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BAIDIEN
TAI THANH PHO
HO CHI MINH / -

Cic ddu higu lvn ¥ va khuyén cio:
- Doc kj hudng dan sir dung trude khi dimg.

- Dé xa tdm tay tré em.

- Théng bdo ngay cho bdc sy hodc dwpe s§ nhitng tac dung khéng mong muon gdp
| phai khi sie dung thuoe

- Thuée nay chi ding theo don thude

1. THANH PHAN CONG THUC THUOC

Mdi vién nén bao phim chira:

Thanh phén hoat chét: Atorvastatin calei trihydrat trong duong véi atorvastatin 10 mg

Thanh phin t4 duge: Microcrystalline Cellulose (Avicel PH 101), Microcrystalline

Cellulose (Avicel PH 112), Lactose monohydrate (Tablettose 80), Colloidal anhydrous
Silica (Aerosil 200), Croscarmellose sodium (Ac-di-sol), Sodium hydrogen carbonate,
Sodium carbonate anhydrous, Hydroxypropyl cellulose (HPC-L), Butylated hydroxyl
anisole, Butylated hydroxyl toluene, Magnesium stearate, Opadry YS-1-7040 white.

2. DANG BAO CHE: Vién nén bao phim.

M ti: Vién nén bao phim hinh oval mau tring dén tring nga, ¢6 khiic A30 trén mot mat,
mdl con lai tron.

3. CHI DINH

Atorvastatin dirgre chi djnh hd trg cho ché 46 an kiéng trong diéu tri cho cdc bénh nhén b
ting cholesterol toan phén (C-toan phin), cholesterol lipoprotein ti trong thip (LDL-C),
apolipoprotein B (apo B) va triglycerid (TG) vi gitip lam ting cholesterol lipoprotein ti
trong cao (HDL-C) & céc bénh nhin ting cholesterol mau nguyén phit (ting cholesterol
méu ¢6 tinh gia dinh di hop W va khong c6 tinh gia dinh), ting lipid mau phéi hop (hdn
hgp) (nhém Ila va IIb theo phin logi cha Fredrickson), ting triglycerid mau (nhém IV,
theo phén logi clia Fredrickson) va & cic bénh nhén c6 rdi loan betalipoprotein mau (nhom
[11 theo phén logi Fredrickson) ma khéng c6 dép tmg diy du vai ché 46 an.

Atorvastatin ciing duge chi djnh dé 1am gidm C- toan phin va LDL-C & cae bénh nhén ¢6
tang cholesterol mau ¢é tinh gia dinh ddng hop ti.
Dy phong bién chitng tim mach

D6i véi nhirng bgénh nhéan khong co biéu hién bénh tim mach (CVD) rd rang trén lam sang,

va nhitng bénh nhin ¢6 hoiic khdng ¢é rdi loan lipid méu, nhung ¢6 cic yéu 16 nguy co ciia
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bénh tim mach vanh (CHD) nhu hit thude, cao huyét dp, déi thao duimg, HDL-C thip,
hoiic nhitng bénh nhén tién st gia dinh mic bénh mach vanh giai doan sém, atorvastatin
dugc chi dinh dé:
- Gidm nguy co tir vong do bénh mach vinh va nhdi mau co tim (MI)
- Giam nguy co djt quy,
- Giam nguy co cho qud trinh tai théng mach va con dau thit ngye
Pbi véi nhitng bénh nhin c6 biéu hién bénh mach vanh rd ring trén ldm sang, atorvastatin
duge chi dinh dé:
- Giim nguy co nhdi mau co tim
- Giam nguy co dot quy
- Giam nguy co cho qud trinh tai thong mach
- Giam nguy co phai nhiip vién do suy tim sung huyét (CHF)
- Giam nguy co dau thit ngyc
O tré em (10-17 tudi)
Atorvastatin dugc chi dinh h trg cho ché do 4n kiéng nhdm 1am gidm cholesterol toan
phﬁn, LDL-C, va apo B & tré em trai va tré em géi da c6 kinh nguyét tir 10-17 tudi b tinh
trang ting cholesterol méu cé tinh gia dinh di hgp tir va sau khi diéu tri bang ché d in
kiéng thich hgp bénh nhin viin con nhimng diic diém dudi diy:
- Mire LDL-C véin =190 mg/dL hoiic
- Mitc LDL-C vin > 160 mg/dL va
e (6 tién sir gia dinh c6 bénh tim mach sém hofic
e Cé it nhfit 2 yéu t6 nguy co tim mach khéc

4. CACH DUNG, LIEU DUNG

Tong quit:

Trude khi tién hanh didu tri véi atorvastatin, cin ¢ ging kiém sodt tinh trang ting
cholesterol méu bing ché do dn hgp 1y, tip thé duc va gidm cdn & cdc bénh nhin béo phi,
v difu trj cdc bénh 1y co ban, Céc bénh nhin nén duy tri ché d6 @n tiéu chudn giam
cholesterol trong qué trinh diéu trj bing atorvastatin.

Liéu dung nim trong khodng tir 10 mg dén 80 mg mot lin mdi ngdy. Co6 thé sir dung cac
lidu atorvastatin viio bat ky thoi gian nao trong ngdy, c6 kém theo hay khong kém theo thire
an. Liéu dung khai déu va duy tri nén duge cu thé héa cho timg bénh nhén tiy theo mire
LDIL-C ban diu, muc tiéu diéu tri, va dap (mg ctia bénh nhan. Sau khi khai ddu diéu tri
vi‘hodc trong qud trinh chuén liéu ciia atorvastatin, cin phiin tich ndng A6 lipid trong vong
tir 2 dén 4 tufin va theo do diéu chinh liéu cho phit hop.

Tiing cholesterol mau nguyén phit va ting lipid mau phoi hop (hin hop):
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Phiin 16n cac bénh nhén déu dwoc kiém sodt véi lidu 10 mg atorvastatin | lin mbi ngdy.
Pép img diéu trj xufit hign rd rang trong vong 2 tudn, vi dip (mg t6i da thuimg dat duge
trong vong 4 tudn. Dap g nay duoe duy tri trong qud trinh sir dung 1au dai.

Ting cholesterol miu c6 tinh gia dinh déng hop ti:

Hién chi ¢6 dir liu gidi han (xem phﬁn Diic tinh duye lye hoc)

Lidu ding ciia atorvastatin trén b¢nh nhin ting cholesterol mau ¢6 tinh gia dinh dong hop
tir 14 10 mg dén 80 mg/ngay. Trén nhitg bénh nhén nay, nén ding atorvastatin phoi hop
véi cac liéu phap ha lipid mau khac (vi dy nhu truyén LDL) hofic sir dung khi khong con
cac liéu phap khéc.

Phong bénh tim mach:

Trong thir nghiém chinh vé phong bénh tim mach, liéu ding 13 10 mg/ngay. C6 thé tang
liéu dé dat ndng do cholesterol (LDL-) theo hudng dan hién hanh.

Bénh nhi:

Ting cholesterol mau

Viée sir dung thude trén bénh nhi chi nén duge thye hién bdi cdc bic st c6 kinh nghi¢m
trong diéu tri ting lipid mau & bénh nhi va cin thudng xuyén dénh gia tién trinh diéu trj.
Vi cac bénh nhiin ting cholesterol mau co tinh chiit gia dinh di hop tir tix 10 i trir 1én,
lidu khoi dAu khuyén céo ciia atorvastatin 12 10 mg mdi ngay (xem phin Djic tinh dwge
lwe hoc). C6 thé ting lidu hang ngay 1én dén 80 mg theo mire ddp (mg va kha niing dung

nap thude.

Cén diéu chinh liéu ding trén timg dbi trgng bénh nhiin theo muyc tiéu dicu trj khuyén cho.
Céc dot diéu chinh phai duge thye hién theo cdc khoang thoi gian tr 4 tudin trér 1én,
Viéc diéu chinh liéu dimg dén 80 mg mdi ngay duge can cir trén dir ligu nghién ciru & ngurdi
I6n va dit liéu 1dm sang han ché tir cic nghién ciru trén tré em bj ting cholesterol mau ¢6
tinh gia dinh dj hgp tr (xem phﬁn Téc dgng khing mong mubn cia thude va Pic tinh
dwge lye hoe).

C6 it dix 1iéu vé an toan va hiéu qua trén tré em bj ting cholesterol mau ¢ tinh gia dinh dj
hop tir tir 6 dén 10 tudi thu duge tir cde nghién ctru nhiin ma. Atorvastatin khong dugc chi
dinh didu tri cho bénh nhin dudi 10 twéi. DY ligu hién c6 duge mo ta trong phin Téc dung
kkhéng mong mudn ciia thube, Dic tinh dwge e hoe va Dice tinh dwge dong hoe nhung
khéng c6 khuyén céo vé liéu ding,

Cac dang bio ché/ham lugng khéc ¢6 thé thich hgp hon cho nhém bénh nhin nay.

Sir dung trén bénh nhiin suy gan:

Nén than trong khi sir dung thue & cac bénh nhiin suy gan (xem phin Cinh bdo va thin
trong khi ding thube va phE“u'. Pic tinh dwoe djng hoe: Cic nhom dbi twgng ddc biét).
Chéng chi dinh sir dung thudc trén nhiing bénh nhén cé bénh gan tién trién (xem phin
Chéng chi dinh).

Sir dung trén b¢nh nhiin suy thin:
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Bénh thin khdng lam anh hudng dén nbng db atorvastatin trong huyét tuong hay mire do
giam LDL-C ciia atorvastatin. Do d6 khong cén phai diéu chinh liéu & cdc b¢nh nhan nay
(xem phiin Ciinh bio va thiin trong khi diing thuic).

Sir dyng trén ngudi cao tubi:

Diic tinh vé an toan va hiéu qua cia thube & nhitng bénh nhén trén 70 tudi sir dung mirc
lifu khuyén cfio 14 tuong ty so véi nhom déi tugng thng quat (Xem phéin Dije tinh dwge
ding hoe: Cic nhom ddi twgng die bit).

Diing phﬁi hop vii cie thube khic:

(3 bénh nhiin ding cyclosporin hodc chit ire ché protease HIV (tipranavir va ritonavir) hoiic
chit ire ché protease viém gan C (telaprevir), nén trinh diéu tri biing atorvastatin.

(3 bénh nhiin bj HIV ding lopinavir két hgp véi ritonavir, nén thin trong khi ké toa
atorvastatin va sir dung liéu cin thiét thip nhét.

(3 bénh nhén ding clarithromycin, itraconazol, hodc & bénh nhin bi HIV dung két hop
saquinavir v ritonavir, darunavir va ritonavir, fosamprenavir, hofic fosamprenavir va
ritonavir, diéu trj bing atorvastatin nén gidi han & liéu 20 mg, va nén ¢6 ddnh gii 1am sang
thich hop @& dam béo st dung liéu atorvastatin céin thiét thap nhat.

(3 bénh nhin ding chit (rc ché protease HIV 14 nelfinavir hofic chit rc ché protease viém
gan C 13 boceprevir, diéu trj bing atorvastatin nén gi6i han & liéu 40 mg va nén c6 danh
gid 1am sang thich hop dé dim béo sir dung liéu atorvastatin cén thiét thip nhdt (xem phén
Canh béo va thiin trong khi dung thube va phin Twong thc, twong ky, cia thube).

5. CHONG CHI PINH

Chéng chi dinh atorvastatin & cac bénh nhén cé:

Qué mén cam vdi bét cir thanh phin ndo cta thuoe,

Bénh gan tién trién hay ting dai dng khong gidi thich duge transaminase huyét thanh vurgt
qué 3 ldn giGi han trén clia mic binh thuomg (ULN)

Hoiic & nhitng bénh nhén: C6 thai, dang cho con bi, hay c6 kha néng c6 thai ma khéng sir
dyung cic bién phép tranh thai diy di, Chi sir dung atorvastatin cho phu nir & d tubi sinh
sin khi céic bénh nhin d6 chic chin khéng mang thai va sau khi d duge thong béo vé cic
riii ro ¢6 thé c6 dbi véi phéi thai.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Anh hwing trén gan:

Ciing nhur céc thube ha lipid khéc cing nhém, sau khi diéu tri bing atorvastatin da c6 béo
cdo vé trudmg hop tAng transaminase huyét thanh & mire dd vira phéi (vuot qué 3 lin gidi
han trén clia mire binh thudmg [ULN]). Chire niing gan di duge theo ddi trong céc nghién
clru ldm séng sir dung atorvastatin voi cac liéu 10 mg, 20 mg, 40 mg va 80 mg trude khi
ciing nhur sau khi dua thude ra thj truomg.

