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CANH BAO DAC BIET:

Thube bin theo don.
Thudc nay chi ding theo don cia béc s3.

!

¢ ky huing din sir dung trude khl ding.
u can thém thong tin xin héi y kién bic s¥.

Thong biao cho hidc sy nhitng tic dung khong mong muén gap phai khi str dung thude.
Khéng dung qua liéu da duwge chi dinh.

Khéng sir dung thude da qué han dung.

Dé xa tim tay tré em.

2.

‘»
h

wn

TEN THUOC: LIPITOR

THANH PHAN, CONG THUC

Hoat chit: atorvastatin

Céac vién nén ding dudng ubng chita atorvastatin-Hemi calcium 1,5 ;ﬁbuwng duong véi
10mg, 20mg, 40mg hay 80mg atorvastatin. lfk )

Cace ta duge:

Calci carbonate, cellulose vi tinh thé, lactose monohydrate, natri croscarmellose,
polysorbate 80, hydroxypropyl cellulose, magnesi stearate, Opadry White YS-1-7040, nhii
tuong simethicone, sap candelilla.

DANG BAO CHE
Vién nén bao phim: 10mg, 20mg, 40mg, 80mp.

QUY CACH PONG GOI
Vién nén bao phim Lipitor 10mg, 20mg, 40mg, 80mg: Hop 3 vi x 10 vién.

CHI PINH PIEU TRI

Atorvastatin duoce chi dinh nhu mot thube hd tro cho ché d6 an kiéng trong diéu tri cdc bénh
nhén bi tang cholesterol toan phéan, LDL- cholesterol, apolipoprotein B va triglyceride va dé
lam tdng HDL- cholesterol & céc bénh nhdn c¢é tang cholesterol mdu nguyén phat (ting
cholesterol mau ¢6 tinh gia dinh di hop tir va khéng co tinh gia dinh), ting lipid mau phéi
hop (hdn hop) (nhém lla va IIb theo phén loai cua Fredrickson), tang triglyceride mau
(nhom 1V, theo phén loai cta Fredrickson) va & céc bénh nhédn ¢6 roi loan belallpoprotun
méu (nhém 11T theo phén loai Fredrickson) ma khong ¢ dap ung day du véi ché do an.

Atorvastatin ciing dugc chi dinh dé [am giam cholesterol toan phan va LLDL cholesterol ¢ cac
bénh nhan cé tang cholesterol méu ¢6 tinh gia dinh déng hop .

Du phbng bién chimg tim mach
Dbi voi nhitmg bénh nhin khong ¢é biéu hién bénh tim mach 3 rang trén ldm sang, va nhitng
bénh nhén ¢é hoac khéng co r01 loan lipid méu, nhung ¢6 cac Aycu to nguy co cua bénh mach
vanh nhu hut thude, cao huvct ap, ddi thao dudng, HDL-C thap, hodc nhitng bénh nhin tién
st gia dinh ¢6 bénh mach vanh giai doan sém, atorvastatin dugce chi dinh dé:

- giam nguy co tir vong do bénh mach vanh va nhdi méu co tim
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- giam nguy co dgt quy
- giam nguy co cua qua trinh tai thong mach va con dau thit nguc

D6i vi nhimng bénh nhan c6 biéu hign bénh mach vanh rd rang trén 1am sang, atorvastatin
duge chi dinh dé:

- giam nguy co nhbi mau co tim

- giam nguy co djt quy

- giam nguy co qua trinh tai thong mach ,

- giam nguy co phai nhdp vién do suy tim sung huyét

- giam nguy co dau thét nguc

O tré em (10-17 tuox)
Atorvastatin dugc (.hl dinh nhu mot thue hd trg cho ché do an klcng, nhim lam giam
cholesterol toan phin, LDL- C, va apo B & tré em trai va tré em gai dd c6 Kinh nguyet tr
10-17 tudi c6 tinh trang ting cholesterol méu ¢6 tinh gia dinh d; hop tir va sau khi didu tri
bing ché do @n kiéng thich hgp bénh nhan van con nhiing dic diém dudi ddy :
a. Mic LDL-C vén > 190mg/dL hoic
b. Mirc LDL-C van > 160mg/dL va

- C6 tién s gia dinh c6 bénh tim mach soém hoéc

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

6. LIEU LUQNG VA CACH DUNG

Tong quit:

Truéce khi tién hanh diéu tri véi atorvastatin, can c6 géng kiém soat cholestcrol mau ting
bing ché do an hop ly, tap thé duc va glam cin ¢ cac b¢nh nhéan béo ph| va diéu tri cic bénh
Iy co ban. Céc b¢nh nhan nén duy tri ché do an giam cholesterol chuan trong qué trinh diéu
tri bang atorvastatin.

Liéu ding ndm trong khoang tir 10 dén 80 mg mdi ngay. C6 thé st dung céc lidu atorvastatin
vao bt ky thoi gian nao trong ngay, ¢6 kém theo hay khéng kém theo thic an. Liéu ding
khoi dau va duy tri nén dugc cu thé héa cho timg bénh nhan luy theo mirc LDL - C ban diu,
muc tiéu didu tri, va dap tmg cua bc;nh nhan, Sau khi khoi dau diéu tri va/hodc trong qua
trinh chudn lidu cua atorvastatin, cin phén tich ndng dé lipid trong vong tir 2 dén 4 tuan va
theo d6 diéu chinh lidu cho phu hop.

Ting cholesterol miu nguyén phit va ting lipid mdu phdi ho‘p (hon hop) - Phén lon cac
bénh nhan déu duoc kiém soat véx liéu 10mg atorvastatm 1 1dn mdi ngay. Pap dng diéu tn
xudt hi¢n rd rang trong vong 2 tuén, va dap umg tdi da thudng dat dugce trong vong 4 tuan.
Dép tng nay dugc duy tri trong qua trinh sir dung lau dai.

Tang cholesterol méu ¢6 tinh gia dinh ddng hop tir: - Hién chua c6 nhiéu di li¢u trén déi
tugng bénh nhan nay (xem phan 14 Céc diic tinh duge lwe hoc)

Liéu ding cua atorvastatin trén b¢nh nhén tang cholesterol méu c6 tinh gia dinh dong hop tir
la 10 dén 80mg/ngay Trén nhitng bénh nhan nay, nén dung atorvastatm nhu 13 mét thude
ph6| hgp véi céac li¢u phap ha lipid mau khac (vi du nhu truyen LDL) ho#c sir dung khi
khong con céc liéu phéap khac.
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Réi loan lipid mau nghi¢m trong & bénh nban nhi: - Thir nghi¢m dugce gldn Hen.jrcn S0
lugng nho bénh nhan nhi (tr 10-17 tudi) c6 rdi loan lipid méu nghiém trong, nhu tang
cholesterol mau ¢o tinh gld dinh. Liéu kh&i dAu khuyén cdo & nhom dbi tuqng, nay la 10 mg
atorvastatin mdi nga) Liéu diing cé thé téng I&n t¢i 20 mg atorvastatin mdi ngay tuy theo
kha nang dap (ing va dung nap. Liéu ding nén duqc cy thé hoa cho timg bénh nhén theo muc
tiéu didu tri khuyen ¢40 (xem phan 5 Chi dinh didu tri vé phin 14 Cic dic tinh dwge luwe
hoc). Diéu chinh liéu nén duge thue hién cach quéng 4 tuan hoic trén 4 wan.

Sir dung ¢ cic bénh nhéin suy gan — Nén than trong khi str dung lipitor & cac bénh nhéan
suy gan (xem phdn 8 Cinh bio dic biét va than trong diic biét khi sit dung va phan 15
Céc dac tinh dwge dong hoc: Cic nhom dadi twgng dic bu;t) Chong chi dinh sir dung
Lipitor trén nhung b¢nh nhan cé bénh gan tién trién (xem plum 7 Chong chi dgnh)

Sir dung & cac bénh nhan suy thin - Bénh than khong lam anh hudng dén ndng do
atorvastatin trong huyet twong hay mirc dd giam LDL- C cua atorvastatin. Do d6 khong can
phéi diéu chinh liéu & c4c bénh nhan ndy. (xem phtdn 8 Canh bio dic biét va than trong dic
biét khi sir dung)

Sir dung & ngu‘in cao tudi: Pic tinh vé an toan va hiéu qua cta thude & nhithe bénh whin
trén 70 tudi sir dung mizc lidu khuyén cdo 1a tuong tu so voi nhom ddi tugng i du (Xem
phén 15 Cdc dic tinh duge dong hoe: Chc nhém doi twgng dic bigt)

Ding phoi hop véi céc thuoc khéac: - Trong nhitng trudng hqp cin chi dinh phdi hop
atorvastatin véi cyclosporine, lidu dung cla atorvastatin khéng nén vugt qué 10 mg.

Tranh st dung artorvastatin dong thoi véi tclaprcvnr hoic két hop gilra tipranavir/ritonavir.
Céc tuong téc thude duge dong hoc dan dén két qua 1a ]am tang nong do atorvastatin trong
tuén hoan di dugc nhén thdy véi cée chit Gc ché men protease HIV (lopinavir phdi hgp véi
ritonavir, saquinavir phdi hop véi ritonavir, darunavir phén hop véi ritonavir, fosamprenavnr,
fosamprenavir phdi hop véi ritonavir , nelfinavir), chét e ché men protease virus Viém gan
C (boceprevir), clarithromycin va itraconazole. Cén cén trong khi chi dinh ddng thoi véi
atorvastatin va khuyen cao nén c6 ddnh gid lam sang phd hop dé dam bao ap dung liéu
atorvastatin thap nht can thiét. (xem phdn 8 Canh biao dic biét va than trong dic bi¢t khi
sir dung - Anh hwéng trén Co xwong va phin 9 Twong tdc véi cac thude khic va cie
dang khdc ciia twong tic).

