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THANH PHAN: Atorvastatin calcium tuong duong

ATOIVASEALIN 1v.veevee et sss s sssessss e sss s snssneras s essasanssnessssesenseseseesess 10 M0

VAR O v T R e T

(T4 duge gém: : Cellulose vi tinh thé, lactose, silicon dioxyd, croscarmellose sodium, natri lauryl sulfat, magnesi stearat, titan dioxyd, hydroxypropylmethyl
cellulose, propylen glycol 6000)

DANG BAO CHE: Vién nén bao phim

QUY CACH BONG GOI: Hop 1 vix 10 vign, hdp 3 vix 10 vién, hdp 5 vix 10 vién nén bao phim

Chi BINH:

Atorvastatin dugc chi dinh nhu 12 mét chit bé trg cho ché do n dé gidm sy ting cholesterol todn phin, cholesterol LDL, apolipoprotein B va triglycerid &
nhiing bénh nhan ting cholesterol mau nguyén phat (dj hgp tr c6 tinh chat gia dinh hodc khdng) va réi loan lipid mau hén hgp. Artovastatin ciing dugc chi
dinh dé gidm cholesterol todn phén, cholesterol LDL & nhiing b&nh nh4n ting cholesterol méu déng hp ti ¢6 tinh chét gia dinh, nhy 14 chat b trg cho céc
didu trj ha lipid khac. Trudc khi bt d4u diu tri véi atorvastatin, nén xac dinh v diéu tri cdc nguyén nhén thi phat Iam ting cholesterol mau (nhu bénh dai
thao dubing khd kiém sodt, gidm niing tuyén gidp, hdi ching than nhiém ma, rfi loan protein mdu, b&nh tic gan, do diéu trj cdc thudc khdc va nghién rugu).

CACH DUNG VA LIEU DUNG:

Khuy&n cdo bit d4u diéu tri vai li8u thap nh&t ma thulc cd téc dung, sau d6 néu cdn thiét, co thé diéu chinh liéu theo nhu cdu va ddp Gng cia titng ngudi
bing cdch ting lidu ting dot cdch nhau khdng dudi 04 tufn va phai theo ddi cic phan (ing ¢ hai cla thuBc, déc biét 1a cdc phan dng cd hai di vdi hé co.
Bénh nhén cin dugc dua vao mbt ché do dn kidng gidm cholesterol trudc khi diing atorvastatin va cdn thiét phéi tiép tyc dn kiéng trong sudt qud trinh diing
thudic. C6 thé uSng mot lidu duy nhat vao bt el lic ndo trong ngdy, vio lic déi hodc no. Nén diing thuc vio budi tdi, vi tdng hop cholesterol & gan xdy ra
chi y&u vio ban dém, do d6 sé lam ting hiéu lyc cha thuSc. Khi ding phéi hgp véi Amiodaren, khdng nén ding qua 20 mg/ngay. Khi dung ph8i hgp vdi
Darunavir + Ritonavir; Fosamprenavir; Fosamprenavir + Ritonavir; Saquinavir +Ritonavir khéng diing qud 20 mg atorvastatin/ngay. Khi dung vdi Nelfinavir
kh&ng qud 40mg atorvastatin/ngay.

Tang cholesterol mau nguyén phét (dj hgp tif ¢d tinh chat gia dinh hodc khdng) va rdi loan lipid mau hdn hgp: Liéu khdi ddu khuy&n cdo 1a 10 hodc
20 mg, mdt 14n mdi ngay. Bénh nhan cén gidm lugng I6n LDL-C (hon 45%) thi bit ddu véi liéu 40 mg/ 1n/ ngay. Khodng cho phép clia Atorvastatin la 10
d&n 80 mg/ 1dn/ ngay.

Tang cholesteral méu di hgp tik ¢d tinh chat gia dinh d tré em (10-17 tudi): LiBu khdi ddu khuy&n cdo 12 10 mg/idn/ngay, liéu t6i da dugc khuyén cdo 12
20 mg/ngay (liéu 16n hon 20mg chua duge nghién clu & ddi tugng bénh nhin nay).