Tang dai diing transaminase huyét thanh (vugt qua 3 lan gidi han trén cia mire binh thuong
[ULN] & 2 hay 3 lan do) xuit hién & 0,7% cdc bénh nhén sir dung atorvastatin trong céc
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nghién cfru 1im sang nay. Ty 1& xudt hign cdc xét nghiém bét thudng nay lan lugt 14 0,2%;
0,2%; 0,6% va 2,3% tuong img vai cic liéu 10 mg, 20 mg, 40 mg va 80 mg. Nhin chung
cdc trrdmg hop ting men gan nay khong lién quan t&i vang da hay cic déu hi¢u hodc trigu
chimg lam sang khac. Khi gidm lidu atorvastatin hay ngit quing hay ngimg diéu trj bang
atorvastatin thi transaminase tro lai nhur mire ban du trurde khi diéu tri. Phiin 1ém cac bénh
nhin liép tuc duge diéu tri biing atorvastatin vai liéu gidm xudng ma khong ¢6 di chimg
nio,

Khuyén cho lam xét nghiém enzym gan trudc khi bt diu diéu tri bing statin va trong
trirdmg hop chi dinh lam séng yéu cdu xét nghiém sau do. Cac bénh nhén c6 transaminase
tang cin duoe theo dai cho dén khi sy bit thumg ndy duge gidi quyét. Néu ALT hay AST
ting cao hon 3 lén gidi han trén ciia mirc binh thudng mdt cich dai ding, cin giam liéu
hay ngimg sir dung atorvastatin.

Atorvastatin ¢6 thé gy ting transaminase (xem phiin Tic dyng khing mong mudbn ciia
thube).

Nén thén trong khi sir dung atorvastatin & cic bénh nhén ubng nhiéu rugu vahodc b tién
sir bénh gan. Chéng chi dinh sir dung atorvastatin cho céc bénh nhén c6 bénh gan tién trién
hay ting transaminase dai ding khéng giai thich duge (xem phén Chﬁug chi dinh).

Anh hwdng trén co xwong:

Dii ¢6 bdo cdo dau co & cde bénh nhiin sir dung atorvastatin (xem phén Téc dung khing
mong mudn ciia thude). Nén xét nghiém creatin phosphokinase (CPK) trurée khi diéu tri
trong nhifng truomg hop: roi loan chite niing thin, nhuge gidp, tién st ban thin hodc tién
sit gia dinh méc bénh co di truyén, tién sir bj bénh co do sir dung statin hofic fibrat trude
do, tién sir bj bénh gan va/holic uéng nhiéu rirgu, bénh nhén cao tudi (>70 tudi) c6 nhilng
yéu 16 nguy co bj tiéu co vén, Néu két qua CPK >5 lén gidi han trén mirc binh thuong,
khong nén bét déu didu tr bing statin.

Ciéin nhiic theo doi creatin kinase (CK) trong trudmg hop:

+ Trude khi diéu trj, xét nghiém CK nén duge tién hanh trong nhitng trudmg hgp: Suy giam
chire nang thin, nhuge gidp, tién sir ban thiin hofic tién sir gia dinh miic bénh co di truyén,
tién str bi bénh co do sir dyng statin hoiic fibrat trude do, tién sir bénh gan va/hodc ubng
nhidu rirgu, bénh nhin cao tudi (>70 tudi) ¢b nhitng yéu 16 nguy co bj tiéu co véin, kha

nang xay ra twong tac thubc va mot s6 doi trgng bénh nhén dic biét. Trong nhing trudng
hop ndy nén cn nhiic lgi ich/nguy co va theo dai bénh nhén trén 1im sang khi diéu tri bing
statin. Néu két qua xét nghiém CK >3 lan gidi han trén ciia mire binh thudmg, khong nén
biit ddu diéu tri bing statin,

+ Trong qué trinh diéu tri bing statin, bénh nhén cn thong béo khi 6 cic biéu hién vé co
nhur dau co, cimg co, yéu co, .. Khi c6 cde biéu hién nay, bénh nhdn ciin lam xét nghiém
CK dé c6 cic bién phép can thiép phi hop.
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Bénh co, duge xic dinh 14 dau co hay yéu co c6 kém theo ting creatin phosphokinase
(CPK) >10 lan gi&i han trén ciia mic binh thuéng (ULN), céin duge xem xét & bit ky bénh
nhiin ndo co dau co lan téa, nhay cdm dau hay yéu co vivhoiic ting ding ké CPK. Cin
khuyén bénh nhfin bdo céo ngay néu ho bj dau, nhay cam dau, yéu co khong gidi thich
dirge, diic biét 1a c6 kém theo mét mai hay s6L. Nén ngimg dicu trj v&i atorvastatin néu xuat
hién CPK ting dang ké hodc néu co chin dodn hay nghi ngdr c6 bénh co. Nguy co xuét hién
bénh co trong qud trinh diéu tri véi cac thude thude nhém ndy s& tang 1én khi ding dong
théri vé6i eyelosporin, din chét acid fibric, erythomycin, niacin, cac thube khang ndm nhom
azol, colchicin, telaprevir, boceprevir hoiic phéi hgp gitta tipranavir/ritonavir. Nhicu thube
trong sb cic thude trén (re ché chuyén héa tai eytochrom P450 3A4 va/hode qua trinh vén
chuyén thube. CYP 3A4 la isozym ddu tién ctia gan duge biét ¢6 tham gia chuyén hoa sinh
hoc atorvastatin, Céc bic si khi xem xét viée diéu trj pht‘)i hgp gitra atorvastatin va cic din
chéit acid fibric, gemfibrozil, erythromycin, céc thude tre ché mién dich, céc thude khéng
ndm nhom azol, hay sir dung thude ha lipid mau niacin liéu cao (>1 g/ngdy), colchicin ciin
cin nhéic thin trong céc lgi ich va rii ro ¢ thé o va cén theo dbi chit ché cac bénh nhén
vé cic diu hiéu va triéu chimg cta dau co, nhay cam dau hay yéu co, dic biét 1a trong
nhimg thiang dhu ciia dot diéu trj va trong bit ky giai dogn didu chinh liéu ting 1én nao cia
hai thude. Do viy, cin phai cdn nhéc lidu khéi diu va liéu duy tri thip hon khi chi dinh 2
dbng thii atorvastatin véi cac thude dé cap & trén. Khong nén sir dung dong thoi?,
atorvastatin va acid fusidic, vi vily khuyén cdo ngimg tam thoi atorvastatin trong khi din
acid fusidic (xem phin Twong tic, twong ky ciia thudc). Trong céc tinh hudng nay, c6
thé cdn nhiic viée xdce dinh dinh k¥ creatin phosphokinase (CPK), nhung khong c6 dam bao
chiic chéin ring viéc theo ddi nhu viy s€ giap ngin ngira duge bénh co trdm trong.
Atorvastatin ¢o thé gdy ting creatin phosphokinase (xem phin Téc dyng khéng mong
muén ciia thude),

Ciing nhu céc thube khac trong nhom ndy, da c6 bao céo (rit hiém) cdc trurong hop tiéu
hiy co viin kém theo suy thin cip thir phit sau myoglobin niéu. Tién sir suy thin co thé 1a
mot yéu t nguy co gy tng tiéu hiy co vin. Ciéin kiém soat chit ch& anh huémg dbi voi
co xuong trén nhitng bénh nhéin nay. Cén ngimg tam thdi hoiic ngimg hiin vige diéu trj
bang atorvastatin & bét ky bénh nhén nio c6 cdc tinh trang cdp tinh, nghiém trong goi ¥
ring c6 bénh co hodc ¢6 yéu td rii ro dé dua dén suy thiin thir phat sau tiéu hiy co vin (vi
du: nhiém Khufin cdp tinh niing, gidm huyét ap, phiu thugt lén, chdn throng, cic rdi loan
vé chuyén hoa, noi tiét va dién giai néing va cdc con dong kinh khong duge kiém sodt).
Pt quy, xuit huyét:

Phin tich post-hoc ciia mdt nghién ciru lim sang trén 4731 bénh nhén khong c6 bénh mach
vanh, da bj djt quy hay c6 con thiéu mau cuc b thoang qua (TIA) trong 6 thang trude do
va bét ddu ding atorvastatin 80 mg cho thdy ty 18 dot quy xudt huyét & nhém ding
atorvastatin 80 mg cao hon so vai nhém ding gia duge (55 bénh nhéin ding atorvastatin so
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véi 33 bénh nhén ding gia duge). Bénh nhin bj dot quy, xudt huyét trong danh sich duémg
nhir ¢6 nguy co ting dot quy xudit huyét tai phit (7 bénh nhin ding atorvastatin so voi 2
bénh nhan ding gia dugc). Tuy nhién, nhitng bénh nhan diéu tri bing atorvastatin 80 mg,
bit ki loai dét quy ndo (265 so v&i 311) va bénh mach vanh (123 so véi 204) deéu it gip
hon (xem phéin Dic tinh dwge hire hoe: Pt quy, tai phat),

Chire ning ni tiét:

Di ¢6 bdo cdo vé ting mirc dd hemoglobin Alc (HbAlc) va dudimg huyét khi doi véi céc
thude trc ché men khir 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA), ké ca
atorvastatin. Tuy nhién, nguy co ting dudng huyét dugce ha thiip do giam nguy co mach
méu v nhom statin,

Céin céin nhic khi ding thude thude nhom statin trén bénh nhiin ¢6 nhimg yéu 10 nguy co
din dén tbn thuong co. Thube thude nhém statin c6 nguy co gy ra cdc tic dung khong
mong mubn d8i v&i hé co nhu teo ca, viém co, dic biét voi cac bénh nhan ¢6 yéu td nguy
cor nhur bénh nhén teén 65 tudi, bénh nhén thiéu niing tuyén gidp khéng duge kiém sodt,
bénh nhéin bj bénh than, Cin theo ddi chit ché cdc tdc dung khong mong muon trong qua
trinh dung thude.

Trude khi diéu tri, xét nghiém creatin kinase (CK) nén dugc tién hanh trong trudmg hop c6
kha niing xay ra tuong tac thube va trén mdt s6 dbi tugng bénh nhén dic bigt. Trong nhiing
trwdmg hop ndy, nén cin nhic loi ich/nguy co va theo dai bénh nhén trén lam sang khi sir
dung statin. Trong qué trinh diéu tri biing statin, bénh nhin cin thong béo cho béc s7khi c6
céc bidu hién vé co nhir dau co, cimg co, yéu ¢o... Khi cé céc biéu hién nay, bénh nhin ciin
lim xét nghiém CK dé ¢6 cdce bién phap can thiép phi hop.

Piéu tri ddng thivi véi cic thude Khie:

Nguy co tiéu co vén ting lén khi atorvastatin dugc cho ding dong théi vai mot s6 thude
c6 thé 1am ting ndng do atorvastatin trong huyét trong nhur chiit tre ché manh ctia CYP3A4
hodc protein vin chuyén (vi du cyclosporin, telithromycin, clarithromycin, delavirdin,
stiripentol, ketoconazol, voriconazol, itraconazol, posaconazol vi chét (rc ché protease HIV
bao gbm ritonavir, lopinavir, atazanavir, indinavir, darunavir, v.v). Nguy co miic bénh vé
co ciing ¢ thé tang 1én khi diing déng thei gemfibrozil va cic din xudt acid fibric khéc,
boceprevir, erythromycin, niacin, ezetimibe, telaprevir, hodic két hop tipranavir/ritonavir,
Néu ¢o thé, nén xem xét cée liéu phip khéc (khéng trong tac) thay vi cac thude nay.

Trong céc trrdmg hop cin cho ding dong thi ce thude nity véi atorvastatin, nén cin nhiic
théin trong lgi ich va nguy co cla viée diéu tri dong thiri, Khi bénh nhén dige cho ding cic
thubc 1am ting nbng dd atorvastatin trong huyét trong, nén ding liéu atorvastatin toi da
lhﬁp hon. Ngodi ra, trong trudmg hep ding chiit trc ché CYP3A4 manh, nén cfin nhic dimg
lidu khéri diu atorvastatin thap hon va nén theo dai 1am siing thich hop cho cac bénh nhén
ndty (xem phin Twong tc, twong ky, cita thudc).

BACAN
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Khong diing déng thei atorvastatin voi cdc ché phim toan thén cia acid fusidic hogc trong
vong 7 ngay sau khi ngung diéu tri bing acid fusidic. O bénh nhan céin sir dung acid fusidic
toan thin, nén ngung diéu tri bang statin trong sudt thori gian diéu tri bing acid fusidic. Da
6 béo cdo bi tiéu co vin (bao gdm mdt s6 triromg hop r vong) & bénh nhin drge cho ding
két hop acid fusidic va statin (xem phin Twong tie, twong ky, cia thude). Khuyén bénh
nhén nén tim kiém tu véin y t& ngay néu ho c6 bit ky triéu chimg nio nhu yéu co, dau hojic
ting nhay cam (dau khi tiép xtic).

Diu trj bing statin ¢6 thé dirge tiép tue 7 ngdy sau lidu acid fusidic cudi cing.

Trong cac truomg hop ngoai 1€, néu cin ding acid fusidic toan thin kéo dai, vi dy nhur dé
diéu tri nhiém tring ndng, chi nén cin nhic ding dﬁng thivi atorvastatin va acid fusidic trén
timg trudmg hop ey thé va dudi sy giam sat y té chit ché.