Khuyén cao bit déu diéu trj v6i lidu thip nhit ma thudc ¢6 tic dung, sau d6 néu can thiét,
cé thé diéu chinh liéu theo nhu chu va dap Gng cta timg ngudi bing cich tang liéu timg dot
cach nhau khong du’é‘: 04 tudn va phai theo ddi cac phan g ¢6 hai cta thude, dic biét 1a
céc phan tmg c6 hai d6i voi hé co.

Thude ¢6 chita hoat chét Atorvastatin khi ding phdi hop voi Amiodarone, khong nén dung
qua 20 mg/ngay.

Khéng sir dung qua 20mg atorvastatin/ngdy khi phdi hgp véi darunavir + ritonavir,

fosamprenavir, fosamprenavir + ritonavir, saquinavir + ritonavir. Khdng sir dung qua 40mg
atorvastatin/ngay khi phdi hop véi nelfinavir.

CHONG CHI PINH
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Chéng chi dinh Atorvastatin & cac bénh nhan c6:

Quéa min cam vél bt cir thanh phan nao cua thube nay.
Bénh gan tu.n trién hay ting dai ding khéng giai thich dugc cta transaminase huyét thanh
vugt qua 3 lan gidi han trén ctia mire binh thuong, hodc & nhig bénh nhan:

C¢ thai, trong thdi gian cho con b, hay ¢6 kha néing ¢6 thai ma khong sir dung céc bién phéap
tranh thai ddy da. Chi sir dung atorvastatin cho phu nir & luon mang thai khi cac bénh nhén dé
chic chin khong mang thai va sau khi da dugc thdng béo vé céc rui ro ¢6 thé c6 déi véi phoi
thai.

8. CANH BAO PAC BIET VA THAN TRONG PAC BIET KHI SU DUNG

Anh huwéng trén gan:

Ciing nhu cac thudc ha lipid khac cung nhém, sau khi diéu tri bing atorvastatin da c6 béo
cdo vé truong hop tang & mire dd vira phai transaminase huyét thanh (vuot qué 3 lan gidi han
trén ctia mirc binh thuong [ULN]). Chuc ndng gan da dugc theo doi trong cac nghién ciru
lam sang sir dung atorvastatin véi céc lidu 10, 20, 40 va 80mg trude khi ciing nhu sau khi
dua thudc ra thi truong.

Tang dai ding Transaminase huyct twong (vugt qué 3 lan gidi han trén clia mic bln th ng
[ULN] & 2 hay 3 lan do) xuét hién & 0,7% céc bénh nhan su dl,lng atorvastatin lr éy
nghién ciru 1am sang nay Ty 1 cac xét nghiém bat thuong nay lan lugt 14 0,2%:; 0 22?&6%
va 2,3% tuong (mg véi céc liéu 10, 20, 40 va 80 mg. Nhin chung cac truong hgp tang men
gan nay khong lién quan 1éi vang da hay céc dau hi¢u hogc tri¢u chimg 1dm sang khac. Khi
giam liéu atorvastatin hay ngit quang hay m,un;, diéu trj bing atorvastatin thi transaminase
tré lai nhu mie ban diu trude khi diéu tri. Phan Ién cac bénh nhan ucp tuc duge diéu tri
bang atorvastatin v6i liéu giam xuong ma khong ¢é céc di chimg nao.

Cén lam xét nghi¢m enzym gan trudc khi bit ddu diéu tri béng statin cfing nhu khi tinh trang
lam sang ¢6 yéu cau . Cac benh nhén ¢6 Transaminase ting cin dugc theo ddi cho dén khi su
bat thuomg nay duge gii quyct Ncu ALT hay AST lang cao hon 3 lan gidi han trén ciia mirc
binh lhucmg mot cach dai dang, can giam lieu hay ngimg sir dung dtorvastatm Atorvastatin
c6 thé gay ting transaminase (xem phan 12 Cic téc dung khéng mong muén).

Atorvastatin nén dugc sir dung thén trong & céc b¢nh nhén uéng nhiéu rugu va/hoic ¢ tién
str cua bénh gan. Chéng chi dinh sir dung atorvastatin cho céc b¢nh nhan cé bénh gan tién
trién hay tang transaminase dai ding khong giai thich dugc (xem phan 7 Chéng chi dinh).

Anh hu'6’ng trén Co xwong: Pa c6 bao cdo dau co & cac bénh nhéan sir dung atorvastatin
(xem phén 12 Cic téc dung khéng mong muén). Nén lam creatine phosphokinase (CPK)
trude khi dlCU tri trong nhimg truong hop: suy gidam chuc nang than, nhuge gidp, tién sir ban
than hodic tién str g,la dinh mac bénh co di tr uyen, tién sir bi bénh co do st dun& statin hodc
fibrat trude do ucn str bj bénh gan va‘hodc uong nhiéu rugu, bénh nhén cao tdi(> 70 tudi)
¢ nhitng yéu 16 nguy co bj tiéu co van. Néu két qua CPK > 5 lan gidi han trén muc binh
thuong, khong nén bit dau dléu tri bang statin. Bénh co, dugc xéc dinh nhu 1a dau co hay
yéu co ¢6 kém theo tang creatine phosphokinase (CPK) > 10 lan gioi han trén ctia mirc binh
thuong (ULN), cin duge xem xét & bat ky bgnh nhdn nao c6 dau co lan toa, nhay cam dau
hay yéu co vi/hoic ting déng ké CPK. Cén khuyén bénh nhin bao cdo ngay néu ho bi dau,
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nhay cam dau, yéu co khong ;,nal thich dugc. dic biét la cé kém theo mét moi h&yﬂsét Nén
ngirng diéu tri véi atorvastatin néu xuét hién CPK tang déng ké hodc khi ¢6 chdn dodn hay
nghi ngo ¢6 bénh co. Nguy co cia bénh co trong qua trinh diéu tri v6i cac thude thude nhom
nay (Statin) sé tang 1én khi ding dong> thoi véi cyclosporin, ddn chédt acid fibric,
erythromycin. niacin, céc thuéc khang nim nhém azole, colchicine, telaprevir, boceprcvur
hodic phdi hop giira tipranavir/ritonavir. Nhiéu thube rong s6 cic thube trén irc ché chuyen
hoa tai cytochrome P450 3A4 vi/hodc qua trinh vin chuyén thube. CYP 3A4 la isozyme déu
lién cua gan dugce biét cé tham gia chuyén hoa sinh hoe atorvastatin, Céc bac si khi xem xét
viéc diéu tri phéi hqp gitra alorvasmtm vi cic dan chzit acid fibric, gemlfibrozil,
crylhromyun cic thude trc ché mién dich, cic thudce khang nam nhom azole, hay sir dung
thude ha lipid méu Niacin lidu cao (>1g/ngay), colchicin can cin nhéc than trong cac loi ich
va rtii ro ¢6 thé c6 va cin theo ddi chit ché cdc bénh nhin vé cic déu hiéu va triéu chimg cua
dau co, nhay cam dau hay yéu co, dic biét 12 trong nhiing thing dau cta dot diéu trj va trong
bat ky giai dogn diéu chinh liéu tang 1&n nao cia ca hai thude. Do viy, cin phai can nhic lidu
khoi dau va lidu duy tri thdp hon khi chi dinh ddng thoi atorvastatin voi cée thube dé cép o
trén, Ngimg tam thoi atorvaslaun ¢6 thé thich hop trong khi ding acid fusidic (xem phﬁu 9
Tmmg tic véi cde thude khic va cic dang khic coa twong tic). Trong cac tinh huong,
ndy, co thé cin nhac «vige xdc dinh dinh ky creatine phosphokinase (CPK), nhung khéng c6
dam bao chiic chin ring viéc theo ddi nhu vdy s& gifip ngin nglra duge bénh co tram trong.
Alorvastalm co thé gdy tang creatine phosphokinase (xem phin 12 Cic téc du &?hén
mong muon) \/ /L/

Ciing nhu céc thude khéac trong nhéom nay (statin), di c¢6 bdo cdo (rit hiém) céc truimg hop
tiéu hay co vﬁn kém theo suy thin cip thir phat sau myoglobin ni¢u. Tién sir suy thin ¢6 thé
1a mt yéu (6 nguy co gay tang tiéu hiy co vén. Cén kiém soat chiit ch& anh huong ddi véi co
xuong trén nhitg bénh nhin nay. Cén ngimg tam thoi _hoge nging hin viéc diéu tr) bing
atorvastatin & bit ky bénh nhan nao c6 cdc tinh trang cép tinh, nghiém trong goi y |ang co
bénh co hoac ¢6 yéu 16 rii ro dé dua dén suy thiin thir phat sau tiéu hiy co véan (vi du: nhiém
khudn cdp tinh nang, giam huyét dp, phdu thudt 1on, chin 1hu0ng, céc rdi loan vé chuyén
hoa, ndi tiét va dién giai ning va cac con dong kinh khéng duge kiém sodt).

Dot quy xuit huyét: Phén tich post-hoc ciia mét nghién clru lam sang trén 4731 bénh nhén
khong ¢6 bénh mach vanh, d bi dot quy hay cé con thiéu mau cuc bd thodng qua trong 6
thang trude d6 va biit dau dung atorvastatin 80 mg cho thay ty 1 dot quy xuat huyét & nhom
dung atorvastatin 80 mg cao hon so v6i nhém dung gia duge (55 bénh nhdn ding
atorvastatin so véi 33 bénh nhan dung gia dugc). B<;nh nhan bj d6t quy xuét huyét trong danh
sach duong nhu ¢6 nguy co ting dot quy xuét huyét tai phat (7 bénh nhén dung atorvastatin
so v6i 2 bénh nhan dung gia dugc). Tuy nhién, nhing bénh nhan diéu tri bdng atorvastatin 80
mg, bét ki loai dot quy nao (265 so véi 311) va bénh mach vanh (123 so véi 204) déu it 2ap
hon. (xem phan 14 Cic dic tinh dwgc lwe hoe — Dt quy, tdi phat).

