10 mg/ngay X Fosamprenavir 1400 mg Ar0.3743N 1Q.10

4 ngay X2 lan/ngay, 14 ngay

10 mg/ngay X Fosamprenavir 700 mg

4 ngay N A AR
100 mg X2 1an/ngay, Khong doi  Khéng-&0i
WArpy

‘Lan—thay doi - ty & thay déi [(1-B)/Bj, | =-gia-tri duoc dong hoc
trong giai doan-toeng tac, va B —gia tri dugc-dbng hoc trong giai
rave e P
#Xem phan 4.5 Tuong tac voi cac thude khac va cac dang twong

Liéu dung va cach dung.

amat 1an moi ngay
bhai 1an mbi ngay
°liéu don

dba lan moi ngay

ebbn 1an moi ngay

Anh huirng clia atorvastatin trén dwoc dong hoc cia céc thuée
duoc chi dinh dong thoi

Atorvastatin Thudc dwgc chi dinh dong thoi va ché do ligu

dung
Thudc/Liéu (mg) Ty lé Ty le
AUC& omax&
80 mg QDa  Antipyrin, 600 mg SDb
X 15 ngay 1,03 0,89
80 mg QD X Digoxin 0,25 mg QD,
14 ngay 20 ngay" L5 120
40 mg OD X  Thudc tranh thai duong
22 ngay uéng QD, 2 thang
- Norethindron 1 mg 1,28 123
- Ethinyl estradiol 35 pg U9 1,30
Tipranavir 500 mg BID/
10 mg SD ritonavir 200 mg BIDG 1,08 0,96
7 ngay
10mg QD X Fosamprenavir 1400 mg
4 ngay BID, 14 ngay 0.73 082
10mg QD X Fosamprenavir 700 mg
4 ngay BID/ritonavir 100 mg 0,99 0,94
BID, 14 ngay

&Thé hién ty Ié gitra cac liéu phap (dung dong thoi thudc khac voi
atorvastatin so voi atorvastatin don doc)

#Xem phan 4.5 Tuong tac voéi cac thubc khac va céac dang tuwong
tac khac vé y nghta lam sang

amot 1an mdi ngay;
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tac khac vé y nghta 1am sang b liéu don

amot 1an moi ngay; Ohai 1an mbi ngay
bliéu don
5.3.Dit liéu an toan tién lam sang 5.3. D liéu an toan tién lam sang - Stra 16i dich thuat

Tinh gay ung thw, dot bién, gidm kha ndng sinh san - ... Trong  Tinh gy ung thu, dot bién, gidm kha ndng sinh san - ...Trong
mot nghién clru kéo dai 2 ndm trén chudt nhit, ti 18 mac u té bao gan Mot nghién clu kéo dai 2 ndm trén chudt nhat, ti 18 méc u té bao gan
& nam giGi va ung thw biéu mo t€ bao gan & ni¥ gi¢i tdng Ién khi & chudt duc va ung thu biéu md té bao gan & chudt cai tang 1én khi
dung liéu t6i da... dung liéu t6i da...

...C4 hai xét nghiém Ames vo&i Salmonella typhimurium va ..CA4 hai xét nghiém Ames v&i Salmonella typhimurium va
Escherichia coli va xét nghiém dot bién tién gen hypoxanthine-  Escherichia coli va xét nghiém dot bien gen hypoxanthine-guanine
guanine phosphoribosyltranferase (HGPRT) in vitro trén té bao phdi  phosphoribosyltranferase (HGPRT) in vitro trén t€ bao phdi cla

clia chudt hamster Trung Qudc déu cho két qua am tinh... chudt hamster Trung Qudc déu cho két qua am tinh...