Bénh nhi

Khong quan sat thiy c6 anh huéng lim sang dang ké nao 1én sy tang trudng va trudng
thanh gi6i tinh trong mdt nghién ctru 3 nim duya trén danh gia sy trudng thanh va phat trién
tong thé, danh gia theo giai dogn ddy thi Tanner, va do chiu cao va cfin ning (xem phﬁn
Tac dung khong mong mudn ciia thube),

Bénh phoi ké

Céc trudmg hop dic biét bi bénh phéi k& dii duge bio cho voi mdt so statin, dic biét 1a khi
diu tr kéo dai (xem phdn Tde dung khéng mong mudn ciia thude). Cic dic diém tiéu
biéu c6 thé bao gdm thd doc, ho khan va suy gidm sirc khoe tong thé (mét méi, giam cin
vit 561). Néu nghi ngdr mot bénh nhin da xudt hién bgnh phdi k&, nén ngung ding statin.
Té dwrgre

San pham c6 chira ta duge lactose. Thin trong dbi voi che bénh nhéin ¢6 che van dé vé di
truyén hiém gip ctia khong dung nap galactose, thiéu hyt Lapp lactase hofic kém héip thu
glucose-galactose khong nén ding thube nay.

7. SU DUNG THUOC O PHU NU CO THAI VA CHO CON BU

Sir dyng thude cho phy niv ¢6 thai

Chéng chi dinh atorvastatin trong thoi ky mang thai. Phu nir ¢6 khé niing ¢6 thai nén sir
dung cc bién phép ngira thai diy di. Chi sir dung atorvastatin cho cc phy nir & dd tudi
sinh san néu céic bénh nhén ndy chic chiin khéng c6 thai va sau khi da dugc théng béo vé
cdc riti ro ¢6 thé xay ra dbi véi phdi thai.

Sir dung thube cho phy nir cho con bi

Chéng chi dinh atorvastatin trong thi gian cho con bi. Con chira biét liéu thude niy c6
duge bai tiét qua sita me hay khéng. Do ¢6 kha ning xudit hién céc tac dung khong mong

muén cho tré dang trong thoi ky ba me, nén cde phy nir ma dang sir dung atorvastatin
khong nén cho con bu.
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8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY
Moc

Chua ¢6 bang chimg vé anh hudng cia thude 1én kha ning lai xe, vin hanh may moc.

9. TUONG TAC, TUONG KY CUA THUOC

Twong tic:

Anh hwing ciia cic thude ding ding thivi véi atorvastatin

Atorvastatin durge chuyén hoa boi cytochrom P450 3A4 (CYP 3A4) vi la mt co chét ctia

protein vin chuyén, vi du nhir protein vin chuyén chéit hﬁp thy ciia té bao gan OATPIBI,

Viéc diing dong thiri vai céc thude 12 chiit ire ché CYP3A4 hojic protein viin chuyén ¢ thé

lam ting nong do atorvastatin trong huyét twong vé ting nguy co bj bénh co. Nguy co ciing

c6 thé ting 1én khi ding dbng thoi atorvastatin véi cic thude khéic c6 khi niing gdy bénh

cor. nhu edc din xudt cia acid fibric va czetimibe (xem phin Cinh bio va thin trong khi

diing thuice).

Tang nguy co ton thuong co khi sir dung statin dbng thivi véi ede thude sau:

- Gemfibrozil

- Céc thude ha cholesterol mau nhom fibrat khéc

- Niacin liéu cao (>1 g/ngay)

- Colchicin.

Chit tre ché CYP3A44

Céc chit e ché CYP3A4 manh da duge chimg minh 1am tang rd rét nong do atorvastatin

(xem Béng 1 va thong tin cy thé bén dudi). Nén tranh ding dbng thai cac thube tic ché

CYP3A4 manh (vi dy: cyclosporin, telithromycin, clarithromycin, delavirdin, stiripentol,

ketoconazol, voriconazol, itraconazol, posaconazol vi chiit trc ché protease HIV bao gé‘&m

¢a ritonavir, lopinavir, atazanavir, indinavir, darunavir, v.v) néu c6 thé. Trong trudmg hop

khong thé trénh vie ding ddng thari cc thude nay véi atorvastatin, nén xem xét giam licu

khéi déu, liéu tdi da va nén theo ddi lam sang thich hop cho bénh nhin (xem Béang 1),

Céac chit e ché CYP3A4 trung binh (vi dy: erythromycin, diltiazem, verapamil vi

fluconazol) ¢6 thé ting nfmg dd atorvastatin trong huyét tiromg (xem Bang 1). DA quan sit

thay nguy co bj bénh co ting 1én khi ding erythromyein két hop véi statin. Nghién ciru

twong tic dénh gia anh hudng cia amiodaron hodc verapamil Ién atorvastatin chura durge

tién hanh. Ca amiodaron va verapamil déu duge biét 1a irc ché hoat dfng cia CYP3A4 va

khi cho ding dong thai véi atorvastatin c6 thé 1am tang mirc phoi nhiém cia atorvastatin,

Do d6, nén cin nhiic giam lidu tdi da atorvastatin va nén theo doi lam sang thich hgp cho

bénh nhén khi dimg ddng thai véi chit e ché CYPIA4 vira phai. Nén theo doi 1dm sang

thich hop sau khi béit diiu hogic sau khi diéu chinh lidu ciia chét irc ché.

Chét cam g CYP3A4

Ding dong thoi atorvastatin véi chit cdm (mg cytochrom P450 3A (vi dy: efavirenz,

rifampin, St. John's Wort) c6 thé lam giam ndng do atorvastatin trong huyét turong, Do co

9
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ché trong tac kép cia rifampin, (cam mg cytochrom P450 3A va protein vin chuyén cia
(& bao gan OATPIBI), nén ding cung lic atorvastatin véi rifampin, vi khi ding
atorvastatin mudn hon sau khi diing rifampin da din dén giam rd rét nong dd atorvastatin
trong huyét trong. Tuy nhién, chua biét anh hudng cia rifampin 1én ndng do atorvastatin
trong 1€ bao gan va néu khong thé trdnh dung dong thoi thi nén theo ddi chiit ché dé dat
duge hiéu qua & bénh nhin.

Chét tic ché protein vdn chuyén

Chiit trc ché protein vin chuyén (vi dy: cyclosporin) c6 thé lam ting mirc phoi nhiém toan
thiin cia atorvastatin (xem Béng 1). Chua biét dnh hudng cua protein vin chuyén cia (&
bio gan lén nong dd atorvastatin trong té bio gan. Néu khong thé tranh viée ding dbng
thisi thi nén gidm liu va theo di 1dm sang dé dat duge higu qua (xem Béng 1).
Gemfibrozil/cdc ddn xudt ciia acid fibric

Ding riéng céc fibrat d6i khi ciing din dén céc bién c6 lién quan dén co, bao gom cé ticu
cor viin. Nguy co giip cde bién ¢d nay c6 thé ting Ién khi ding dong thai cée dn xudt cia
acid fibric véi atorvastatin. Néu khong thé trdnh viée dung ddng thi thi nén ding liéu thip
nhét ciia atorvastatin dé dat duge muyc tiéu diéu tri va bénh nhin nén duge theo ddi thich
hop (xem phin Cinh bao va thiin trong khi ding thube).

Ezetimibe

Viée sir dung don doc ezetimibe c6 thé din dén cic bién cb lién quan dén co, bao gbm ca
tiéu co van, Do do nguy co giip céc bién cd nay c6 thé ting 1én khi ding dong théi vai
ezetimibe va atorvastatin, Nén theo doi 1dm sang cdc bénh nhén nay mdt cich thich hgp.

Colestipol

Nbng dj trong huyét tuong ciia atorvastatin va cac chit chuyén hoa c6 hoat tinh cia no
gidm xubng (ty 1¢ ndng do atorvastatin: 0,74) khi cho dimg dong théi colestipol voi
atorvastatin. Tuy nhién, anh huémng Ién lipid cao hon khi ding déng thai atorvastatin va
colestipol so vai khi ding don déc mdt trong hai thude nay.

Acid fusidic

Nguy co bj b¢nh co bao gbm tiéu co véin c6 thé ting 1én khi cho ding dong thoi acid fusidic
toan thin véi statin, Chura biét co ché cia trong téc niy (di d6 14 duge lye hoe hay duge
dong hoc, hay ci hai). DA ¢6 bdo co bj tiéu co vin (¢6 ca mdt s trudmg hop tir vong) &
cdc bénh nhén ding két hop cic loai thudc nay.

Néu cin diéu trj hﬁng acid fusidic toan thin, nén ngimg diéu trj hﬁng atorvastatin trong
subt qué trinh diéu trj bing acid fusidic (xem phéin Céinh béo vi thin trgng khi ding
thubc).

Colchicin

Miic dit cac nghién ciru twong tic gifta atorvastatin va colchicin chua duge thye hién, di
¢6 béo céo céce trdmg hop bi bénh co khi ding dbng thivi atorvastatin véi colchicin va cin
thiin trong khi ké toa atorvastatin vdi colchicin.

10
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Anh hwéng cia atorvastatin Ién cde thude khic dwge cho ding dong thii
Digoxin

Khi cho ding déng thi nhidu lidu digoxin va atorvastatin 10 mg, ndng dg digoxin ¢ trang
thai 6n dinh tang nhe. Bénh nhin ding digoxin nén duge theo doi thich hop.

Thudc trdnh thai dimg diromg uong

Cho dung dong thoi atorvastatin véi mjt thude tranh thai ding qua duéimg ubng l1am tang
nong dd norethindron va ethinyl oestradiol trong huyét tuong.

Warfarin

Trong mdt nghién ciru lam sang trén bénh nhin duge diéu trj bing warfarin lau dai, cho
diing dong thoi atorvastatin 80 mg mbi ngay voi warfarin lam gidm khodng 1,7 gidy thoi
gian prothrombin trong 4 ngay diu dung thube, mire ndty trd lai binh thudng trong vong 15
ngay diéu trj bing atorvastatin, Miic dil chi it hiém cic truémg hop trong téc chong dong
déng ké v& 1am sang duge bio cdo, viin nén xéc dinh thai gian prothrombin trude khi bét
dfiu cho diing atorvastatin & bénh nhén dang ding chiit chong déng coumarin va voi mire
do du thudng xuyén trong thai gian déu didu trj dé dam bao khong c6 thay dbi ro rét vé
thévi gian prothrombin. Sau khi da ghi lai thoi gian prothrombin én dinh, c6 thé theo doi
thér gian prothrombin dinh k¥ theo khuyén cdo thuémg quy cho bénh nhin dang ding chit
chdng déng coumarin, Néu thay ddi liéu atorvastatin hoiic ngung diing atorvastatin thi phai
lap lai quy trinh tromg tu. Viée diéu trj biing atorvastatin khong lién quan dén:'

holic thay ddi thoi gian prothrombin & bénh nhan khong ding thube chéng dong
Bénh nhi y
Ciéc nghién ciru tromg téc thude chi méi duge thye hién trén ngudi 1én. Chura rd mire do
turomg tic & bénh nhi, Céc twong tae duge d& cip & trén cho ngudi 16n va cac canh béo cin
durgre xem xét cho bénh nhi.

Twong tic thube

Viée st dung ddng thai edc thude ha lipid méau nhém statin véi cde thude diéu trj HIV va

viém gan siéu vi C (HCV) c6 thé lam tiing nguy co gdy ton thuong co, nghiém trong

nhét 14 tiéu co viin, thin hu din dén suy thin va co thé giy v vong.

Bing 1: Anh hwéng ciia cic thuoe ding dong thoi lén duge ddng hoc ciia atorvastatin

Thuoe dwge cho ding Atorvastatin

dong thoi va phic db ) p
lidu Li¢u (mg) Ty 1§ AUC* Klmyén cho lim sang
Tipranavir 500 mg BID/ 40 mg vao 0.4 Tranh sir dung atorvastatin

Ritonavir 200 mg BID, 8 | ngay 1, 10 mg
ngdy (ngdy 14 dén 21) | vdo ngay 20

Telaprevir 750 mg q8h, | 20 mg, SD 19

10 ngay

11
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Cyclosporin 5,2 10 mg OD 8,7 Trong truomg hop cén cho

mg/kg/ngy, lidu &n dinh | trong 28 ngay ding dﬂng thii v
atorvastatin, khong ding
qua 10 mg atorvastatin mdi
ngay. Nén theo doi lam sang
cic bénh nhin nay.

Lopinavir 400 mg B/ |20 mg OD 58 Sir dyng than trong va néu

Ritonavir 100 mg BID, | trong 4 ngay cin thiét nén ding licu

14 ngay atorvastatin thip nhét.

Clarithromycin 500 mg |80 mg OD 4,5 Trong truémg hop cin cho

BID, 9 ngiy trong 8 ngdy ding dong thoi  véi
atorvastatin, nén giam licu
duy tri cia atorvastatin. O
cée lidu atorvastatin qua 20
mg, nén theo doi lam sang
cic bénh nhén nay.