Chire nang Ni tiét: Da c6 bao cdo vc tang mirc dd HbAlc va duong huyét khi doi véi cac
thude e ché men khir HMG-CoA, ké ca atorvastatin. Tuy nhién, nguy co ting duong huyét
dugc ha thap do giam nguy co mach mau véi nhém statin.

Cén cén nhac khi ding thuée thude nhém statin ddi voi bénh nhén c¢6 nhimg yéu té nguy co
dan dén ton thuong co. Thude thudc nhom statin cé nguy co gay ra cac phan {mg c6 hai dbi
v6i h¢ co nhu teo co, viém co, ddc biét véi cdc bénh nhén ¢6 yeu to nguy co nhu bénh nhin
trén 65 tudi, bénh nhan bj bénh thiéu nang tuyén giap khong dugc kiém soat, bénh nhén bi
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bénh than. Cén theo d3i chiit ch& cac phan img ¢6 hai trong qué trinh ding thube. M

Trude khi diéu trf, xét nghiém creatin kinase (CK) nén duge tién hanh trong trudng hop kha
ning xay ra tuong tac thube va mot sd ddi tuong bénh nhan dic biét. Trong nhitng trudong
hop nay nén cén nhac lgi ich/nguy co va theo ddi bénh nhén trén ldm sang béng statin.
Trong qua trinh dleu trj bing statin, b&nh nhén can thong bao khi co cac biéu hién vé co nhu
dau co, cing co, yéu co... Khi ¢6 cde biéu hién nay, bénh nhén can lam xét nghiém CK dé
¢6 cac bién phap can thr¢p phi hop.

TUONG TAC VOT CAC THUOC KHAC VA CAC DANG KHAC CUA TUONG TAC

Nguv co bénh co trong khi diéu tri véi cdc thude trong nhém nay (statin) s€ tang lén khi dung
dong thoi voi cyclosporin, gemfibrozil, dan chét acid fibric, thudc ha hpld madu Niacin hay
céc thude e ché cytochrom P450 3A4 (v1 du erythromyein va céc thude chong nam nhém
azole) (xem phin bén dudi va phan 6 Liéu ding va cich ding: Ding phdi hop voéi céc
thudc khic vi phén 8 Cinh bso dic biét va thin trong diic biét khi sir dung: Anh Huéng
trén Co xwong)

Cic thube e ché eytochrom P450 3A4: Atorvastatin duoe chuyén hoa boi cytochrom P450
3A4. Chi dinh ddng thoi atorvastatin voi cée (hube (e ché eyvtochrom P450 3A4 dm!he daﬁ
1Gi ting ndng d6 atorvastatin trong huyét tuong. Mire dé tuong tac va kha n’ing{ M/

phu thudc vao sy thay d6i anh huong 1én cytochrom P450 3A4,

Cic thudc we ché vin chuyén: Atorvastatin va cac chit chuyén hoéa cia atorvastatin 1a co
chét cuia chit van chuyen OATPI1BI. Cac thudc e ché OATPIBI(vi du cyclosporine) c¢é thé
lam ting sinh khd dung cia atorvastatin. Chi dinh dong thoi atorvastatin 10 mg va
cyclosporine 5,2 mg/kg/ngay s€ lam tﬁn}, tic dung cta atorvastatin gép 7.7 lan (xem phédn 6
Liéu ding va cich ding — Ding phoi hop véi cic thube khic)

Erythromycin/Clarithromycin: Dung ddng thoi atorvastatin va erythromycin (SOOmg, 4 lan
mdi ngay) hodc clarithromyein (500mg, 2 1an mdi ngay), cac chit ma da duoc biét la e ché
cytochrome P450 3A4, c6 lién quan t6i viée ndng dd cia atorvastatin ting cao trong huyét
turong (xem phin 8 Canh bso dic biét va thin trong diic bi¢t khi sir dung: Anh Huwing

trén Co xwong)

Chét trc ché men protease: Nong d¢ atorvastatin trong huyet tuong tang khi sir dyng dong
thoi atorvastatin va cac chét irc ché men prolease, nhimg chét duge ghi nhan ¢é téc dung e
ché cytochrome P450 3A4 (xem phin 15 Céc Dic tinh Dwoc dong hoc).

Diltiazem hydrochloride: Nong d6 atorvastatin trong huyét twong ting khi chi dinh dong
thoi atorvastatin (40 mg) va diltiazem (240 mg).

Cimetidine: 1 nghién ciu vé tuong tdc clia atorvastatin véi cimetidine da duge tién hanh va
khdng quan sét thiy cé su twong téc ¢ y nghia 1am sang néo.

Itraconazole: Dién tich duéi dudng cong cuia atorvastatin tang khi chi dinh ddng thoi
atorvastatin (20mg-40mg) va itraconazole (200 mg).

Nude buwsgi: Trong nude budi cé mot hodc nhicu thanh phin e ché CYP 3A4 va do vy ¢o
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thé lam tang nong do atorvastatin trong huyét twong, dic biét khi udng mot hmng"ﬁ)!ﬂ!ﬁc
budi (>1,2 lit mdi ngay).

Cic chiit gay cam iing cytochrome P450 3A: Duing ddng thoi atorvastatin véi céc chat gay
cam ung cytochrom P450 3A4 (vi du efavnrenzu rifampin) ¢6 thé 1am giam nhe nong dé
atorvastatin trong huyét tuong. Do co ché tac déng kép cua rifampin (vira gén vao
cytochrom P450 3A4 va trc ché té bao gan hép thu chit van chuyén OATP1B1), khuyén céo
chi dmh dung ddng thoi atorvastatin véi nfampm do khi udng atorvastatin chdm hon sau
khi udng rifampin s& dan téi giam dang ké ndng do atorvastatin trong huyét twong.

Cic thuéc khding Acid: Ding dong thoi atorvastatin véi mot hén dich khang acid dudmg
udng chira hydroxit nhom va magle lam g yém nong d6 huyét tuong cua atorvastatin xap xi
35%, tuy nhién khong lam thay déi mirc d6 giam LDL-C.

Antipyrine: Do atorvastatin khéng lam anh huong dén cac dac tinh' dugc dong hoc c(xa
Antipyrine, nén khong dy dodn atorvastatin ¢6 tuong tac véi cice thuoe khac duge chuyén
hoéa bdi cling isozyme cytochrome.

Colestipol: Nong do huyét twong ciia atorvastatin bi ha thip (xdp xi 25%) khi dung ddng
thoi colestlpol vél atorvastatin, Tuy nhién tac dong trén lipid khi dung ph6| hop
atorvastatin véi colestipol lai manh hon so véi khi hai thuée nay duge diung ncng,

Digoxin: Khi sir dung dong thai cac lidu lap lai cia digoxin va atorvastatin lOmg

trong huyét tvong & trang théi héng dinh cua digoxin khong bi anh hudng. Tuy nhi ng
dd cua dngomn bi ting lén (xap Xi 20%) sau khi ding dong thoi digoxin véi alorvastatm
liéu 80mg mdi ngay. Do d6 cin gidm sat mdt cach hop li céc bénh nhan dang dung digoxin.

Azuhromycm Dung ddng thoi atorvastatin ( lOmg mdi ngay) va azithromycin (500mg, 1
lan mdi ngay) khong lam anh hudng dén ndng do cia azithromycin trong huyét tuong.

Cic thubc tranh thai dwong uéng: Ding dong thoi véi 1 thude trénh thai dudng udng cé
chira norethindrone va e!hmyl estradiol lam tang gxa tri cua di¢n tich dudi dudng cong
(AUC) cna norethindrone va ethinyl estradiol 1én xap xi 30% va 20%. Can xem xét dén sy
tang nay khi lya chon mjt thudc tranh thai duong udng cho nhimg phu nir ma dang duge
diéu trj bang atorvastatin.

Warfarin: 1 nghién ciru vé tuong tc cua atorvastatin va warfarin da dugc tién hanh va
khong quan sat thdy sw twong tac ¢6 ¥ nghia l4m sang nao.

Colchicine: Mic du chua thue hién cac nghién ctru vé tuong tac thudc giita atorvastatin va
colchicine, cac tru'dmg hqp bénh co di duge bdo cdo khi atorvastatin duge sir dung chung véi
colchicine, vi vy can can thén khi chi dinh atorvastatin chung véi colchicine.

Amlodipine: Trong nghién c{ru tuong téc giira cdc thude trén nhimg déi tugng khoe manh,
dung dong thoi atorvastatin 80 mg va amlodipine 10 mg lam tidng nong d¢ atorvastatin 18%,
diéu nay khdng c¢6 y nghia vé 1am sang.

Acid FllSldlC Mic du cdc nghién ciu vé tuorng tac glua atorvastatm va acid fusidic chua
dugc tién hanh nhung da ¢6 nhimg béo cdo ddi véi céc van dé vé co nghiém trong nhu ly giai
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co véan khi ding két hop atorvastatin va acid fusidic sau khi thudc lwu hanh trcn?l'd 1rudng.

Cin theo dai bénh nhan chat ché va tam ngimg diéu trj bing atorvastatin ¢6 thé thich hop.

Cdc diéu tri dong théi khdc:

O cac nghlen cuu lam sang, atorvastatin di dugc ding ddng thoi voi cac thude chong lang
huyét ap va diéu trj thay thé estrogen ma khong co bing chimg nao vé cdc lrong tac bt lgi
6 y nghia lam sang. Tuy nhién céc nghién ciru vé twong tac véi céc thude ey thé con chua

dugc ticn hanh.