Tang cholesterol mdu déng hgp hi cd tinh chat gia dinh: Liéu khuy&n cdo 14 10 - 80 ma/ngay. Atorvastatin duge diing nhu mét thude hd trg cho céc
bién phap diutrj khac ( vi du; LDL-apheresis) hodc khi cac bién phap diBu tri khdc khdng thyc hién dugc.

Hodc theo sy hudng dén cia thdy thudc
CHONG CHI BINH:
- 6i véi banh nhan qué man véi bt ¢ thanh phn ndo cia thulic, nhiing ngui c6 b&nh Iy gan thé dang ti€n trién hodc c6 sy téng dai ding khéng gidi
thich dugc cla transaminases huy&t thanh trén 3 I&n gidi han so véi mitc binh thuting, nhiing bénh nhdn mang thai, cho con ba, nhiing bénh nhan nghi ngd
c6 thai. Atorvastatin nén diing & phy nil trong tudi sinh d& chl khi nhiing bé&nh nhén nay khdng c6 thai va dugc cung cdp thdng tin v& nguy co déi vdi bao
thai.
- Diing dfing thi vdi Tipranavir+Ritonavir ; Telaprevir.
- Sir dung déng thoi atorvastatin véi cdc thudc sau: gemfibrozil, cdc thude ha cholesterol mdu nhém fibrat khic, niacin liu cao (> 1g/ngay), colchicin,
THAN TRONG KHI DUNG THUOC:
- N&n lam xét nghiém enzym gan trudc khi bdt ddu diéu tri bang atorvastatin va trong trubng hop chi dinh 1dm sing yéu ciu xét nghiém sau dé.
- Can nhic theo dai creatin kinase (CK) trong trung hgp:

+ Trudc khi diu tri, xét nghiém CK nén dugc tin hanh trong nhing truéing hop: Suy gidm chiic nang than, nhugc gidp, tién sl ban than hay tién si gia
dinh méc bénh cd di truyén, tién sir b bénh co do st dung statin hodc fibrat truGc do, tién sit bénh gan va/hodc ung nhiéu rugu, bénh nhén cao tudi (> 70
tudi) ¢ nhifng y&u t nguy co bj tiéu ca vén, kha ndng xdy ra tuong tac thuSc va mdt s6 ddi tugng bénh nhdn dic biét. Trong nhiing truting hdp nay nén can
nhic Igi ich/nguy co va theo ddi bénh nhan trén 1Am sang khi diéu trj bing atorvastatin. N&u k&t qud xét nghiém CK > 5 I4n gidi han trén clia mdc binh
thuting, khdng nén bit ddu diéu tri bing atorvastatin.

+ Trong qud trinh diéu tri bing atorvastatin, bénh nhan cdn thdng bao khi c6 céc bidu hién v& cd nhu dau ¢d, cling cd, yéu co..Khi ¢ cac bifu hién ndy,
bé&nh nhin cdn lam xét nghidm CK dé c6 céc bién phap can thiép phi hgp.

- Sif dyng than trong khi ph8i hop vdi Lopinavir+Ritonavir, v n&u cdn thiét nén ding lidu atorvastatin thdp nhat.

- Thén trong khi sif dung ddng théi Atorvastatin véi cac thuSe didu tri HIV va viém gan siéu vi C (HCV) (xem tuong tac thubi).

- N&n gidm sat nhiing b&nh nhin xut hién ting mic enzym transaminase téi khi gidi quy&t dugc cac bat thubing. /M’
- N&u c6 ting ALT holic AST gdp trén 3 I4n gidi han mic trén clia binh thuting thi gidm lifu hodc ngifing ding atorvastatin,

- Diing atorvastatin than trong & nhiing b&nh nhan nghién rugu hodc co tién sif bénh gan.