Saquinavir 400 mg BID/ | 40 mg 0D 39 Khong qua 20 mg

Ritonavir (300 mg BID | trong 4 ngdy atorvastatin /ngay

tir ngay 5-7, tang 1én 400

mg BID vao ngay 8),

ngdy 4-18, 30 phat sau

khi ding atorvastatin

Darunavir 300 mg BID/ [ 10 mg  OD 3.4

Ritonavir 100 mg BID, 9 | trong 4 ngay

ngay

Fosamprenavir 700 mg |10 mg OD 2,5

BID/ Ritonavir 100 mg | rong 4 ngay

BID, 14 ngiy

Fosamprenavir 1400 mg [ 10 mg  OD 2,3

BID, 14 ngiy trong 4 ngdy

Itraconazol 200 mg OD, 40 mg SD 33 | Trong tewomg hop can cho

4 ngay

ding dong thoi  véi
atorvastatin nén giam liéu
duy tri cia atorvastatin, 8

cic libu atorvastatin qué 40

12
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mg, nén theo ddi ldm sang

cac bénh nhédn nay.

Nelfinavir 1250 mg BID, | 10 mg  OD L74 Khong qué 40 mg

14 ngay trong 28 ngay atorvastatin/ngay

Nude budi chim, 240 |40 mg, SD 1,37 Khéng nén uong mot lugng

mL OD* I6m nude budi chim cing
atorvastatin.

Diltiazem 240 mg OD, | 40 mg, SD 1,51 Sau khi bit déu hojic sau khi

28 ngiy ditu chinh liéu diltiazem,
nén theo dbi lim sang cac
bénh nhin nay mdt cach
thich hgp.

Erythromycin 500 mg | 10 mg, SD 1,33 Nén giam liéu t6i da va theo

QID, 7 ngay doi ldm sang cic bénh nhéin
nay.

Amlodipin 10 mg, ligy | 80 mg, SD 1,18 Khong ¢6 khuyén cdo cy

don thé,

Cimetidin 300mg QID, 2 | 10 mg OD 1,00 Khong c6 khuyén cdo cy

tudn trong 2 tudn thé.

Colestipol 10 g BID, 28 (40 mg OD 0,74%+ Khéng ¢6 khuyén cdo cy

tuin trong 28 tudin thé.

Ché phim huyén pha|10 mg OD| 066 | Khdng c6 khuyén cdo cy

khéng acid eta hydroxid | trong 15 ngay the.

magié va nhém, 30 ml.

QID, 17 ngay

Efavirenz 600 mg OD, | 10 mg trong 3 0,59 Khéng c6 khuyén céo cu

14 ngay ngdy thé.

Rifampin 600 mg OD, 7 | 40 mg SD .12 |Néu khéng thé trénh viéc

ngdy (cho ding dong ding dong théd, nén cho

théri) ding cung lic atorvastatin

Rifampin 600 mg OD, 5 40 mg SD 0,20 voi rifampin, ¢6 theo doi

' ldm sing.

ngiy (liéu riéng biét) B

Gemfibrozil 600 mg 40 mg SD 1,35 Nén giam liu khéi diu va

BID, 7 ngay theo doi [am sang cic bénh

nhiin nay.

13
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Fenofibrat 160 mg OD, 7 | 40 mg SD 1,03 Nén giam liéu khoi diu va

ngay theo dbi ldm sang cic bénh
nhiin nay.

Boceprevir 800 mg TI]'_],- 40 mg SD 2,3 Nén giam liéu khoi diu va

7 ngdy theo dbi 1dm sang cdc bénh

nhén nay. Liéu atorvastatin
khéng nén vuot qua 20 mg
atorvastatin méi ngay trong
thévi gian diing dong thési véi
boceprevir.

& Bidu thj ty 1@ giira cac ligu trinh khéc nhau (duing thude khic dong thai véi atorvastatin
so vai chi dung riéng atorvastatin).
" Xem mue Cinh bdo vi thin trong khi ding thude vi Twong tic, twong ky ciia thude
dé biét y nghia lam sang.
* Chita t6i thidu mot thanh phén e ché CYP3A4 v ¢6 thé lim ting ndng dd thude trong
huyét twong duge chuyén héa bii CYP3A4. Udng mdt cde 240 ml nurée budi chiim ciing
lam gidm 20,4% AUC cia chit chuyén héa orthohydroxy c6 hoat tinh. Lugng 16n nuée
budi chum (rén 1,2 T mbi ngiy trong 5 ngdy) lam ting AUC cla atorvastatin 2,5 lin va
AUC ciia chét irc ché HMG-CoA reductase ¢6 hoat tinh (atorvastatin va chat chuyén héa)
1,3 lin.
*# Ty 18 dwge tinh trén mot mAu duy nhét ldy vao lic 8-16 tiéng sau khi ding thude.
OD = mét lin mdi ngay; SD = liéu don; BID = hai lin m&i ngay; TID = ba lin m&i ngay;
QID = bén lin mdi ngay.

Bing 2: Anh hwdng ciin atorvastatin 1én duge djng hoce ciia che thubic khic khi

diing dong thoi
Atorvastatin -~ va Thuiie dwge dimg dong thii
phac dd lidu Thube / Liéu (mg) i Ty 1§ Khu}'én cio lim sing
AUC*
80 mg OD trong 10 | Digoxin 0,25 mgOD,20 | 1,15 | Nén theo ddi thich hop bénh
ngay ngay nhéin ding digoxin.

40 mg OD lrﬁng 27 | Thude tranh thai dimg| 1,28 |Khong co khuyén cdo cu thé.
qua dirimg udng OD, 2| 1,19
thang — norethindron 1

ngay

mg — ethinyl estradiol 35
HE

14
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80 mg OD trong 15 * Phenazon, 600 mg SD | 1,03 | Khong cé kimyén cdo cu the.
ngay

10 mg, SD Tipranavir 500 mg | 1,08 |Khongcd khuyén céo cu thé.
BID/ritonavir 200 mg
BID, 7 ngay

10 mg, OD trong 4 Fﬂsamprénavir 1400 mg | 0,73 | Khéng co khuyén cdo cu the.
nga}r F”D, 14 ﬂgﬁ}f
10 mg, OD trong 4 Fosamprenavir 700 mg | 0,99 | Khong c6 khuyén céo cu thé,

ngay BID/ ritonavir 100 mg
BID, 14 ngay

& Biéu thi ty 1& giira cac liéu trinh khéc nhau (ding thudc khic ddng thiri vai atorvastatin
so vii chi ding riéng atorvastatin).

* Cho dung dong thiri nhiéu lidu atorvastatin va phenazon cho thiy anh huémg khong déng
ké hotic khong c6 anh huéng co thé nhin thiy 1én do thanh thai cta phenazon,

OD = mét 1dn mdi ngay; SD = liéu don; BID = hai lin mdi ngay.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Trong dir liéu nghién ctru 1dm sang ¢6 kiém chimg gid dugc trén 16.066 b¢nh nhén (8755
ngudi ding atorvastatin so véi 7311 ngudi dung gid duge) diéu tri trong khodng thii gian
trung binh 53 tufn, 5,2% bénh nhin diing atorvastatin da ngimg thube do céc tac dung
khéng mong mudn so véi 4,0% bénh nhin ding gia duge.

Dira trén diy liéu tir cdc nghién ciru ldm sang va sau khi thude luru hanh rong rdi, bang sau

day trinh by cdc tac dung khéng mong mudn ciia atorvastatin.

Tén sufit tic dung khong mong mudén wde tinh dwge phin logi theo quy wde sau day:
Thudng gip (>1/100, <1/10); it gap (=1/1.000, <1/100); hiém gp (>1/10.000, <1/1.000);
rét hiém giip (<1/10.000), chira biét (khang uée tinh durge tir dir liu séin ¢6),

Nhiém tring va nhiém ky sinh trimg:

Thurong gdp: Viém mili-hong.

Réi loan miu va hé bach huyét:

Hiém gdp: Giam tiéu ciu,

Réi loan hé mién djch:

Thiromg gdp: Phan img dj img.

Réit hiém gap: Qua man.

Rbi loan dinh dwivng vi chuyén héa:

Thieong géip: Tang dudng huyét, ting HbA lc

It gap: Ha dudmg, huyét, ting cin, chan én.

Rii logn tim thin:

It z2ap. Ac mong, mét ngi.

15
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Réi logn h§ thin kinh:
Thiegmg gdp: Dau diin,
It géip: Chong mit, dj cam, gidm cam gidce, loan v gidc, suy giam nhfin thie (nhu mét tri
nhd, 14 1an...).

Hiém gdip: Bénh thin kinh ngoai bién.

R6i loan miit:

It gdp: Nhin mdy,

Hiém gap: Rbi loan thi giac.

Réi logn tai va tai trong:

It gdip: U tai,

Rat hiém gdp: Giam thinh gidc.

R&i loan hé hd hip, ngwe va trung thit:

Thudng gdp: Pau hong-thanh quan, chay mau cam.

R6i logn hé tiéu héa:

Thiong gdap: Téao bon, day hoi, khé tiéu, budn non, tiéu chay.
It gap: Nén, dau byng trén va dau bung dudi, ¢ hoi, viém tyy.
Réi logn gan mit:

It gdp: Viém gan.

TRRMACE,, >

Hiém gap: U mdt.

Rét hiém gdp: Suy gan.

Réi logn da va mb dwdi da:

It gdip: May day, phét ban trén da, ngira, rung téc.
Hiém géip: Phit mach thin kinh, viém da bong nude bao gdm hong ban da dang, hdi chimg
Stevens-Johnson va hoai 1 biéu bi nhiém dée.

R&i loan hé co xwong v mb lién két:

Thiromg gdp: Dau co, dau khap, dau chi, co eimg co, sung khép, dau lung.

It gdip: Dau cb, méi co.

Hiém gdp: Bénh co, viém co, tiéu co vén, chéin thirong gén, d6i khi bién chimg thanh dint
gan.

Chira biét: Bénh co hogi tir do mién djch.

R&i logn hé sinh sin va tuyén vii:

Rét hiém gdp: Nit hoa tuyén vil.

R6i logn toan thiin va tinh trang tai chil dimg thube:

Jt gdp: Kho &, suy nhuge, dau ngyre, phit ngoai bién, kiét sire, s0L.

Xét nghi¢m:

Thweong gap: Chire ning gan bt thuémg, ting creatin kinase huyét.

It gdip: 'Té bao bach céu trong nudie tiéu.
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Ciing nhur véi che chét ire ché HMG-CoA reductase khic, da cé bdo céo ting nong do
transaminase trong huyét thanh & bénh nhin duge cho ding atorvastatin. Cic thay dbi nay
thudmg nhe, thodng qua va khong cén gidn doan diéu trj. Transaminase trong huyét thanh
ting rd rét vé ldm sang (> 3 lin gidi han trén binh thuémg) & 0,8% bénh nhin ding
atorvastatin. Tinh trang nay ¢o lién quan dén lidu va co thé hoi phuc & tit ca chc bénh nhin.
Néng d¢ creatin kinase (CK) trong huyét thanh tiing hon 3 lan gi6i han trén ctia mirc binh
thudmg & 2,5% bénh nhin ding atorvastatin, twong ty nhu cic chiit tre ché HMG-CoA
reductase khic trong thir nghig¢m lam sang. Cic nong dd cao hon 10 lin khoang trén binh
thirdmg gap & 0,4% bénh nhin duge diéu tri bang atorvastatin (xem phﬁn Canh bdo va
thiin trong khi diing thuic),

Bénh nhi

Céic bénh nhi tir 10 dén 17 wdi duge diéu trj bing atorvastatin ¢6 dic diém tic dyng khong
mong mudn nhin chung turong tr nhu bénh nhin ding gia duge, céc tic dung khong mong
mudn thurdmg giip nhit quan sat thiy & cd hai nhém, bét ké dwge dinh gia do nguyén nhén
nao, déu la nhiém tring. Khéng quan sit thiy tac dong dang ké vé 1dm sang 1én sy ting
trirdmg vl tridmg thanh gidi tinh duge theo doi trong mét nghién ciru 3 nam dya trén danh
gid sir trdmg thanh va phét trién téng thé, danh gid theo giai doan ddy thi Tanner, va do
chiéu cao va ¢dn niing. Diic tinh an toan vé kha ning dung nap & bénh nhi ciing twong ty
nhu diic tinh an toan da biét ciia atorvastatin & ngudi 16n.

Cao sér dit liéu vé an todn lim sang bao gbm dir lidu an todn ciia 520 bénh nhi duge cho
dung atorvastatin, trong dé 7 bénh nhin <6 tudi, 121 bénh nhén tir 6 dén 9 tubi, vi 392
bénh nhén tir 10 dén 17 tudi. Theo dit liéu ¢6 siin, thi tAn sudt, loai va mirc dj nghiém trong
ciia céc tie dyng khong mong mudn & tré em la twong ty nhu & nguei 16m.