Viée dung cing véi cac thude e che enzyme CYP3A4 c6 thé 1am ting ndng d6 cia
atorvastatin trong huyét tuong dan dén ting nguy co bénh co va tiéu co. Khi ding ph(‘n hop
véi Amiodarone, khdng nén ding qué 20 mg/ngaw vi lam tang nguy co gdy ra ching tiéu co
van. D6i véi nhimng bé¢nh nhin phai ding lidu trén 20 mg/ngay méi ¢ hiéu qua diéu trj, bac

s7 ¢6 thé lua chon thudce statin khéc (nhu Pravastatin).

Viéc sir dung dom, thoi céc thude ha lipid mau nhom statin véi cdc thudc diéu trj HIV va
viém gan siéu vi C (H(‘V) ¢6 thé 1am ting nguy co gay t6n thuong co, nghiém trong nhét 1a

tiéu co vén, thin hu dan dén suy than va c6 thé gay tir vong.

10. co THAI VA CHO CON BU

6 hong chi dinh atorvastatin trong thoi Ly mang thai. Cic phu nir ma c6 kha nang co6 thai
nén sir dung cdc bi¢n phap ngira thai ddy da. Chi st dung atorvastatin cho cac phu nit & d§
tudi mang thai néu céc bénh nhan nay chéic chiin khong c6 thai va sau khi di duge théng

bio vé cdc riii ro c6 thé c6 dbi vai phoi thai.

Chong chi dmh atorvastatin trong thoi gian cho con bi. Con chua biét liéu th
dugc bai tiét qua sita ngudi hay khong. Do ¢6 kha ning vé céc tac dung bat loi cho
tré dang trong thoi ky bu sira me, nén cic phu nir ma dang sir dung atorvastatin kh
cho con bu.

11. ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY
Chua dugc biét.

12. CAC TAC DUNG KHONG MONG MUON

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

Trong di¥ liéu nghién ctru 1dm sang cé kiém chimg gia dugc trén 16,066 bénh nhan (8755
ngudi dung Lipitor so véi 7311 ngudi dung gia duge) didu tri trong khoang théi gian trung
binh 53 tuan 5,2% bénh nhan dung atorvastatin da ngimg thudc do céc tac dung khong

mong mudn so v&i 4,0% bénh nhan dung gia duge.

Tac dung bét lgi hay gap nhét (21%) c6 lién quan dén didu tri véi atorvastatin ¢ cac bénh

nhén tham gia cc nghién ctru 1dm sang c6 kiém chimg gia duge bao gom:
Nhiém tring va nhiém ky sinh: viém mii-hong
Ri loan dinh dudng va chuyén héa: tang duong huyét

R&i loan hé hé hip, ngue va trung thit: dau hong-thanh quén, chdy mau cam
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R6i loan hé tiéu héa: tiéu chay, kho tiéu, budn nén, day hoi i

R6i loan hé co xwong va mé lién két: dau khop, dau chi, dau xwong va co, co cimg co,

dau co, sung khéop

Xét nghiém: chirc nang gan bit thuong, tang creatine phosphokinase huyét

Céc tac dung khéng mong mudn thém dudi diy duge bio cdo trong nghién ctru 1am sang cé

kiém so4t gia dugc cua atorvastatin bao gbm:

R6i loan tim thin: & mong

R6i loan mét: nhin mo

R6i loan tai va tai trong: U tai

R6i loan hé tiéu héa: kho chiu viing bung, ¢ hoi

R6i loan hé gan mat: viém gan, tic mat

R6i loan da va md dwéi da: may day

Réi loan hé co xwong va mé lién két: moi co, dau ¢
Réi loan toan than: kho &, st

Xét nghiém: bach ciu trong nudce tiéu duong tinh

Khong phai tat ca céc tac dung phu duge lit ké & trén déu c6 mdi quan hé nhén\@t/é' diéu
tri bang atorvastatin.

O tré em

Nhirng bénh nhan dugc diéu tri bing atorvastatin nhin chung c6 céac tac dung ngoai y twong
tw nhém diéu trj bang gia duge, khi khong xét dén nguyén nhan thi tdc dung ngoai ¥ thudong

giip nhit duge ghi nhin ¢ ca 2 nhém la nhidm tring.

Sau khi thuéc dwoc dwa ra thi tricong, cdc tic dfmg khéng mong mubn b sung sau diy
di dwoc bdo cdo: R6i loan mau va hé bach huyét: Giam tiéu cau; rdi loan h¢ mién djch:
phan (mg di img (gdm ca chodng phan v¢); Tén thwong, Nhiém djc va Bién chirng: dirt
gin; Réi loan chuyén héa va dinh dudng: tang cin; Rdi loan h¢ thin kinh: giam cam
gidc, suy giam nhén thirc (chimg quén,la 1an) chéng mit, loan vi gidc; Réi loan da day -
rudt: Viém tuy; Réi loan da va mé dwéi da: hoi chimg Stevens-Johnson, hoai tir biéu bi
da do nhiém ddc, ban do da dang, ban c6 bong nuéc; Réi loan hé co xwong va md lién
két: ly gidi co vén, bénh co hoai tir do mién dich, dau lung, R6i loan toan than va kha

ning kiem sodt: dau nguc, phu ngoai bién, mét mai.

13. QUA LIEU
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I\hong c6 diéu tri dac hiéu cho qua heu ctia atorvastatin. Néu qua lleu ‘(ual hi¢n, cac bq:nh'
nhin can dwge diéu tri triéu chimg va tién hanh céc bién phap hd trg néu can. Do c6 d§ gén
két cao voi protein huyét tuong, nén khéng dy doan 1a thAm phéan loc mau ¢6 thé lam tang
d4ng ké d6 thanh thai clia atorvastatin.

14. CAC DAC TiNII DUQC LUC HQOC
Atorvastatin calcium 14 thudc ha lipid mau téng hop, nd 1a 1 chét e ché men khir 3-
hydroxy-3-methylglutaryl-coenzyme A (HM(‘—(‘oA) Men néy xtc tic cho su bién 46i cfla
HMG-CoA thanh mevalonate, mdt bude sém va quyét dinh vé mic dé trong qua trinh tong
hgp cholesterol.
Cong thirc thye nghi¢m cua atorvastatin calcium la (Cs3l[34FN205),Cae3H,0 va trong
lwong phan tir 1a 1209,42. Cong thirc cdu tao:

N\ e
Atorvastatin calcium 1a bdt tinh thé ¢é mau tir tring dén triing nga, thuc t& kho* an lm'ng
cac dung dich nuée c6 dé pH <4. Tan 1at it trong nudc cat, dung dich dém pHQ,séHatc co
do pll 7,4 va acetonitrile, tan nhe trong con ethanol va tan d& dang trong ¢én methanol.

Co ché tic dyung: Atorvastatin 1a mét chét we ché tranh chap va chon loc men Khir HMG-
CoA, mdt men quyét dinh v& mie dd trong qud trinh tdng hop cholesterol ma chuyén ddi
3—hydroxv-B-mclhylglutaryl -coenzyme A thanh mevalonate, mdt (ién chat cia céce sterol,
bao gdm ca cholesterol. (J céc bcnh nhan c6 ting cholesterol mau c6 tinh gia dinh (FH)
ddng hop tir va di hop 1y, cdc thé ting cholesterol mdu khéng c6 tinh gia dinh, va réi loan
lipid mau hdn hep, atorvastatin lam giam cholesterol toan phdn, LDL-C (cholesterol
lipoprotcin ty trong thép), va apo B (apolnpoplolem B). Atorvastatin cﬂng lam giam
VLDL-C (cholesterol lipoprotein ty trong rat thip) va TG (triglyceride) va lam ting nhe
HDL-C (cholesterol lipoprotein ty trong cao).

Atorvastatin ha thdp cholesterol va lipoprotein bang cich irc cho men khir HIMG-CoA va
qua trinh tng hqp cholesterol & gan va bing cach lam téng_ s6 lwgng céc thy thé LDL tai
gan trén té bao b mit dé lam tang qua trinh thu hdi va chuyén héa LDL.

Atorvastatin lam giam qud trinh san xudt LDL va sb luwong cac tiéu phin LDL.
Atorvastatin 1am tiing manh va duy tri hoat tinh cac thu thé LDL kém theo céc thay doi cé
lgi v& chét lugng cia céc tidu phan LDL luu thdng. Atorvastatin ¢o hiéu qua trong vige
giam LDL & cac bénh nhén c¢é tang cholesterol méu c() tinh gia dinh ddng hop tir, mjt
nhém d6i trong ma thudmg khéng déap img vai cac thude didu tri ha lipid.

Atorvastatin vi mot s chat chuyén héa ctia né ¢6 hoat tinh duge 1y & ngudi. Vi tri tac
dung chi yéu cua atorvastatin la & gan, ddy la noi chi yéu tdng hep cholesterol va dao
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thai LDL-C. Hi¢u qua giam LDL-C lién quan véi Jiéu (huéc sir dung chat chc ho'n 14 v6i
nong, @6 thude trong tuan hoan. Can dwa ln.n dap img diéu trj dé cy thé hoa liéu dung
thude cho timg bénh nhén. (xem phan 6 Liéu ding va cdch ding).

Trong mot nglm.n ciru mang tinh chit tir thién trén cdc bénh nhan bj tang cholcsterol mau
¢6 tinh gia dinh ddng hop tir, phin 16m cac bénh nhan déap {ing véi lidu 80mg atorvastatin
véi mic d giam LDL.- C 16n hon 15% (18%-45%).