6.5. Tinh chat va dung lvong ctia bao bi déng goi 65.  Tinh chatva dung lwong clia bao bi déng géi - Cap nhat tai liéu tham
Vién nén bao phim Lipitor IOmg, 20mg, 40mg: Hop 3 vi x 10 Vién nén bao phim Lipitor 10mg, 20mg, 40mg: Hop 3 vi x 10 vién Ifrggp nhat phién ban CDS
vién nén bao phim. nén bao phim. R N

tlr version 14.0 Ién
Nha sdn xuat: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 Nha san xuat: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 . «ion 16.0
Vega Baja, PR 00693, Puerto Rico, My. Vega Baja, PR 00693, Puerto Rico, My.
Nha dong géi & xudt xuéng: Pfizer Manufacturing Nha déng gdi & xuét xudng: Pfizer Manufacturing
Deutschland GmbH, Betriebsstatte Freiburg, Mooswaldallee 1, Deutschland GmbH, Betriebsstatte Freiburg, Mooswaldallee 1,
79090 Freiburg, Btrc. 79090 Freiburg, Buc.
®Nhan hiéu da dang ky ®Nhan hiéu da dang ky
LPD Date: 31 December, 2014 LPD Date: 25 Jul, 2017
Reference CDS Date: November 05. 201-1 Reference CDS Date: 12 April, 2016

Reference HA decision: Vietnam HA Letter. 12048/QLD-DK Reference UK SPC Date: 16 January, 2017

of Statin group Reference HA decision: Vietnam HA Letter 12048/QLD-DK dated
4 Dec 2008, Letter 5074 dated 5 Apr 2013 - Adverse event of
Statin group
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Bo YTE CONG HOA XA HOI CHU NGHTA VIET NAM
CUC QUAN LY DuOQC DPoc 1ap - Tw do - Hanh phc

sO:"ja /QLD-PK Ha Noi, ngay gA thangoi nam 201 A
V/v tdng han dung cla thudc

Kinh gti: Pfizer Thailand Ltd.
Bia chi: Floor 36, 37 United Center Building, 323 Silom Road,
Silom, Bangrak, Bangkok 10500, Thailand

Ngay 12/09/2017, Cuc Quan ly Duoc nhan dugc don dé nghi dé ngay
18/08/2017 va céc tai liéu co lién quan cla cong ty (sO ti€p nhan 1326/TDNN)
Ve viéc tang han dung cla thubc dbi voi thudc nwéc ngoai dd dugc cap sd dang
Ky Iuu hanh,

Can clr Thong tuv s6 44/2014/TT-BYT ngay 25/11/2014 clia BO Y t€ Quy
dinh viéc dang ky thubc, Thong tv s6 06/2016/TT-BYT ngay 08/03/2016 ctia Bd
Y t€ vé Quy dinh ghi nhan thuéc,

Can ct bién ban tham dinh ho so thay doi/ bd sung, Cuc Quan ly Dugc co
y kién nhu sau:

Pong y dé cong ty duoc tang han dung cla thudc tlr 24 thang thanh 36
thang doi voi cac thudc:

1. Lipitor, s6 dang ky: VN-17767-14

2. Lipitor, s6 dang ky: VN-17768-14

3. Lipitor, s6 dang ky: VN-17769-14

Cu thé:

- Han dung d& duoc duyét: 24 thang

- Han dung thay doi: 36 thang

Ngoai ndi dung duoc thay doi trén, tat ca cac ndi dung khac gili nguyén
nhuw ho so dang ky thudc lvu tai Cuc Quan ly Duoc.

Cong ty dang ky, nha san xudt phai chiu trach nhiém vé chat lwvgng doi voi
thu6c luu hanh trén thi trudng, ndi dung ghi trén nhan thuéc, quy dinh vé sé hiru
tri tué lién quan dén nhan hiéu hang hoa cua thu6c va c6 trach nhiém théng bao
st thay d6i nay dén céc co quan lién quan va khach hang.

Sau 06 thang ké tlr ngay ky cong van nay, cong ty khéng dwoc nhap khau
thubc trén véi han dung cii clia thudc.

Cuc Quan ly Dugc thong bao dé cong ty biét va thuc hién ding cac quy
dinh cla Viét Nam vé lvu hanh thudc./.

Noinhan: KT.CUC TRUONG
- Nhw trén;

- Lvu: VT, BKT (V).