Cic the dung khéng mong mudn sau diy di dwge bio cdo véi mijt s0 statin:

- Rdi logn chire néing sinh dyc.

- Trim cim.,

- Cic trudmg hop ngoai 16 méc bénh phdi ke, dac biét 1a khi diéu trj dai han (xem phén
Ciinh bio vii thin trong khi ding thude).

- Tiéu dudmg: Tan suit s& phy thude vio vige c6 hay khéng cé cdc yéu 16 nguy co (dudng
huyét lic d6i =5,6 mmol/L, BMI >30kg/m’, ting triglycerid, tién str bj cao huyét ap).

11. QUA LIEU VA CACH XU TRI

Khong c6 diéu tri diic hiéu cho trudng hop qui lidu atorvastatin, Néu xuéit hién qué liéu,
céic bénh nhiin cin dwge didu tri triéu chimg va tién hanh céc bién phap hd trg néu cin. Do
atorvastatin gin két manh véi protein huyét trong, nén thim phin loc mau kho c6 kha ning
lam ting ddng ké 46 thanh thai cia atorvastatin,

12. PAC TINH DUQC LUC HQC
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Atorvastatin calci 14 thude ha lipid mau tdng hop, né la 1 chét tre ché men khir HMG-CoA.
Men nay xiic tic cho sy bién dbi cia HMG-CoA thanh mevalonat, mft bude sém v quyét
dinh v& mirc dd trong qua trinh tong hgp cholesterol.

Cang thire thye nghiém cia atorvastatin caleium 1a (CauaHauFN:2Os)Ca3H20 va trong
lrgng phén ur 14 1209,42. Cong thirc céu tao:

Atorvastatin calci 1a bot két tinh mau tir tring dén triing nga, thyce € khong tan trong céc
dung dich murére ¢6 do pH <4. Tan rét it trong nude cdt, dung dich d¢m phosphat c6 d¢ pH
7,4 va acetonitril; tan nhg trong cdn ethanol va tan dé dang trong cbn methanol,

Co ché the dung: Atorvastatin 1a mdt chét trc ché canh tranh va chon lgpe men khir HMG-
CoA, mdt men quyét dinh vé mirc d trong qua trinh téng hop cholesterol chuyén doi
HMG-CoA thanh mevalonat, mit tién chét cua céc sterol, bao g&m ca cholesterol, O cde
bénh nhén ¢6 tang cholesterol mau ¢6 tinh gia dinh dong hop tir va di hop i, cc thé ting
cholesterol méu khong c6 tinh gia dinh, va rdi loan lipid mau hdn hop, atorvastatin lam
giam C- toén phéin, LDL-C va apo B. Atorvastatin ciing lam giam cholesterol lipoprotein
ty trong rat thip (VLDL-C) va triglycerid, va lam ting nh¢ HDL-C,

Atorvastatin lam giam cholesterol va lipoprotein huyét trong bing cach e ché men khir
HMG-CoA reductase va qué trinh tdng hop cholesterol & gan va bing cach lam ting sd
lwong cdic thy thé LDL tai gan trén té bao bé mit dé lam tang qua trinh thu hdi va chuyén
hoa LDL.

Atorvastatin lam giam qua trinh san xuéit LDL va s6 lugng céc tidu phiin LDL. Atorvastatin
lam ting manh va duy tri hoat tinh céc thy thé LDL kém theo ciic thay dbi co lgi vé chit
lwomg cha cdc tiéu phan LDL lwu théng. Atorvastatin ¢é hi¢u qua trong vige giam LDL &
cdc bénh nhin c6 ting cholesterol mau co tinh gia dinh dong hep tir, nhoém dbi trgmg
thuomg khong déap g véi cdc thude diéu tri ha lipid.

Atorvastatin va mot s6 chit chuyén héa ciia né ¢6 hoat tinh duwge ly & ngudi. Vj tri tic dung
chit yéu cia atorvastatin 1a & gan, diy 12 noi chil yéu tong hgp cholesterol va ddo thii LDL-
C. Hiéu qua giam LDL-C twong quan chiit ché véi liéu thube sit dung hon la véi ndng do
thube trong tudn hoan. Céin dyra trén dap tmg diéu trj dé cu thé héa liéu ding cho timg bénh
nhén (xem phin Cich dimg, liéu dimg).
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Trong mdt nghién ciru mang tinh chiit tir thién trén céc bénh nhén bj ting cholesterol mau
¢6 tinh gia dinh dbng hop 1w, phén Ién cdc bénh nhiin dép (g véi liéu 80mg atorvastatin
vai mire do gidm LDL-C 16m hon 15% (18%-45%).

Trong mdt nghién ciu danh gid dap {mg theo liéu, atorvastatin (10-80mg) lam gidm
cholesterol toan phiin (30%-46%), LDL-C (41%-61%), apo B (34%-50%) va TG (14%-
33%). Cac két qua nay duy tri On dinh & cac bénh nhin ¢6 ting cholesterol mau c6 tinh gia
dinh di hop tir, cac thé ting cholesterol mau khong ¢o tinh gia dinh va tang lipid mau hén
hop, gdm cé cic bénh nhéin dai thao dutmg khong phy thude insulin.

(3 cac bénh nhdn bj tang triglycerid mau don doe, atorvastatin lam giam cholesterol toan
phéin, LDL-C, VLDL-C, Apo B, TG va cholesterol khéng phai HDL-C va lam tang HDL-
C. O cic bénh nhin c6 rdi loan betalipoprotein méu, atorvastatin lam gidm cholesterol
lipoprotein ty trong trung binh (IDL-C).

O cac bénh nhén ¢6 ting lipoprotein mau nhom [la va b theo phin loai cia Fredrickson,
duoc thu thiip tir 24 nghién ciru ¢6 ddi chitng, ty 1€ ting HDL-C trung binh tinh theo phiin
triim so v&i mire ban ddu ddi vai atorvastatin (10 mg-80 mg) 14 5,1% dén 8,7% theo cach
thire khéng phu thude theo liéu, Ngodi ra, khi phén tich céc dir ligu thu duge nay dd cho
thty ¢6 sy gidm 1y 18 theo liéu mt cich ding ké vé cac ty s6 cholesterol toan phan/HDL-
C vii LDL-C/AIDL-C lan lugt nfim trong céc khodng tir -29% dén -44% va tir -37% dén
-55% mt cach tirong (g,

Anh hurémg ciia atorvastatin trén céc bién ¢b thiéu mau cyc by va 1y 18 tir vong tong cong
da dwge nghién ciru trong nghién ciru giam thiéu méu cuc bd cor tim bing cach ha tich cyre
cholesterol (MIRACL). Déy 1d mdt nghién ciru da trung tam, ngéu nhién, mi doi, c6 kiém
chirng véi gia duge trén 3086 bénh nhin ¢6 hdi chimg mach vinh cap: dau thit ngyre khéng
én dinh hay nhdi mdu co tim khong c6 séng Q. Céc bénh nhan duece diéu tri bang ché do
chiim s6¢ chuiin, bao gﬁm ¢a ché do an, va hoiic atorvastatin 80mg moi ngiy hoiic gia duge
trong khoang thoi gian 1a 16 tudn. Mirc LDL-C, cholesterol todn phin, HDL-C va
triglycerid cudi ciing lin ot trong (mg 12 72 mg/dL, 147 mg/dL, 48 mg/dL, 139 mg/dL. &
nhom sir dung atorvastatin va 1in lugt 1a 135 mg/dL, 217 mg/dL, 46 mg/dL va 187 mg/dL
& nhom diing gid duge. Atorvastatin 1am giam déng ké nguy co cde bién ¢d thiéu méu cue
b va 1 18 tir vong khoing 16%. Lam giam déang ké nguy co phai tdi nhip vién vi dau thit
nguec kém theo bing chimg rd ring ctia thiéu mau cuc b co tim khodng 26%. Atorvastatin
lam gidm nguy co thiéu méu cuc b va ty 1¢ tir vong dén mdt mirc dd nhur nhau & tat cé cae
mirc LDL-C ban diu. Ngoai ra, atorvastatin ciing lam giam nguy co thiéu mau cye b vi
ty 1¢ tir vong dén mét mire dd nhu nhau & cac bénh nhén c6 nhéi méu co tim khéng ¢o song
Q vi céc bénh nhin ¢ con dau thit ngye khong 6n dinh, ciing nhu & ci nam va nir va &
cée bénh nhéin <65 tudi ciing nhur & céc bénh nhin =65 tudi.

Phong ngira bién chirng tim mach
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Anh hudng ciia atorvastatin [én bénh mach vanh tir vong va khéng tir vong dugce danh giia
trén 10.305 bénh nhén cao huyét dp trong dd tudi tir 40 dén 80 (trung binh 63 tudi), trude
diy khong c6 nhdi méu co tim va ¢6 ndng do C- toan phén (TC) <6,5 mmol/l (251 mg/dl)
trong nghién ciu ASCOT-LLA (Anglo-Scandinavian Cardiac Outcomes Trial Lipid
Lowering Arm). Ngodi ra, cdc bénh nhén cé it nhét ba trong sb cée yéu tb nguy co vé tim
mach (CV) dudi diy: nam giGi trén 55 tubi, hit thude, bi bénh ddi théo dudmeg, tién sir bénh
mach vanh c6 mbi quan hé bc 1 véi bénh nhén, cholesterol toan phén: lipoprotein ty trong
cao (HDL) =6, bénh mach ngoai bién, phi dai thit trdi, ¢6 bénh mach nio tir trude, dién
tam dd (ECG) diic trung bét thudmg, protein ni¢u/albumin niéu. Trong nghién ciru ¢ kiém
chimg v6i gid dge, mi ddi ndy, bénh nhin duge didu trj bing cdc thube ha huyét dp (bénh
nhéiin khong bi bénh déi thao dwdmg co huyét ap dich <140/90 mmHg, bénh nhédn bj bénh
déi thao dudmg co huyét dp dich <130/80 mgHg) va duge chi dinh atorvastatin 10 mg moi
ngay (n=5168) hoiic gia duge (n=5137). Nghién ctru ASCOT-LLA dé dimg lai sdm hon
sau 3,3 nim thay vi 5 nim do tic ddng cia vige diéu trj atorvastatin so vai gia duge vuot
qué ngirdmg co ¥ nghia danh gia thoi gian chuyén tiép. Ngodi ra, huyét dp duoc kiém soat
16t va trong ty trén nhitng bénh nhin duge chi djnh atorvastatin va gia dugc, Nhimg thay X
dbi nay tn tai trong sudt thoi gian didu tri. K

Atorvastatin lam giam mirc d6 ctia nhitng hi¢n tugng sau:

Cic bién cb Gidam nguy co | S6  bién ¢ | Gidtrip
twong dbi (%) | (atorvastatin  so
viri gia duge)

Bién ¢6 mach vanh (bénh mach
vanh tir vong vi nhdi mau co tim 36% 100 so vdi 154 0,0005
khong tr vong)
Céc bién cb tim mach bit ky va _

5 Moo 20% 389 s0 vai 483 0,0008
qua Lrinh tai thong mach
Céc bién ¢ mach vanh 29% 178 so véi 247 0,0006
Dot wr vo a khong

VG Yo v SNIG 1R 26% 89sov6i 119 | 0,0332

vong*

*Mic di ty 1¢ giam ddt quy tir vong va khong tr vong khong dat téi mire ¢ ¥ nghia duge
xéi¢ dinh trude (p=0,01), xu huéng kha quan duge quan sit thiy véi ty 1¢ giam nguy co
twong dbi 26%.

Tir vong chung va tir vong lién quan téi tim mach giam khong dang ké mic du quan sat
thﬁy xu hwrémg kha quan.
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Trong nghién ciru vai trd ctia Atorvastatin trén dai thao dudmg (Collaborative Atorvastatin
Diabetes Study-CARDS), vai trd cia atorvastatin dbi véi bénh tim mach tr vong va khong
tr vong duoc dénh gid trén 2838 bénh nhén tudi tir 40-75 bj déi théo dudng typ 2, khong
c6 tién sit bénh tim mach va mire LDL <4, 14mmol/L (160 mg/dL) va TG <6,78 mmol/L
(600 mg/dL). Thém vao dé, tit ca nhimg bénh nhan da cé it nhdt mdt trong nhitng yéu to
nguy co sau: cao huyét ap, dang hat thube, bénh vong mac, albumin niéu thip hotic albumin
niéu cao.,

Piy la nghién ctru ngéu nhién, mu déi, da trung tam co kiém chitng bang gia duge, trong
d6 bénh nhéin duge chi dinh atorvastatin 10 mg mbi ngy (n=1428) hoiic gia duge (n=1410)
trong théi gian theo déi trung binh 3,9 ndm. Do higu qua diéu trj ciia atorvastatin 1én tiéu
chi chinh qud rd ring nén nghién ctu CARDS két thiic 2 nim sém hon so véi dy kién.
Céc tée dung gidm nguy co twong déi va tuyét dbi cia atorvastatin duge trinh bay nhu dudi
déy:

Bién cb Giam nguy co [S6  bién 6| Gidtrip
twong dbi (%) | (atorvastatin so véi

gia dwge) .;\

Céc bién cb tim mach chinh [nhoi ¥
méu co tim tr vong va khéng tr ; ‘

vong, nhdi méu co tim im ling,

vong do bénh mach vanh cip, dau
thiit ngue khéng &n dinh, phéu
thudt bic ciu mach vanh, nong

37% 83 so vai 127 0,0010

mach vanh qua da, tai thong mach,
dot quy]

Nhdi méu co tim (Nhi mau co tim
tir vong va khong tir vong, nhdi 42% 38 s0 vai 64 0,0070
méu co tim thim ling)

Dot T A khéng ti
Ot quy (Tir vong va khong tir 48% 21 so v 39 0,0163

vong)

Khong ¢6 biing chimg vé sir khic nhau trong diéu trj anh hudmg béi gidi, tudi holic mirc
L.DL-C. Gidm nguy co twong dbi tir vong 27% (82 trudmg hop tir vong & nhom gid duge
s0 vai 61 trirdmg hop tr vong & nhénh diéu tri) duge quan sat véi gidi han b y nghia théng
ké (p=0,0592). Ty 1¢ léng quit ciia nhiing téc dung 6 hai hodc nhitng tic dyng c6 hai
nghiém trong trong tir gitra cic nhom diéu tri.