Trong mdt nghién ciru danh gia dap émg theo liéu, atorvastatin (10-80mg) lam giam
cholesterol toan phan (30%- 6%) L.LDL-C (41%-61%), apoB (34%-50%) va TG (14%-
33%). Cac két qua nay duy tri 6n dinh & cac bénh nhan c6 tang cholesterol mau ¢6 tinh
gla dinh d| hop tir, cac thé tang cholesterol mau khong c6 tinh gia dinh va tang lipid méu
hdn hop, gdbm ca cac bénh nhan dai thao dudmg khong phu thudc insulin.

O cac bénh nhan bj tang triglyeeride mau don déc, atorvastatin lam giam cholesterol toan
phan. 1.DL-C, VLDL-C, ApoB, TG va cholesterol khéng phai HDL-C va lam ting HDL-
C. O cic bégnh nhdn c6 réi loan betalipoprotein mdu, atorvastatin lam giam IDL-C
(cholesterol lipoprotein ty trong trung binh).

O céc bénh nhin c6 ting hpoprotem méu nhom [la va IIb theo phan loai cua Fredrickson,
dugc thu thép tir 24 nghién ctra ¢6 kiém sodt, ty 1¢ tang HDL-C trung binh tinh theo phin
trdm so véi mic ban dau d6i v6i atorvastatin (10mg-8 Omg) Ja 5,1-8,7% theo céch (hu'c
khong phu thuge theo lidu. Ngodi ra, khi phan tich cac dir li¢u thu dugce nay da cho thiy
c6 sy giam ty I¢ theo liéu mot cich dam, ké vé céc ty sb cholesterol toan phan/ HDL-C va
LLDL-C/HDL-C lan lugt ndm trong cic khoang tir —29% dén — 44% va tir —37% dén -55% +
mdt cach trong img. ;

Anh huong cla atorvastatin trén cdc bién ¢b tlncu mdu cyc b va ty 1§ tr Vi
da duge nghién ciru trong nghién ciru giam thiéu méu cuc bd co tim bing cadh
cholesterol (MIRACL). Day la mot nghién cu da trung tam, ngiu nhncn mu d6i, ¢6 kiém
chig véi pid dwgce trén 3086 bénh nhédn c6 héi chimg mach vanh cap: dau that ngue
khong n dinh hay nhdi mau co (im khém, ¢6 song Q. Cac bénh nhan duge dlcu tri bang
ché do cham séc chuén, bao g ;,om ca ché do an, va hofic atorvastatin 80mg mdi ngay hoic
gia dugc trong khoang thoi uan trung binh 12 16 tudn. Mirc LDL-C, cholesterol toan
phén, HDL-C va triglyceride cudi cing 1an lugt tuong (g 1a 72, 147, 48, 139 mg/dL &
nhém sir dung atorvastatin va lan lwot 14 135, 217, 46 va 187 mg/dL ¢ nhém dang gia
duge. Atorvastatin 1am giam déng ké nguy co cdc bién cb thiéu mau cuc bd va ty lé
vong khoang 16%. Lam giam déang ké nguy co phai tai nhip vién vi dau thit ngwe kém
theo bang chimg rd rang cua thiéu mau cuc b co tim khoang 26%. Atorvastatin lam giam
nguy co thiéu mdu cuc b va ty 1& tir vong dén mét mire do nhur nhau & it ca cic mirc
LDL-C ban dau. Ngoai ra, atorvastatin ciing lam giam nguy co thiéu méu cuc b va ty Ié
tir vong dén mét mic do nhu nhau & cdc bénh nhén co nhdi méu co tim khéng ¢ song Q
va cac bénh nhin ¢6 con dau thit ngue khong 6n dinb, ciing nhu & ca nam va nir va & cac
bénh nhan < 65 tudi ciing nhwr & cac bénh nhan > 65 tudi.

Phong ngira bién chirng tim mach

Anh hudng cta atorvastatin 1én bénh mach vanh tir vong va khong tir vong dugc déanb gia
trén 10305 bénh nhan cao huyét ap trong d6 tudi tir 40-80 (trung binh 63 tudi), trude day
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khong co nhdi mau co tim va ¢6 nong dd cholesterol toan phén (TC) < 6,5 mmol.] (251
mg/dl) trong nghién ctru ASCOT-LLA (Anglo-Scandinavian Cardiac OlllCOme lnal
Lipid Lowering Arm). Ngoai ra cic bénh nhén ¢ it nhit 3 trong s6 céc yéu té nguy co vé
tim mach dudi day: nam gidi trén 55 tuc‘)n hat thudce, bi bénh dai thao dubmg, tién sir bénh
mach vanh ¢6 mdi quan hé bac 1 véi bénh nhén, Cholestcrol toan phan lipoprotein ty
trong cao (HD[) >0, benh mach ngoai bién, phi dai thit trai, c6 bénh mach ndo tir trude,
dién tdm dé dic trung bat thudomg, protein niéw/albumin niéu. Trong nghién ciru ¢6 kiém
chimg véi gia duge, mu déi nay, bénh nhan duqc diéu trj bang cac thudc ha huyét ap
(bénh nhan khdng bj b¢nh dai thdo dudng cod huyet ap dich <140/90 mm Hg, bénh nhén bj
bénh da1 thdo dudmg c6 huyét ap dich <130/80 mm Hg) va duoc chi dinh atorvastatin 10
mg mdi ngay (n=5168) hodc gia dugc (n=5137). Nghlen ciru ASCOT-LLA da ding lai
sém hon sau 3,3 nam thay vi 5 nam do tdc dong cia viéc diéu tri atorvastatin so véi gia
duge vugt quéi ngudng c6 y nghia trong ddnh gid thoi gian chuyén tnép Ngoai ra, huyét 4p
duge kiém sodt tdt va twong tu trén nhung bénh nhan dugc chi dinh atorvastatin va gia
dugc. Nhimng thay dbi nay ton tai trong sudt thoi gian diéu tri.

Atorvastatin lam gidam mic d§ cta nhitng hién tugng sau:

Cic bién ¢0 Giim S6 bién ¢b Gid tri p
nguy co' | (atorvastatin
(%) 50 voi gia
dwgce)
Bién ¢o mach vanh (bé¢nh mach vanh trvong | 36 % 100 so véi 154 | 0,0005

cong thém nhdi méau co tim khéng tir vong)

Céc bién ¢ tim mach batky va qua trinh tai | 20 % 389 so voi 483 | 0,0008

thong mach /
AV

/
Cac bién ¢ mach vanh 29% 178 s0 v6i 247 | 0.Q0K6 /

Dot quy tir vong va khong tir vong* 26 % 89 sovoi 119 | 0,0332

*Mic du ti 1¢ giam dot quy tr vong vi kh(\ng ur vong khong dat téi mire ¢ ¥ nghia duge xdce dinh trude (p=0,01), xu
hwémg kha quan duge quan sat thiy voi ti I€ gidm nguy co twong ddi 26%.

Tir vong chung va tir vong lién quan t6i tim mach giam khong dang k& mic da quan sét
thdy xu huéng kha quan.

Trong nghién ctru vai tro clia Atorvastatin trén dai thao duong (Collaborative Atorvastatin
Diabetes Study-CARDS), vai trd cua atorvastatm dbi vé6i bénh tim mach tir vong va khong
tr vong dugc danh gia trén 2838 bénh nhén tudi tir 40-75 bj déi thao duong typ 2, khdng cé
tién sir bénh tim mach va mic LDL < 4,14 mmol/l (160 mg/dl) va TG <6, 78mmol/l (600
mg/dl). Thém vao do, tit ca nhﬂng bénh nhéin da c6 it nhat 1 trong nhitng yéu t6 nguy co
sau: cao huyét ap, dang hut thude, bénh vdng mac, albumin niéu thip hoéc albumin niéu
cao.

Day la nghién ciru ngiu nhién, ma doi, da trung tim c6 kiém chimg bing gia dugc, trong d6

bénh nhan dugc chi dinh atorvastatin 10 mg mdi ngay (n=1428) hodc gia dugc (n=1410)
trong thoi gian theo ddi trung binh 3,9 nam. Do hi¢u qua diéu trj clia atorvastatin 1én tiéu
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chi chinh qué r& rang nén nghién cira CARDS két thiic 2 nim sém hon so véi di Kién: ., .~

Téc dung giam nguy co tuong dbi va tuyét d6i cua atorvastatin dugc trinh bay nhu dudi

day:
Bién cb Giim nguy co0 S0 bién ¢6 Gia tri p
tuong d6i (%) (atorvastatin so
véi gia dwge)
Céc bién c6 tim mach

chinh [nh6i méu co tim tr

vong va khong tir vong,

nhdi mau co tim im ling,

tir vong do bénh mach 37 % 83 so vai 127 0,0010
vanh c%p, dau thit nguc

khong on dinh, phau

thuét bic cdu mach vanh,

nong mach vanh qua da,

tai thong mach, dét quy]

Nhdi mau co tim (Nhdi 42 % 38 so voi 64 0,0070
mau co tim tir vong va

khdng tir vong, nhdi mau

co tim im lang)

Dot quy (Tir vong va 48 % 21 so vai 39 0,0163
khong tir vong)

N ¢
Khéng c6 bing chimg vé su khac nhau trong diéu tri anh huong boi gidi, ld@)(fé mirc
LDL-C.

Giam nguy co tuong ddi tir vong 27% (82 trudng hop tir vong & nhém glé dugc so véi 61
truomg hop tir vong & nhanh diéu tri) dwgc quan sat véi giGi han c6 ¥ nghia théng ké
(p=0,0592). Ty I¢ tong quat cua nhfmg tac dung cé hai ho#c nhimng tac dung c6 hai nghiém
trong twong ty gitta cac nhém diéu tri.