Vira xo' dong mach
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Trong nghién ciru logi bé vita xo dfng mach bing cich ha tich cuc cholesterol
(REVERSAL), tic dfng ciia atorvastatin 80 mg va pravastatin 40 mg dbi véi vira xo dong
mach vanh durge danh gia biing song siéu d4m ndi mach (IVUS) trong khi chup X-quang
mach méau trén nhiing bénh nhén c6 bénh mach vianh. Day 1a thir nghiém ldm sing ngiu
nhién, mu doi, da trung tdm, co kiém soat, 502 bénh nhin c¢6 song siéu dm ndi mach & mire
co ban tai thai diém 18 thang. Trong nhom ding atorvastatin (n=253), sur thay dbi phin
triim trung binh tir mite co ban trong tong thé tich vira xo déng mach (tiéu chi nghién ciu
déu tién) 12 -0,4% (p=0,98) & nhom ding atorvastatin va +2,7% (p=0,001) & nhdém ding
pravastatin (n=249). Khi so sdnh véi pravastatin, hi¢u qua tdc dng cia atorvastatin c6 y
nghia thong ké (p=0,02).

O3 nhém ding atorvastatin, LDL-C giam xubng mire 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), & nhoém ding pravastatin
LDL-C gidgm 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 ciing lam gidm déng ké C-
toan phﬁn 34,1% (pravastatin: -18,4%, p<0,0001), gidm ndng d6 TG trung binh 20%
(pravastatin: -6,8%, p<0,0009) va gidm apo B trung binh 39,1% (pravastatin: -22,0%,
p<0,0001). Atorvastatin ting HDL-C trung binh 2,9% (pravastatin: +5,6%, p=NS). Protein
phan tmg C (CRP) giém trung binh 36,4% & nhém ding atorvastatin so vai giam 5,2% &
nhém ding pravastatin (p<0,0001).

Dé an toan va dung nap cia hai nhom diéu tri ¢6 thé so sanh duge.

Dt quy tai phat

Trong nghién ciru phong dot quy biing cach ha tich cyc cholesterol (SPARCL), dénh gia
hiéu qué cta atorvastatin 80 mg mdi ngay hoic gid duge trén 4731 bénh nhén bi dot quy
hodic thiéu mau cuc bd thodng qua trong 6 théng truée va khong c6 tién sir bénh mach vanh.
Nhitng bénh nhiin nay 60% la nam gidi, tir 21 dén 92 tudi (trung binh 63 tudi), c6 mirc
L.DL trung binh la 133 mg/dL (3,4 mmol/L). Néng dé trung binh ctia LDL-C 12 73 mg/dL

(1,9 mmol/L) trong qué trinh diéu trj biing atorvastatin va 129 mg/dL (3,3 mmol/L) trong
qud trinh diu trj biing gia dugc. Thai gian theo ddi trung binh 1a 4,9 nim.

Atorvastatin 80 mg lam giam nguy co cia tiéu chi chinh: dt quy tir vong va khong tr vong
15% (Ty 1¢ ri ro (HR) 0,85; Khoang tin ¢y (CI) 95%, 0,72-1,00; p=0,05 hodic Ty 1& rii
ro (HR) 0,84; Khoing tin cdy (CI) 95%, 0,71-0,99; p=0,03 sau khi diéu chinh cho cac yéu
td co ban) so véi gid durge. Atorvastatin 80 mg 1am giam déng ké nguy co cdc bién ¢b mach
vanh chinh (Ty 1€ rii ro (HR) 0,67; Khodng tin ¢y (CI) 95%, 0,51-0,89; p=0,006), bt ki
hién twgng bénh mach vanh ndo (Ty 1€ rii ro (HR) 0,60; Khoang tin ¢y (CI) 95%, 0,48-
0,74; p<0,001), va qud trinh tdi thong mach (Ty 1¢ i ro (HR) 0,57; Khodng tin cdy (CI)
95%, 0,44-0,74; p<0,001).
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Trong m{t phiin tich post-hoc, atorvastatin 80 mg lam giam ty 1¢ dot quy thiéu méu cuc bd
(218/2365; 9,2% so v&i 274/2366; 11,6%; p=0,01) va ting ty 1& dot quy xufit huyét
(55/2365; 2,3% so véi 33/2366; 1,4%:; p=0,02) so voi gia duge. Ty 1¢ dot quy, xuét huyét
tir vong gidng nhau giira cac nhom (17 ngudi ding atorvastatin so véi 18 ngudi dung gia
dugce). Quan sét théy nguy co cic bién ¢ tim mach giam & tit ca cic nhém bénh nhin ding
atorvastatin 80 mg ngoai trir nhirng bénh nhén khi tham gia nghién ciru co dit quy xuit
huyét va dii c6 dot quy xudt huyét tai phat (7 ngudi ding atorvastatin so véi 2 ngudi ding
gia duge).

Nhitng bénh nhén diéu trj bang atorvastatin 80 mg bj dot quy, it hon, di 1a bt ky loai dot
quy nao (265 ngudi ding atorvastatin so vdi 311 ngudi dimg gia dugce) va bj cic bién cb
mach vanh it hon (123 ngudi ding atorvastatin so véi 204 ngudi diung gia duge). Ty I¢ tor
vong néi chung 1a twong tu nhau giita ciec nhom diéu tri (216 ngudi ding atorvastatin so
viri 211 ngudi ding gid duge). Ty 1§ toan bd céac tac dung khéng mong mudn gidéng nhau
gitta cde nhom didu tri.

Phong ngira thir phat cac bién cb tim mach

Trong nghién ciru diéu trj cac muc tiéu mdi (Treating to New Targets Study - TNT), hi¢u
qué cta liéu atorvastatin 80 mg/ngay so voi atorvastatin 10 mg/ngdy trén céc bién ¢b tim
mach duge danh gia trén 10001 d6i tugng (94% da triing, 81% nam gidi, 38% bénh nhin
>65 tudi) ¢o biéu hién lim sang bénh mach vanh va trude day da dat duge mirc LDL-C
<130 mg/dL sau khi ding atorvastatin 10 mg/ngay trong 8 tudin. Céc bénh nhén nay dugc
chi dinh ngfu nhién lidu atorvastatin 10 mg/ngay hoic liéu atorvastatin 80 mg/ngdy vé theo
théri gian diéu tri trung binh 4,9 ndm. Néng dd trung binh LDL-C, C- toin phén, TG,
cholesterol HDL va cholesterol khong HDL vao tudn 12 lan lugt 12 73 mg/dL, 145 mg/dL,
128 mg/dL., 98 mg/dL. va 47 mg/dL trong théi gian diéu tri bing atorvastatin liéu 80 mg v
ldn lurot 14 99 mg/dl, 177 mg/dL., 152 mg/dL., 129 mg/dL va 48 mg/dL trong thiri gian diéu
tri bing atorvastatin liéu 10 mg.

Didu tri biing atorvastatin voi liéu 80 mg/ngay lam gidm déng ké t§ 1¢ céc bién b tim mach
chinh (434 bién ¢b & nhém ding lidu 80 mg/ngay so vai 548 bién ¢6 & nhom ding liéu 10
mg/ngiy) cling vdi giam nguy co tuong dbi 22%.

Atorvastatin 80 mg 1am giam déng ké cic nguy co sau;

23

Tiéu chi chinh ¢6 ¥ nghia Atorvastatin 10 mg | Atorvastatin 80 mg HR"
(N=5006) (N=4995) (95%CT)
Tién chi chinh* N (%a) N (%)
Bién ¢6 tim mach chinh 0,78
3 548 10,9 434 8,7
dau tién (0,69-0,89)
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Téng hop cic tiéu chi chinh
Nhoi miu co tim khong t 0,78
308 6,2 243 4,9
vong. (0,66-0,93)
Dot quy (i vong va khong tir ] 0,75
T P . 155 3,1 117 2,3
vong) (0,59-0,96)
Tiéu chi phy**
Suy tim sung huyét déu tién 0,74
P R 164 33 122 24
phai nhip vi¢n (0,59-0,94)
Phiu thudit bic ciu mach 0,72
vanh dau tién hofic thi thugt | 904 18,1 667 134 | (0,65-0,80)
tai thdng mach khac®
" ; 0,88
Dau that ngye diu tién 615 12,3 545 10,9
(0,79-0,99)

" Atorvastatin 80 mg: atorvastatin 10 mg.
b Tiéu chi phu khéc.

* Tiéu chi chinh = tir vong do bénh mach vanh, nhdi méu co tim khéng tir vong, ngimg tim
hdi stre thanh cong, va dét quy tir vong va khong tir vong.

## Tigu chi chinh khéng bao gdm tiéu chi phy
Khoang tin cdly cia cdc tiéu chi phy khéng dugc diéu chinh khi so sanh nhiéu

Khéng thiy sy khdc biét ¢ y nghia vé cde nguyén nhin gy tir vong gifra cic nhom diéu
(ri: 282 (5,6%) & nh6m ding atorvastatin liéu 10 mg/ngdy so voi 284 (5,7%) & nhoém ding
atorvastatin lidu 80 mg/ngay. Ty 1é cdc dbi tugng tir vong do tim mach bao gbm tir vong
do bgnh mach vanh va dét quy tir vong it hon vé 56 lugng & cac nhém ding atorvastatin
80 mg so v&i nhom diing atorvastation 10 mg. Ty 1§ cdc d6i trgmg tir vong khéng do tim
mach nhiéu hon vé s lugng & nhom ding atorvastatin 80 mg so véi nhém ding
atorvastation 10 mg.

Trong nghién ciru giam cdc tiéu chi bing cach ha tich eye lipid (IDEAL) diéu tri bing
atorvastatin voi lidu 80 mg/ngdy so véi diéu tri biing simvastatin 20 mg/ngdy dén 40
mg/ngdy trén 8888 bénh nhin i 80 tudi co6 tién sir bgnh mach vanh dé danh gid néu c6 thé
giam duge nguy co tim mach, Bénh nhiin chi yéu 1 nam gidi (81%), da triing (99%), ¢6
tudi trung binh la 61,7 tudi va LDL-C trung binh 1a 121,5 mg/dL ngiu nhién; 76% da tri
liéu biing statin. Trong thir nghiém tién ciru, phan nhém ngdu nhién, mé va danh gia bién

cb mi (PROBE), bénh nhéin duge theo doi trong khoang thai gian trung binh 4,8 néim, m‘mg
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d6 trung binh ctia LDL-C, C-toan phén, TG, HDL-C va khéng HDL-C & tudn thir 12 lan
luot 14 78 mg/dL, 145 mg/dL, 115 mg/dL, 45 mg/dL va 100 mg/dL trong subt qud trinh
diéu trj biing atorvastatin 80 mg, vi lan luot la 105 mg/dL, 179 mg/dL, 142 mg/dL, 47
mg/dL va 132 mg/dL trong subt qué trinh diéu trj biing simvastatin 20 mg dén 40 mg.
Khéng thiiy sir khic biét co y nghia gitra cdc nhém didu tri & tiéu chi chinh, ty 1& bién ch
mach vanh chinh déu tién (bénh mach vanh tir vong, nhéi méu co tim khéng tir vong vi
ngimg tim hdi sirc thanh cong 1a 411 (9,3%) & nhom ding atorvastatin liéu 80 mg/ngay so
vai 463 (10,4%) & nhém ding simvastatin 20 mg/ngay dén 40 mg/ngdy, ty 1§ rii ro (HR)
0,89%, khodng tin cdy (CI) 95% (0,78-1,01), p=0,07.

Khang thily sir khic biét ¢6 y nghia gilra cde nhém diéu trj d6i vdi tr vong do moi nguyén
nhén: 366 (8,2%) & nhém ding atorvastatin 80 mg/ngay so véi 374 (8,4%) & nhom ding
simvastatin 20 mg/ngay dén 40 mg/ngay. Ty 1€ céc dbi trgmg timg tr vong do tim mach
hay khéng lién quan téi tim mach trong ty nhau & nhom ding atorvastatin 80 mg va nhom
diing simvastatin 20 mg dén 40 mg,

Bénh nhi

Téng cholesterol médu cé tinh gia dinh di hop e ¢ bénh nhi tie 6 dén 17 tuoi

Mot nghién cou 8 tuéin, nhiin mé dé déanh gia duge dong hoc, duge lue hoe, dé an todn va
kha ning dung nap atorvastatin dugc tién hanh trén tré em va thiéu nién bj tang cholesterol
méu c6 tinh gia dinh di hop tir da dwge xfc nhan vé di truyén va LDL-C ban diu >4 mmol/L.
Téng cong 39 tré em va thiéu nién, tir 6 dén 17 tudi, durge ghi danh vao nghién ciru. Nhom
A bao gom 15 tré em, tir 6 dén 12 tudi va 6 giai doan ddy thi Tanner 1. Nhém B bao gﬁm
24 tré em, tir 10 dén 17 tudi va Tanner >2.

Liéu ban déu ctia atorvastatin 12 5 mg moi ngay dudi dang mot vién nhai trong Nhém A va
10 mg mdi ngay dudi dang vién nén trong Nhém B. Liéu atorvastatin duge cho phép tang
glp ddi néu mét ddi twgng chua dat LDL-C mye tiéu la <3,35 mmol/L vio tuidn 4 va néu
atorvastatin duge dung nap tot.

Gid tri trung binh cia LDL-C, TC, VLDL-C, va Apo B gidim mugn nhit vio tuiin 2 cho tit
ci che dbi tugng. V6i cdc dbi twong duge ting liéu glp doi, quan st thiy con gim thém
sém nhét sau 2 tuln, trong lin danh gid du tién, sau khi ting liu. Mirc gidm phén trim
trung binh ciia céc théng sé lipid 12 tuong ty & ca hai nhom, bét ké cac ddi twgng tiép tuc
sir dung liéu ban ddu hay ting liéu ban diu 1én ghp d6i. O tin 8, trung binh, thay déi phén
trdim tir gia trj ban ddu ciia LDL-C va TC tuong img 1a khoing 40% va 30% trong céc
khodng nbng dd thir nghiém.

Trong mdt nghién ciru thir 2, nhiin m&, mdt nhéanh, 271 tré em trai va tré em gai co ting
cholesterol mau c6 tinh gia dinh di hgp tir da dugce chon va diéu trj vai atorvastatin trong
thoi gian tdi da 3 nam. Tiéu chi chon vdo nghién ciru yéu cliu duge xdc nhiin ¢6 ting
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cholesterol mau ¢6 tinh gia dinh dj hop tir va LDL-C ban déu >4 mmol/L. (khoing 152
mg/dL). Nghién ciru bao gbém 139 tré em c6 giai doan phdt trién bénh & giai doan Tanner
I (thudng tir 6-10 di). Lidu atorvastatin (1 lin/ngdy) khéi ddu 1a § mg (vién nhai) & tré
durGi 10 tudi. Tré tir 10 tudi trér 1én dwrge dimg lidu khai diu 10 mg atorvastatin (1 lin/ngay).
Tét ca tré em ¢6 thé duge didu chinh dén liéu cao hon dé dat myc tiéu <3,35 mmol/I LDL-
C. Liéu trung binh cho tré tir 6-9 tudi 14 19,6 mg va li¢u trung binh cho tré 10 tudi tré 1én
14 23,9 mg.

Mire LDL-C (+/- SD) ban déu la 6,12 (1,26) mmol/L tirc la khoang 233 (48) mg/dL. Xem
két qua cudi cling trong bang dui.

Dit liéu thu duge ciing cho thiy khéng cé anh hudng clia thude 1én sy tang trudng hofic sy
phit trién (nhu chiéu cao, cin niing, BMI, giai doan Tanner, danh gid ciia nghién ciru vién
vé& mite d6 trudmg thanh va phét trién tong thé) & bénh nhi va thiéu nién ¢6 ting cholesterol
méau ¢6 tinh gia dinh di hgp tir duge diéu trj véi atorvastatin trong nghién ciru kéo dai 3
nam. Khong co tac dong ndo duge ghi nhn theo ddnh gia cia nghién ciru vién 1én chiéu
cao, cin ning, BMI theo tudi hodc theo gidi tinh & mdi lan tham khém,

Az

Thc dyung giam lipid mdu cia atorvastatin & nam vi nir thi@ué itn cb ting
cholesterol mdn c6 tinh gia dinh dj hgp tir (mmol/L) -
N TC LDL-C HDL-C 167 Apo B
I'hovi diém N : !
(S.D.) (8.D.) (S.D.) (S.D.) (S.D.)#
: 7,86 6,12 1,314 0,93 1,42
Ban diu 271
(1,30) (1,26) (0,2663) (0,47) (0,28)*#*
4,95 3,25 1,327 0,79 0,90
Théng 30 206 _
(0,77)* (0,67) (0,2796) (0,38)* (0,17)*
5,12 3,45 1,308 0,78 0,93
Thang 36/ET | 240
(0,86) (0,81) (0,2739) (0,41) (0,20)***

TC= tong cholesterol; S.D. = dd léch chudn (standard deviation); LDL-C = cholesterol-C
(¥ trong thip (low density cholesterol-C); HDL-C = cholesterol-C ty trong cao (high
density cholesterol-C); TG = triglycerid; Apo B = apolipoprotein B; “Thing 36/ET™ bao
gbm ca dif ligu 16 14n tham kham cudi ciing cho nhimg dbi twgng két thie tham gia sém
trirére mbc 36 thang dur kién ciing nhur dit liéu ddy du 36 thing & nhitng ddi tuong tham gia
di 36 thang; “*"= N & Thang 30 cho s liéu nay 1a 207; “*#*” = N ban déu cho 56 liéu niy
|4 270; “***» = N ¢ Thang 36/ET cho s6 li¢u ndy la 243; “#” = g/L. cho Apo B

Tdng cholesterol mdu cé tinh gia dinh di hop tie & bénh nhi tir 10 dén 17 tuoi
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Trong mot nghién ciru ma déi, d6i chimg gid duge, tiép theo la mot giai doan nhin mao,
187 bé trai va bé gai di co kinh nguyét tir 10 dén 17 tudi (tudi trung binh 14,1) bi ting
cholesterol mdu cé tinh gia dinh dj hep tir (FH) hofic ting cholesterol mau nghiém trong
duge chon ngiu nhién cho ding atorvastatin (n=140) hojic gia duge (n=47) trong 26 tudn
v sau dé tt ci déu duge cho diing atorvastatin trong 26 tuiin. Liéu atorvastatin (mét ln
médi ngay) 1a 10 mg trong 4 tudn du tién va diéu chinh ting 1én 20 mg néu ndng d LDL.-
C >3,36 mmol/L. Atorvastatin lam giam rd rét nong do téng C, LDL-C, triglycerid, va
apolipoprotein B trong huyét trong trong giai dogn mi ddi 26 tuiin. Gid trj LDL-C dat
durge trung binh la 3,38 mmol/L (khoang: 1,81-6,26 mmol/L.) trong nhom atorvastatin so
véi 5,91 mmol/L (khodng: 3,93-9,96 mmol/L) trong nhém gia durge trong giai doan mu doi
26 tudn.

Mot nghién ciru b sung trén bénh nhi vé atorvastatin so vai colestipol & bénh nhén bj ting
cholesterol méu tir 10 dén 18 tudi cho thiy ring atorvastatin (N=25) lam giam rd rét LDL-
C ¢ tudn 26 (p<0,05) so viai colestipol (N=31),

Mt nghién ciru tir thién d& duge thye hién trén bénh nhén bi ting cholesterol mau nghiém
trong (bao gdm tang cholesterol mau dj hop tir) bao gdm 46 bénh nhi duge diéu trj bing
atorvastatin dgc diéu chinh liu theo déap (mg (mdt s6 dbi tugng dugce cho ding 80 mg
atorvastatin mdi ngay). Nghién ciru ndy kéo dai 3 nim: LDL-cholesterol giam 36%.

Chura thiét Idp duge dénh gia hi¢u qua dai han ciia li¢u phip atorvastatin trén tré em nhiam
lam giam ty I¢ bénh tdt va tir vong & giai doan trudng thanh.

13. PAC TINH DUQC DONG HQC

Cic diic tinh dirge ddng hoe v chuyén héa:

Hiip thu:

Atorvastatin duge hiip thu nhanh chéng sau khi udng, ndng dé dinh trong huyét tuong dat
durge trong vong tir | dén 2 gity. Mire do hftp thu va ndng dd atorvastatin trong huyét twong
ting ty 1& vai liéu ding cia atorvastatin. Céic vién nén cua atorvastatin cho sinh khé dung
biing 95% dén 99% ciia dang dung dich. Sinh kha dyng tuyét déi ciia atorvastatin xap xi 1
14% va sinh kha dung toan théin cho hoat tinh (e ché enzym khir HMG-CoA la xép xi 30%.
Sinh kha dung toan thin thip la do sy thanh thai & niém mac duéng tiéu hoa va/holc do sy
chuyén hoa lin dédu qua gan trude khi viio tufin hoan chung. Miic du thire n lam gidm ty
& va mire 40 hip thu cta thube lin lugt xép xi 1a 25% va 9% khi dugce dénh gid theo nng
dd dinh trong huyét trong (Cmax) va dién tich du6i dudmg cong (AUC), nhung hiéu qua
gidgm LDL-C IA trong ty nhau bt ké la atorvastatin duge ding cling hay khéng ding cling
véi thire &n. Nong dd atorvastatin trong huyét tuong thip hon (xép xi 30% doi véi Coax vA
AUC) khi diing thude viio budi tdi so vori khi ding vao budi sang. Tuy nhién, hiéu qui giam
LDL-C la nhu nhau bét ké 1a ding thude vio théi gian nao trong ngdy (xem phiin Céch

diing, liéu ding).
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Phin bb

Thé tich phéin b trung binh ciia atorvastatin xép xi 381 L. Ty 1¢ giin két véi protein huyét
trong cla atorvastatin >98%. Ty I¢ giita ndng do thube trong hing chu/ndng do thude trong
huyét trong 14 xdp xi 0,25; diéu nay cho thdy sy thim nhép kém ctia thude vao trong hbng
chu.

Chuyén héa

Atorvastatin duge chuyén hoa chi yéu thanh céc diin xudt hydroxy héa tai vi tri ortho va
para va cic san phim ciia sir oxy hoa & vj tri beta. Trén in vifro, te dung tic ché men khir
HMG-CoA ciia cic chat chuyén hoa hydroxy héa & vi tri ortho va para 13 twong duong véi
téc dung nay clia atorvastatin, Xap xi 70% cua cac hogt tinh (rc ché trong tuéin hoan déi vai
men khir HMG-CoA 1a do céc chit chuyén héa ¢6 hoat tinh, Céac nghién ctru trén in
vifro goi ¥ thm quan trong ciia qua trinh chuyén héa atorvastatin bdi CYP 3A4 phu hop
véi ndng do atorvastatin ting cao trong huyét twong & ngudi sau khi ding dbng thai voi
erythromycin, mt chit e ché di biét dbi véi isozym ndy. Céc nghién ciru trén in
vitro ciing chi ra ring atorvastatin la mdt chét trc ché yéu déi véi CYP 3A4. Ding déng
théri atorvastatin véi terfenadin khong lam dnh hudmg ¢6 ¥ nghia lim sang nong dj trong
huyét tuong ciia terfenadin, mgt hop chit duge chuyén hoa chi yéu béi CYP 3A4; do d6
atorvastatin s& khong 1am thay ddi dang ké 1én cic co chit cia CYP3A4. (Xem phin Twong
the, twong ki cia thude). O dong vit, chit chuyén héa hydroxy & vi tri ortho con trai qua
qué trinh glucuronid hoa.

Thii trir

Atorvastatin v cic chéit chuyén hoa ctia n6é duge dao thai chi yéu qua mit sau khi dugc
chuyén hoa & gan vivhoiic & ngoai gan; tuy nhién thude dudng nhu khong cé chu trinh t4i
tufin hoan rudt gan. Thoi gian ban thai trung binh trong huyét tromg cua atorvastatin &
ngudi 14 xdp xi 14 gidy, nhung thi gian ban thai cia hoat tinh e ché ddi voi men khir
HMG-CoA i 20-30 gidr do sy gop phén cia cdc chéit chuyén hoa co hoat tinh. Dudi 2%
ctia liéu diing atorvastatin duge tim thiy trong nude tiéu sau khi ubng.