Vira xo dong mach

Trong nghién ctru loai bé vira xo dong mach bing cich ha tlch cuc cholesterol
(REVERSAL), tdc ddng cua atorvastatin 80 mg va pravastatin 40 mg ddi véi vira xo dong
mach vanh dugc dénh gia bang séng siéu am ndi mach (IVUS) trong khi chup X- -quang
mach méu tren nhfmg bcnh nhﬁn cé benh mach vanh Day lé thir nghle,m lam sang ngau
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trdm trung binh tr mitc co ban trong tong thé tich vita déng mach (tiéu chi ngh; n ciru diu
tién) la -0,4% (p=0,98) & nhom dung atorvastatin va 12,7% (p=0,001) & nh6m ‘ding
pravastatm (n=249). Khi so sanh vdi pravastatin, hi¢u qua tic djng cua atorvastatin ¢ y
nghia thong ké (p=0,02).

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 mic trung binb 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 ciing lam giam dang ké
cholesterol toan phan 34,1% (pravastatin: -18,4%, p<0,0001), giam néng dé TG trung binh
20% (pravastatin: -6,8%, p<0,0009) va giam 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 giam trung binh 36,4% & nhém dung atorvastatin so voi giam 5,2% &
nhém dung pravastatin (p<0,0001).

D6 an toan va dung nap cta hai nhém diéu trj ¢6 thé so sanh duge.
Dot quy tai phat

Trong nghién ctru phong ddt quy b?mg cach ha tich cuc cholesterol (SPARCL), danh gia
hi¢u qua cua atorvastatin 80 mg mdi ngay hoic gia dugc trén 4731 bénh nhan bj djt quy
hodc thiéu mau cyc by thoang qua trong 6 thang trude vﬁ khong c6 tién sir bénh mach vanh.
Nhiing bénh nhéan nay 60% la nam gidi, tir 21-92 tudi (lrung binh 63 tudi), ¢c6 mac LDL
trung binh la 133 mg/dL (3,4 mmo]/L) Nong d9 trung binh ctia LDL-C la 73 mg/dL

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

Atorvastatin 80 mg lam giam nguy co cua tiéu chi chinh : djt quy tir vong va khong tir vong
15% (Ty 1€ rti ro (HR) 0,85; Khoang tin cdy (CI) 95%, 0,72-1,00; p=0,05 hodc Ty Ié tui ro
(HR) 0,84; Khoang tin cdy (CI) 95%, 0,71-0,99; p=0,03 sau khi diéu chinh cho' cac yéu to
co ban) so v6i gid duge. Atorvastatin 80 mg 1am gidm déng ke nguy co céc bién c¢6 mach
vanh chinh (Ty 1€ rai ro (HR) 0,67; Khoang tin cdy (CI) 95%, 0,51-0,89; p=0,006), bat ki
hién tugng bénh mach vanh nao (Ty 1€ rai ro (HR) 0,60; Khoéng tin cdy (CI) 95%, 0,48-
0,74; p<0,001), va qua trinh tai thong mach (Ty 1¢ rai ro (HR) 0,57; Khoang tin cay (CI)
95%, 0,44-0,74; p<0,001).

Trong mét phén tich post-hoc atorvastatin 80 mg lam giam ty 1& dot quy thiéu nidul u;;‘p/
(218/2365; 9,2% so vai  274/2366; 11,6%; p=0,01) va ting ty 1¢ dot quy xuﬁ
(55/2‘365 2,3% so vai 33/2366; 1,4%; p=0, 02) so véi gia duge. Ty I€ dot quy xung huyét tr
vong gibng nhau §1ﬁa cac nhém (17 nglrm ding atorvastatin so véi 18 ngudi dung gia
dugc). Quan sat thiy nguy co cc bién ¢6 tim mach giam & tit ca céc nhém bénh nhéan dunf
atorvastatin 80 mg ngoai trr nhimg bénh nhén khi tham gia nghién ctu c6 dét quy xuat
huyét va da c6 dot quy xudt huyét tai phat (7 ngudi dung atorvastatin so véi 2 ngudi ding
gia dugc).

Nhimg bénh nhén diéu trj bang atorvastatin 80 mg bi bét ky loai dot quy néo it hon (265
ngudi dung atorvastatin so véi 311 ngum ding gia dugc) va bi cdc bién ¢b mach vanh it
hon (123 ngudi ding atorvastatin so vGi 204 ngudi ding gia dugce). Ty I¢ tr vong néi chung
1a tuong ty nhau giita cic nhém diéu tri (216 ngudi dung atorvastatin so véi 211 ngudi
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dung gia dugc). Ty 1& toan b cic tac dung phu gidng nhau giita cdc nhém diéu ..

Phong ngira thir phit cic bién ¢6 tim mach

Trong nghién ctru diéu tri cac muc tiéu méi (Treating to New Targets Study — TNT), hiéu
qué cla liéu atorvastatin 80 mg/ngdy so véi atorvastatin 10 mg/ngdy trén céc bién cb tim
mach dugc dénh gia trén 10001 d6i tugng (94% da trang, 81% nam gidi, 38% bénh nhan
>65 tudi) ¢6 biéu hién lam sang bénh mach vanh va trude diy da dat dugc mirc LDL-C
<130 mg/dL sau khi ding atorvastatin 10mg/ngay trong 8 tuan. Céc bénh nhin nay duogc
chi dinh ngéu nhién liéu atorvastatin 10 mg/ngay hoic liéu atorvastatin 80 mg/ngay va theo
thoi gian diéu trj trung binh 4,9 nam. Nong d trung binh LDL-C, TC, TG, cholesterol HDL
va cholesterol khong HDL vao tuan 12 lan lugt 1a 73, 145, 128, 98 va 47 mg/dL trong thoi
gian diéu tri bing atorvastatin liéu 80 mg va lan luot la 99, 177, 152, 129 va 48 mg/dL
trong thoi gian diéu trj bang atorvastatin liéu 10 mg.

Diéu tri biing atorvastatin v6i liéu 80 mg/ngay lam giam dang ké ty 1¢ cac bién cd tim mach
chinh (434 bién ¢ & nhom ding liéu 80 mg/ngdy so véi 548 bién ¢b & nhém dung lidu 10
mg/ngay) cling vGi giam nguy co tuong ddi 22%.

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

Tiéu chi chinh ¢6 y nghia Atorvastatin Atorvastatin
10 mg 80 mg HR* (95%CI)
(N=5006) (N=4995)
Tiéu chi chinh* ~In [ |n (%)
' Bién cb tim mach chinh diu tién | 548 | (109) [434 | (8,7) 0,78 (0,69;
| 0,89)
Tong hgp cic tiéu chi chinh o

- A
Nhoi méu co tim khong tir vong. | 308 62) [243 |49 0@’97%
0,

Dot quy (trvongvakhéngtr | 155 | (3,1) | 117 2.3) 0,75 (0,59;0,96)
vong)
Tiéu chi phy**
Suy tim sung huyét dau tién phai 164 (3,3) 122 (2,4) | 0,74 (0,59;0,94)
nhap vién®
Phéu thudt bic cau mach vanh ddu | 904 (18,1) | 667 (13,4) | 0,72 (0,65;
tién hogc thu thuat tai thong mach 0,80)
khac®
Dau thit nguc dau tién 615 (12,3) | 545 (10,9) | 0,88 (0,79:0,99) |

280t 20i3

a Atorvastatin 80 mg: atorvastatin 10 mg
b Tiéu chi phy khic
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* Tiéu chi chinh (MCVE) = tr vong do b¢nh mach vanh, nhdi méu co tim khong wr vong, ngirng tim héi sirc
thanh cdng, va djt quy ur vong va khéng tir vong
** Tidu chi chinh khdng bao gdm ti¢u chi phy

Khoéng tin cdy clia cac tiéu chi phu khéng dugc diéu chinh khi so snh nhiéu

Khdng thay su khic biét c6 ¥ nghia vé cac nguyén nhén gay tir vong gitta cac nhém didu tri:
282 (5,6%) & nhom ding atorvastatin lidu 10 mg/ngay so véi 284 (5,7%) & nhém dung
atorvastatin litu 80 mg/ngay. Ty 1é cac dbi wong tir vong do tim mach bao gdm tir vong do
bénh mach vanh va djt quy tir vong it hon vé s6 lugng & cac nhém ding atorvastatin 80 mg
so vOi nhém dung atorvastation 10 mg. Ty lé cdc doi tugng tir vong khong do tim mach
nhiéu hon vé s6 lugng & nhém ding atorvastatin 80 mg so véi nhém dung atorvastation 10
mg.

Trong nghién clru giam cic tiéu chi bang cach ha tich cuc lipid (IDEAL) didu tri bdnt,
atorvastatin vdi Ileu 80 mg/ngay so véi dieu tri bang sxmvastatm 20-40 mg/ngay trén 8888
bénh nhan téi 80 tudi co tién sir bénh mach vanh dé déanh gia néu cé thé - gidm dugc nguy co
tim mach. Bénh nhan chu yéu 12 nam giGi (81%), da tring (99%), ¢6 tudi trung binh la 61,7
tudi va LDL- C trung binh la 121,5 mg/dL ngiu nhién; 76% da lr; ligu bang statin. Trong
thir nghiém tién ciru, phan nhém ngdu nhién, mé va dénh gia bién ¢6 mu (PROBE), bénh
nhan dugc theo ddi trong khoang thoi gian trung binh 4,8 nam, Nong dé trung binh cia
LDL-C, TC, TG, cholesterol HDL va khong HDL & tudn thir 12 lén luot 1a 78, 145, 115, 45
va 100 mg/dL trong sudt qua trinh diéu tri b?mg atorvastatin 80 mg, va lan luot la 105, 179,
142, 47 va 132 mg/dL trong sut qua trinh didu tri bing simvastatin 20-40 mg.