Cic nhom doi twong diic bigt

Nguwdri cao tudi: Néng do atorvastatin trong huyét twong & cic dbi tugng cao tudi (=65
tudi) khoé manh 14 cao hon (xép xi 40% dbi v6i Cax vit 30% d6i vai AUC) so vdi nguoi
tré tudi. Nghién ciru ACCESS nhiim diic biét dénh gia cac bénh nhéin cao tudi vé viée dat
dirge muc tiéu ciia dicu trj theo Chuong trinh quéc gia gifo dyc vé Cholesterol (NCEP).
Nghién ciru nay bao gﬁm 1087 bénh nhin <65 tudi, 815 bénh nhin trén 65 tudi va 185 bénh
nhén trén 75 tbi. Khong quan sit thiy c6 sy khéc biét nio vé d6 an toan, hiéu qua hay ty
I¢ dat duge muyc tiéu diéu tri lipid gifta nhdm bénh nhén cao tudi va nhém dbi turgng tong
quat,

Tré em: Trong mot nghién ciru 8 tufin, nhdn ma, bénh nhi (tudi 6-17) & giai doan Tanner
I (N=15) va giai doan Tanner >2 (N=24) c6 ting cholesterol mau ¢6 tinh gia dinh di hgp
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tir vt LDL-C ban ddu >4 mmol/L duoe diéu trj véi vién nhai 5 hodc 10 mg hodic vién nén
bao phim 10 hofic 20 mg atorvastatin mt 1an mdi ngay, twong (mg. Khéi lugng co thé 1a
bién duy nhét thay déi trong mé hinh duge dong hoc trén quén thé atorvastatin. DO thanh
théi qua duwémng udng cia atorvastain & bénh nhi 14 twong ty véi ngudi 16n khi quy ddi theo
moi trong quan vé khdi luong co thé. Mire giam phi hop voi LDL-C va TC duge quan sat
thity trong khoang nbng dd phoi nhiém cia atorvastain va o-hydroxyatorvastatin trong
nghién ctru.
Gidi tinh: Nong do atorvastatin trong huyét twong & phu nir khéc (cao hon xép xi 20% doi
v Cnax va thiip hon 10% dbi vai AUC) so vdi & nam giéi, Tuy nhién, khong co sy khéc
biét c6 ¥ nghfa lim sing ndo vé tdc ddng trén lipid giita nam va nir.
Suy thiin: Bénh thin khong c6 anh hudng trén néng do trong huyét trong hay tic dong
trén lipid cta atorvastatin. Do d6, khong céin thiét phai diéu chinh liéu & cac bénh nhin suy
thin (xem phiin Céch ding, liéu ding).
Thiim phén lope méu: Miic di cdc nghién ciru con chua duge tién hanh & cie bgnh nhin
¢6 bénh thén giai doan cubi, nhung khong dy dodn 1a thim phén loc méu ¢6 thé lam tang
dang ké do thanh thai cta atorvastatin do thudc c6 ty 1é giin két cao vii protein huyét trong.
Suy gan: Nong d trong huyét twong cia atorvastatin b ting déng ké (xfip xi 16 lin dbi
vOi Cowe vt 11 1dn d6i véi AUC) & céic bénh nhin c¢6 bénh gan man tinh do ubng ruqu
(Childs-Pugh Loai B) (xem phin Cllt‘mg chi djnh).
Twong tic thude: Anh hudng ciia cic thube dirge chi dinh dong thai trén duge dong hoc
cha atorvastatin cling nhu dnh hudng cia atorvastatin trén duge déng hoc cua cac thube
duoce chi dinh dbng thési duge tom tiit & bang dudi diy (xem phian Cinh bio v thiin trong
khi sir diing thudc, va phin Twong tic, twong ky ciia thudbe).

Anh hwéng ciia cie thude chi dinh ddng thai trén duye djng hoc ciia Atorvastatin

Thube dwge chi dinh dong thoi Atorvastatin
vi ché dj liéu |
Liéu (mg) Ty 1§ Ty 1é
AUC& C“lﬂ!&

“Cyclosporin 5,2 mg/kg/ngiy, lidu | 10 mg QD" x 28 ngay 8,7 10,7
dn dinh _
#Tipranavir 500 mg BID/ ritonavir | 10 M8 SDF 9,4 8,6
200 mg BIDY, 7 ngay
“Telaprevir 750 mg mdi 8h, 10 | 20 mgSD 7,9 10,6
ngay
“Boceprevir 800 mg TIDY, 7 ngay | 40 mg SD | 2,3 2,7
“Lopinavir 400 mg BIDY ritonavir | 20 mg QD x 4 ngay 5,9 4,7
100 mg BID, 14 ngay
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¥iSaquinavir 400 mg BID/ 40 mg QD x 4 ngay 3.9 4.3
‘Ritonavir 400 mg BID, 15 ngay _
*Clarithromycin 500 mg BID, 9 | 80 mg QD x 8 ngay 4,5 5,4
nghy |

*Darunavir 300 mg BID /ritonavir | 10 mg QD x 4 ngay 3.4 2,2

100 mg BID, 9 ngay i _
*Itraconazol 200 mg QD, 4 ngay | 40 Mg ELD 3,3 120
"Fosamprenavir 700 mg BID/ 10 mg QD x 4 ngay 2,5 2.8
ritonavir 100 mg BID, 14 ngay _ B
“Fosamprenavir 1400 mg BID, 14 10 mg QD x 4 ngay 23 4,0
ngay _
“Nelfinavir 1250 mg BID, 14 ngay | 10 mg QD x 28 ngay 1,74 22|
Nude budi chim, 240 mL QD* | 40 me SD 1,37 Li6
Diltiazem 240 mg QD, 28 ngay | 40 me SD 1,51 oo
Erythromycin 500 mg QID®, 7 10 mg SD 1,33 1,38
ngay B =
Amlodipin 10 mg, liéu don 80 mg SD 1,18 0,91
Cimetidin 300 mg QID, 2 tuin 10 mg QD trong 2 tuéin 1,00 0,89
Colestipol 10 g x 2 lin/ngay, 28 | 40 mg QD trong 28 tudn [ Khong xdc | 0,74+
tudin dinh

Maalox TC® 30 mLL QID, 17 ngay 10 mg QD trong 15 0,66 0,67
. ngdy

Efavirenz 600 mg QD, 14 ngay | 10 mg trong 3 ngdy 0,59 1,01
‘Rifampin 600 mg QD, 7 ngiy 40 mg SD 1,12 2,9
(ding phdi hop) T

‘Rifampin 600 mg QD, 5 ngay | 40 mg SD 0,20 0,60
(liéu riéng &) 1

“Gemfibrozil 600 mg BID, 7 ngay 40 mg SD 1,35 1,00
“Fenofibrat 160 mg QD, 7 ngay 40 mg SD 1,03 1,02

& Thé hién ty 1& gitra cdc ligu phap (dang ddng thoi thube khdc vai atorvastatin so

atorvastatin don dgc).

¥ Xem phin Canh béo vi thiin trong khi dimg thube, va phiin Twong tic, twong ky, ciia

thude va vé ¥ nghia lam sang

¢ Béio cdo thiy AUC tang (1 18 AUC 2,5 1in) vi/hoic Crax (8 18 Cax 1,71 lin) khi udng
lrgng 16m nurde burdri chiim (750 mL — 1,2 L/ngay).
#* Ty 1¢ dya trén mAu don ldy vio 8-16h sau khi ubng.
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+ Do co ché twong tac kép cia rifampin, khuyén céio chi dinh ddng thévi atorvastatin cling
ltic véi rifampin, do khi diing atorvastatin chdm hon sau khi udng rifampin s¢ lam giam
dang ké nbng dd atorvastatin trong huyét trong.

4 Lidu saquinavir phéi hop véi ritonavir trong nghién ciru nay khong phai 14 liéu sir dung
trén 14m sang. Mirc tiép xic ciia atorvastatin khi duge sir dung trén lim sang co thé sé cao
hom so voi nhitng gi dd duge quan sét trong nghién ciru nay. Vi vy cin théin trong khi sir
dung va liéu lugng thip nhét cin thiét nén duge st dung,

% Liéu atorvastatin trong bang trén chi 1a liéu thyc nghiém. Khi sir dung atorvastatin trén
thue té 1dm sang, vui long tham khao mye Céch ding, liéu diing.

" mot lin mdi ngay

b hai ldn méi ngay

¢ liéu dom

4 ha lin mbi ngay

© bin lin mdi ngay
Anh hwéng ciia Atorvastatin trén dwge djng hoe ciia cice thude dwge chi djnh
dbng thii
Aivvantatin Thube dwge chi dinh dong thoi va ché d liéu ding
Thude/Liéu (mg) Ty 18 AUCE | TY 1§ Ca®
80 mg QD" x 15 ngay | Antipyrin, 600 mg SD* 1,03 0,89
80 mg QD x 14 ngay | Digoxin 0,25 mg QD, 20 ngay" 1,15 1,20
40 mg QD x 22 ngiy Thube tranh thai duémg ubng
QD, 2 thiang
- Norethindron | mg 1,28 1,23
- Ethinyl estradiol 35 pg 1,19 1,30
10 mg SD Tipranavir 500 mg BID/ 108 0.96
ritonavir 200 mg BIDS, 7 ngay
10 mg QD x 4 ngay Fosamprenavir 1400 mg BID, 0.73 0.82
14 ngay
10 mg QD x 4 ngay Fosamprenavir 700 mg BID/ 0.99 0.94
ritonavir 100 mg BID, 14 ngay

& Thé hién ty 1¢ giira cdc ligu phip (ding ddng thoi thube khic véi atorvastatin so
atorvastatin don dc).
# Xem phiin Twong tic, twong Ky, ciia thude vé y nghia lim sang
" mét lin méi ngay
b liéu don
© hai lin mdi ngay
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Dik liéu an todn tién lim sang

Tinh giiy ung thw, djt bién, giam kha ning sinh sin: Atorvastatin khong giy ung thu
trén chudt cbng. Lidu ding t8i da cao hon 63 lén so voi licu ding cao nhit & ngudi (80
mg/ngay) tinh theo mg/kg trong lugng co thé vi cao hon 8 (6 16 1dn tinh theo gia trj AUC
(0-24), Trong mdt nghién ciru kéo dai 2 ndm trén chudt nhiit, ty 1& mic u té bao gan & chudt
dyc va ung thu biéu mé té bao gan & chudt céi tang 1én khi ding liéu t6i da, cao hon 250
lin s0 véi liéu ding cao nhéit & ngudi tinh theo mg/kg trong lwgng co thé. Lugng thube hip
thu vao méu cao hon 6 dén 11 lin tinh theo AUC (0-24).

T4t ci cic thube ¢6 cong thire héa hoe tuong ty trong nhom niy da gy ra khi u & ci chudt
nhit va chudt cbng tai céc liéu cao hon liéu khuyén cdo cao nhét diing trén lim sing tir 12
dén 125 lin tinh theo mg/kg trong lrgng co thé,

Atorvastatin khang cho thiy kha niing gay dot bién hoiic kha nang gy bit thuimg ciiu triic
nhiém séc thé trong bén xét nghiém in virro c6 holic khong c¢6 sy kich hoat trao di chit
hofic trong mdt xét nghiém in vive. Ca hai xét nghiém Ames véi Salmonella typhimurium
va Escherichia coli va xé nghiém @3t bién gen hypoxanthine-guanine
phosphoribosyltranferase (HGPRT) in vitro trén (¢ bao phdi ctia chudt hamster Trung Qubc
déu cho két qua am tinh, Atorvastatin khang gy ting ddng ké cic bat thuong cta nhiém
sfic thé & xét nghiém t& biao phm cia chudt hamster Trung ube in vitro v im tinh trong
xét nghiém vi nhén in vive cia chudt nht. )

Khong thily c6 tie dung khéng mong mubn trén kha niing’sinh san hoiic syr sinh sin & chugt
cbng dye dung lidu atorvastatin t6i da 175 mg/kg/ngiy hoiic trén chudt chng cdi dung lidu
thi da 225 meg/kg/ngay. Nhimg liéu ding nay cao gp 100 dén 140 lin liéu khuyén cdo 16i
da dung trén ngudi, tinh theo mg/kg. Atorvastatin khong gay ra tac dyng khong mong muén
trén tinh triing hodic cic théng s tinh dich hodc trén mé bénh hoc co quan sinh san & cho
cho ding liéu 10 mg/kg, 40 mg/kg hodic 120 mg/kg trong 2 nim.

14.QUY CACH PONG GOI: Hop 3 vi x 10 vién

15. PIEU KIEN BAO QUAN: Bio quan dudi 30°C, trédnh dnh sdng va dm.

16. HAN DUNG: 24 théng ké tir ngay san xut.

17.TIRU CHUAN CHAT LUQNG: TCCS

18, CO SO SAN XUAT:

SUN PHARMACEUTICAL INDUSTRIES LIMITED

Village Ganguwala, Paonta Sahib-173025, District Sirmour, Himachal Pradesh, An Db
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