Khong thiy sy khac biét c6 ¥ nghia gitta cic nhém diéu tri & tiéu chi chinh, ty 1¢ bién ¢b
mach vanh chinh dau tién (bénh mach vanh tir vong, nhdi mau co tim khéng tir vong va
ngung tim hoi stc thanh cong 1a 411 (9,3%) & nhom ding atorvastatin liéu 80 mg/ngay so
voi 463 (10,4%) & nhdm dung simvastatin 20-40 mg/ngay, ty 1¢ rai ro (HR) 0,89%, khoang
tin cdy (CI) 95% (0,78;1,01), p=0,07.

Khong thay sy khdc biét c6 ¥ nghia giita cdc nhom diéu tri ddi v6i nguyén nhan gay tir
vong: 366 (8,2%) ¢ nhém dung atorvastatin 80 mg/ngay so véi 374 (8,4%) & nhém duing
simvastatin 20-40 mg/ngay. Ty 18 cac dbi tugng timg tir vong do tim mach hay khong lién
quan tdi tim mach twong ty nhau & nhém ding atorvastatin 80 mg va nhém dung
simvastatin 20-40 mg.

Tang cholesterol mau ¢é tinh gia dinh dj hgp tir & tré em:

N

Trong mdt nghién ciru mi déi, c6 kiém chimg véi gia duoe duge tiép tuc saud6 1a mot
giai doan nghién ciru mo, 187 tré em trai va tré em gai da c6 kinh nguyét wéi ;0 v
(trung binh la 14,1 tudi) c6 tang cholcslcrol méu cé tinh gia dinh dj hgp tir h yﬂng

cholesterol méu n@ng duge cho diéu tri ngiu nhién hoac atorvastatin (n=140) hogt gia
duge (n=47) trong 26 tudn, sau dé bénh nhan dugc diéu trj tiép bing atorvastatin trong 26
tuén. Tlcu chuan chon bénh gom 1) LDL-C trude diéu tri >190mg/dL hozc 2) LDL-C
trude diéu tri >160mg/dL va tién cin gla dinh co6 tang cholesterol mau coé tinh gia dinh
hoZc ¢6 tién cin bénh tim mach sém c6 mbi quan h¢ bdc mgt hodc béc hai véi bénh nhéan.
LDL-C trung binh trudc diéu tri 1a 218,6mg/dL (trong khoang 138,5 — 385,0 mg/dL) &
nhom atorvastatin va 230 Omg/dL (trong khoang 160,0 - 324,5 mg/dL) & nhém glé duge.
Liéu atorvastatin la lOmg mdi ngay trong 4 tuin diu sau dé ting lén 20m;yngéy néu bénh
nhan mic LDL-C con trén 130mg/dL. Trong giai doan nghién ciru mu ddi, so bénh nhén
cin phai tang li¢u 1én 20mg/ngay sau 4 tuin 1a 80 ngudi (57,1%).
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Atorvastatin lam giam dang ké cholesterol toan phin, LDL-C, t?iglycende va\
apolipoprotein B sau 26 tudn diéu tri & giai doan mu d6i (xem bang 5). ¥ /3 bt

Bang 5
Téc dung giam lipid mdu cua atorvastatin ¢ tré em trai va gai ¢6 ting cholesterol
madu ¢6 tinh gia dinh di hop tir hodc ting cholesterol mau ning

Nhom N C-toan | LDL-C | HDL-C | Triglyceride wApolipoprotein
phin |
Gia dugce 47 -1,5 -0,4 -1.9 1,0 0,7
Atorvastatin | 140 314 | -396 2.8 -12,0 -34.0

Mic LDL-C dat dugc trung binh 1a 130,7 mg/dL (trong khodng 70,0 -242,0 mg/dL) &
nhém diéu tri bang atorvastatin so véi mirc 228,5 mg/dL (trom, khoang 152,0 — 385,0
mg/dL) & nhém gia duge sau 26 tudn trong giai doan nghién ctru mu doi.

Trong nghién ctru ¢6 kiém chfmg nay, khong ¢6 anh hudng cua thude trén sy ting trudng
hodc sy trudng thanh cua gioi tinh & lrc, cm trai hodc anh hudng trén thoi gian cua chu ky
kinh & tré em géi. Atorvastatin hién van chua dugce nghién ciru trong céc thir nghié¢m lam
sang c6 kiém chimg trén bénh nhan tudi diy thi hoic bénh nhan dudi 10 tudi. Tinh an
todn va hi¢u qua cta atorvastatin & liéu trén 20mg/ngay chua dugc nghién ciu trong cac
thir nghiém ¢6 kiém chtmg o tré em. Hiéu qua lau dai cua viée dlcu tri bing atorvastatm
trén tré em nhim lam giam xudt do bénh va xuit do vong & tudi truong thanh hién van
chua duge thiét 1ap.

CAC DAC TINH DUQC PONG HOC

Céc diic tinh dwge djng hoc v& chuyén hoi:

Hiép thu: Atorvastatin dugc hép thu nhanh chéng sau khi ubng, nong d6 dinh trong huyét
tuong xuét hién trong vong tir 1 dén 2 gio. Mic do hip thu va ndng d atorvastatin trong
huyét tuong tang ty 1¢ voi lleu dung cua atorvastatin. Céc vién nén cua atorvastatin cho
sinh kha dl,mg bang 95% dén 99% cua dang dung dich. Sinh kha dung tuyét déi cua
atorvastatin xap xi 1a 14 % va sinh kha dung hc théng cho hoat tinh {rc ché men khi
HMG-CoA la xdp xi 30%. Sinh kha dung h¢ thong thdp la do sy thanh thai & niém mac
duodng tiéu hoa va /hoac do sy chuyén hoa ln diu qua gan trudce khi vao tudn hoan chung,
Mic du thire an lam giam ty 1é va mirc do hip thu cua thude lan lugt xdp xi la 25% va 9%
khi dugc dénh gid theo ndng d dinh trong huyét twong Cpax va dién tich i dutmg
cong (AUC), nhung hi¢u qua giam LDL-C Ia tuong ty nhau bat ké 1a atorvas uoe
ding cung hay khong dung cung véi thire an. Ndng do atorvastatin trong huyét nrokp thip
hon (xép xi 30% dbi v6i Cpax va AUC) khi diing thude vao budi tdi so véi khi dung vao
bubi séng. Tuy nhién, hiéu (iua glam LDL-C la nhu nhau bét ké la dung thudc vao thoi
gian ndo trong ngay (xem phan 6 Liéu dung va cich dung).

Phén bé: -Thé tich phan bd trung binh cua atorvastatin xép xi 381 lit. Ty lé gén két vai
protem huyet tuong cua atorvastatin 2 98%. Ty I¢ giira ndng do thudc trong hdng ciu/
nong d thudc trong huyét twong 1a xép xi 0,25; diéu nay cho thiy su thim nhap kém cua
thude vao trong hong ciu.
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Chuycn hoi: - Atorvastatin dugc chuyén hoa chi yéu thanh cac dan xuat li?d&qu héa tai
vj tri ortho va para va cac san pham cia sy oxy héa & vi tri beta. Trén invitro, {4c 'dimg rc
ché men khir HMG-CoA ctia céc chdt chuyén hoa hydroxy héa ¢ vi tri ortho va para la
twong duong vdi tac dung nay cuia atorvastatin. Xap xi 70 % cua cac hoat tinh trc ché
trong tuan hoan déi véi men khar HMG-CoA 14 do cic chit chuyen hda ¢6 hoat tinh. Céc
nghién ciru trén invitro goi ¥ tam quan lrong cua qua trinh chuyén hoa atorvastatin boi
cytochrome P450 3A4 pha hop véi nong d§ atorvastatin tang cao trong huyet tuong [
ngudi sau khi dung ddng thai véi erythromycin, mét chét tre ché da biét ddi voi 1504ym<,
nay. Céc nghién citu trén invitro ciing chi ra rdng atorvastatin la mot chit tre ché yéu déi
voi cytochrome P450 3A4. Ding déng thoi atorvastatin véi terfenadine khong lam anh
huong c6 y nghia lim sang nong df trong huyét tuong cua terfenadine, mot hop chét dugc
chuyén héa chu yeu bdi cytochrome P450 3A4; do do atorvastatin s& khong lam thay dox
dang ké 18n céc chét nén cytochrome P450 3A4. (Xem ph'm 9 Tu'ofng tac véi cde thube
khac va cic dang khic ciia twong tac). O dong vat, chit chuyén héa hydroxy & vi tri

ortho con trai qua qua trinh glucuronid hoa.

Thai trir: Atorvastatin va cac chit chuyén héa ciia né duge dao thai chu yéu qua mat sau
khi dugc chuyén hdéa & gan va/ hodic & ngoai gan; tuy nhién thudc nay 16 ra khong ¢6 chu
trinh tdi tudn hoan rugt gan. Thoi gian ban thai trung binh trong huyét tuong cia
atorvastatin ¢ ngudi la xdp xi 14 glb nhung théi gian mét nira cia hoat tinh e ché di
véi men khir HMG-CoA 1a 20-30 gidr do sy gép phéan cla céc chat chuyén héa ¢d hoat
tinh. Dudi 2% cua liéu diing atorvastatin duge tim thdy trong nuéc tiéu sau khi udng.

Céc nhém ddi twgng diic biét.

Nguwdi cao tudi: Nong do cua atorvastatin trong huyét twong & cac ddi tugng cao tudi (=
65 luél) kho¢ manh 12 cao hon (xap xi 40% d6i v6i Cmax V@ 30% d6i v6i AUC) so véi
ngum tré tudi. Nghién ciru ACCESS nhdm dic biét dénh gia cac bénh nhan cao tudi vé
viée dat dwge muc tiéu coa diéu tri theo NCEP. Nghién ciru nay bao gom 1087 bénh nhan
< 65 tudi, 815 bénh nhan trén 65 tudi va 185 bénh nhan trén 75 tudi. Khong quan sét thay
¢6 s khac biét nao vé do an toan, hiéu qua hay ty 1¢ dat duge myc tiéu diéu trj lipid gitra
nhém bénh nhan cao tudi va nhém débi tuong téng quat.

Tré em: Cac nghién ciru vé duge dong hoc chua dwge tién hanh & cac bénh nhan nhi
khoa.

Gidi tinh: Nong dé cua atorvastatm trong huyét twong & phu nit khéc (xép 0% €ao
hon d6i voi Cpax va 10% thap hon ddi v0| AUC) so véi & nam gidi. Tuy nhién hoﬁg co
sw khic bidt co ¥ nghia lam sang nao vé tac dong trén lipid gitra nam va nit. //

Suy thin: Bénh than khong c¢6 anh hudng trén 116ng d9 trong huyét tuong hay tac dong
trén lipid cua atorvastatm Do d6, khong cén thiét phai diéu chinh liéu & cic bénh nhén
suy than (xem phin 6 Liéu ding va Cach ding).

Thim phin lge mdu: Mic dii céc nghién ciru con chira duge tién hanh & céc bénh nhén
¢6 bénh than giai doan cudi, nhung khong du dpén la thim gha‘m loc mau c6 thé lam tang
dang ké d9 thanh thai cia atorvastatin do thudc c6 ty 1& gin két cao véi protein huyét
tuong.
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Suy gan: Nong do trong huyét lrong cua atorvastatin bi ting dang ké (xép
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Vi Crax va 11 lan ddi véi AUC) O cac bénh nhén ¢6 bénh gan méan tinh do ﬂﬁngnmqu '
(Childs-Pugh B) (xem phén 7 Chong chi djnh).

Twong tic thuée — Anh huéng cua céc thude duge chi dinh dong thoi trén duge dong hoc
cua atorvastatin ctmg nhu anh hudng cua atorvastatin trén duqc dong hoc cua cac thude
duge chi dinh ddng thoi duge tém tit & béng dudi diy (xem phan 8 Canh bdo diic biét va
théin trong diic biét khi sir dung, va phin 9 Twong tic véi cac thude khic va cic dang
khic cia tuong tic).

Anh hudng ciia cdc thude chi dinh dong théi trén duge ding hoc ciia Atorvastatin

28 0ct 2013
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Thube duge chi dinh cing va Atorvastatin ‘
ché dp |i§u , ” =
Liéu (mg) ‘Thay ddi | Thay doi
N ) AucC* Cmax®
*Cyclosporin 5,2 mg/kg/ngay, |10mg/ngayx |[1771an | 19,7 lan
liéu n dinh 28 ngdy - -
Boceprevir 800 mg x 3 40 mg licudon | 12301an | 12,66 lan
lan/ngay, 7 ngdy
Lopmavnr 400 mg x 2 20 mg/ngay x4 | 15,9 lan 14,7 lan
lan/ngay/ ritonavir 100 mgx 2 | ngay
|én/ngay, 14 ngay ,
"{Saquinavir 400 mg x 2 40 mg/ngay x4 | 12,9 lan 13,3 lan
lan/ngay/ Ritonavir 400 mg x 2 | ngay
!i‘m/ngéy, 15 ngay =
Clarlthromycm 500 mgx 2 80 mg/ngay x 8 | 13,4 lan 144 lan
lan/ngéy, 9 ngay ngay
"Darunavir 300 mg x 2 IEn/ngay 10 mg/ngay x | 1 2.4 lan 1,3 lan
/ritonavir 100 mg x 2 lin/ngay, | 4 ngay
9 ngay
“Itraconazolc 200 mg/ngdy , 4 | 40 mg licudon | 12,3 lan 10,2 lan
ngay o
“Fosamprenavir 700 mg x 2 10 mg/ngay x | 11,5 lan 11,.8 lan
lan/ngéy /ritonavir 100 mg x 2 | 4 ngay
lan/ngéy, 14 ngay » _—
"Fosamprenavir 1400 mg x 2 10 mg/ngay x | 11,3 lan 13,0 lin ;
lan/ngéy 14 ngay 4ngdy AN, /
' "Nelfinavir 1250 mg x 2 10 mg/ngayx [ 10,741an |11.2 Q‘t /
i lan/Egay, 14 ngay 28 ngay N il
“Nuéc budi, 240 mL/ngay * 40 mg, litudon [10,371an [ 10,16 lén
Diltiazem 240 mg/ngay, 28 40 mg, lieudon | 1 0,51 lan | 0 lan
ngay —
Erythromycin 500 mg x 4 10 mg, lidudon [ 103314n |1 0,38 lan
lan/ngéy 7 ngay
Amlodipine 10 mg, liéu don 80 mg, lidudon | 10,151an | ] 0,12 lan
Cimetidine 300 mg x 4 10 mg/ngay 1 0,001 1an | | 0,11 lan
lan/ngay, 24 tudn | trong 2 tuan -
Colestipol 10 mg x 2 lan/ngdy, |40 mg/ngay | Khong xdc | | 0,26 lan**
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Thuoc dwge chi dinh cung va Atorvastatin
ché d§ licu | S —
28 tuan trong 28 tudn | dinh =
Maalox TC® 30 mL/ngdy, 17 | 10 mg/ngay L 03314n || 0,34 lin
ngay trong 15 ngay

Efavirenz 600 mg/ngay, 14 I0mgtrong3 | [041lan || 0,01 l4n
ngay : | ngay S
"Rifampin 600 mg/ngay, 7ngay |40 mglidudon | 10,3014n | 11,72 lan
(dung ph01 horp) 7
leampm 600 mg/ngay, Sngay | 40 mg licudon | ] 0,801lan | | 0,40 l4n
(heu riéng ré) "

*Gemfibrozil 600mg x 2 40mg licudon | 10,351an | | 0,004 lan

lan/ngay, 7 ngay .
Fenofibrate 160mg/ngay, 7 40mg licudon |[10,031an | 10,02 lan
ngay l
% “1dn” thay d6i = ti 1¢ thay déi [(I-B)/B], 1 = gxa tri duo'c dong hoc trong giai doan
tuong tac, va B = gné tri duge dong hoc trong giai doan nén
*Xem phﬁn 8 va 9 vé y nghia lam sang
* Bdo cao thidy AUC tang (tang gép 1,5 lan) vavhodc Cmax (tang t&i 0,71 1an) khi udng
lugng 16m nude budi (> 750 mL - 1,2 lit mdi ngay).
*¥ Méu don duge mét 8-16h sau khi ubng
" Do co ché tuong tac kép cua rifampin, khuyén céo chi dinh déng thoi atorvastatin cung
lc vai nfampm do khi dung atorvastatin chim hon sau khi sau khi udng rifampin s€ lam
giam dang ké ndng do atorvastatin trong huyét tuong.

i Liéu saquinavir ph01 hop véi ritonavir trong nghién ciru nay khong phai 1a liéu sir dyung
tren lam séng Mic tiép xtic ciia atorvastatin khi duge sir dung trén lém sang c6 thé s& cao
hon so vai nhimg gi da duge quan sat trong, nghién ctru ndy. Vi vy cén than trong khi dp
dung va lidu lugng thap nhét can thiét nén duoe sir dung

i Lneu atorvastatin trong bang trén chi la lidu thue nghiém. Khi sir dung atorvastatin trén
thue té 1am sing, vui long tham khao muyc 6 (Liéu luong va cach dung)

Anh huéng ciia Atorvastatin trén dwgc ddng hoc ciia cdc thube dwge chi dinh diong

thoi
Atorvastatin Thuoc duge chi dinh dong thoi va ché 4o liéu dimg
Thubc/Liéu (mg) Thay déi | Thay dm
. AUC* Cmax® 7

80 mg/ngay x 15 ngay | Antipyrine, 600mg li¢u 10,031an || Q\&fﬁ}/
don

80 mg/ngdy x 14 ngay | "Digoxin 0,25mg/ngay, 20 | 10,151an | 1 0,20'1an
ngay

40 mg/ngay x 22 ngay | Thude tranh thai dwong
ubng mdi ngay, 2 thang
- norethindrone 1mg 10,28 lan 10,23 lan
i -ethinyl estradiol 35 ug 10,1914n | 1030 lan
10 mg/ngdy x 4 ngdy | Fosamprenavir 1400 mg x 1 027 lin 1 0,18 lan

' 2 lan/ngay, 14 ngay .
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3 e *
Fosamprenavir 700 mg x 2 ‘

~Khong
lén/ngay /ritonavir 100 mg | Khong dol 1 /1 b
x 2 lan/ngay, 14 ngay I

&13n” thay dbi = ty 1é thay ddi [(I-B)/B), 1 = gid tri duge ddng hoc trong giai doan
lufong téc. va B = gié tri duge dong hoc trong giai doan nén
# Xem phin 9 v¢ y nghia lam sang

10 mg/ngay x 4 ngay

16. PIEU KIEN BAO QUAN
Bio quéan thudc & nhiét d dudi 30°C.

17. THOTI HAN SU DUNG
24 thang keé tir ngay san xuat.

18. NHA SAN XUAT
Nha sin xuft: Pfizer Pharmaceuticals LLC, Km 1.9, Road 689 Vega Ba\ ’R 90693.
Puerto Rico/USA. \,
Nha déng goi & xuit xwéng: Pfizer Manufacturing Deutschland GmbH, Betnebsstattc
Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

Tiéu chuin thube thanh pham‘ Nha san xuit
® Nhén hiéu da dang ky P ‘

PHO CUC TRUONG

ﬂWn YVim Chank
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