- N&n tam thai nging diu tri hodic ngitng hdn diéu trj atorvastatin cho bat ¢ bénh nhan nao c6 bénh cd ndng va cip hodc cd cic tic nhan nguy hiém din
dén sy phét trién clia suy thin thit phat rbi cd niéu kich phét (nhu nhidm triing c&p, ha huy&t dp, phdu thut 16n, chin thudng, ri loan dién gidi, nfi ti€t va
8i loan chuy&n héa nang, va déng kinh khdng kiém sodt). Cén theo dGi chit ché céc phén dng cd hai trong qud trinh ding thudc.

Thai ky mang thai: Khdng ding cho phu ni mang thai.

Thai kj cho con bi: Chua x4c dinh atorvastatin c6 bai tiét qua sGia me hay khéng nhung cdc thudc khac trong nhom nay thi cé qua sTa me. Khuyén céo
bénh nhin dang ding thudc nay thi khéng nén cho con bl siia me.

Ngudi cao twdi: Than trong khi ding thudc cho ngudi cao tudi.

Ngudi dang vin hanh mdy méc hay 14i tau xe: Thén trong khi dung thuc cho ngudi dang van hanh may moc hay Idi tau xe do thudc cd thé gay nhiic ddu,
chdng mat, nhin md.

TUONG TAC THUOC:

- T4ng nguy co tén thuong cd khi sif dyng déng thdi atorvastatin véi cac thudc sau: gemfibrozil, cdc thubc ha cholesterol méu nhém fibrat khac, niacin liéu
cao (> 1g/ngdy), colchicin.
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- Viigc sif dyng d8ng thdi Atorvastatin véi cdc thuSc difiu tr HIV va viém gan sigu vi C (HCV) c6 thé 1am tang nguy co gy tn thuong co, nghiém trong nhdt I tiéu

co van, thin hu din d&n suy thin va cd thé giy tlr vong. Khi diing phi hgp vdi Darunavir + Ritonavir; Fosamprenavir; Fosamprenavir + Ritonavir, Saquinavir

+Ritonavir khéng ding qud 20 mg atorvastatin/ngdy. Khi ding vdi Nelfinavir khdng qua 40mg atorvastatin/ngay. SU dung thin trong khi phGi hgp véi

Lopinavir+Ritonavir.

- C4c chét (ic ch& HMG-CoA reductase ciing dugc chuy&n héa bdi cytochrom 3A4, khi k&t hop atorvastatin véi cdc thuc 13 co chdt clia isoenzym ndy, cdn quan

tdm d&n sy thay ddi néng d5 trong huyét tuong clia ca 2 thudc.

- Atorvastatin lam t3ng néng dd huy&t tuong cla digoxin.

- Atorvastatin cing 1Am tang néng dd cc thuic ngia thai dubing udng (norethristerol, ethinil cestradiol).

- C6 thé xuft hién sy gidm t6i thifu thdsi gian prothrombin khi sit dung déng thisi warfarin va atorvastatin,

- Vigc sit dyng déng thai atorvastatin véi cdc antacid khdng gay ra sy thay ddi cholesterol LDL mdc dii nfng dd huyét tuong cla atorvastatin giam.

- T4c dung gidm lipid mau cba atorvastatin t&t hon khi diing chung vdi colestipol.

- Vige ding ciing véi cdc thudc dc ché enzym CYP3A4 c6 thé Iam ting néng dd clia Atorvastatin trong huyét tuong ddn dén tang nguy co bénh ca vé tiéu ca. Khi

diing phdi hop véi Amiodarone, khdng nén diing qud 20 mg/ngay vi lam ting nguy co gay ra ching tiu co van. B6i véi nhiing bénh nhan phai ding liéu trén 20

mg/ngay mdi c6 hidu qua diéutrj, bac s¥ 6 thé lua chon thudc statin khic (Pravastatin).

TAC DUNG KHONG MONG MUON:

Suy gidm nh4n thic (nhu mat tri nhé, 1 13n...). Ting dubng huyét. Tang HbA1c. Atorvastatin dugc dung nap tot, cdc tic dung phy thuing nhe va thoang qua.
Thudng gdp, ADR > 1/100:

- Tiéu héa: fa chay, tio bén, ddy hoi, dau bung va budn nén.

- Thén kinh trung uong: nhiic ddu, chdng mat, nhin ma, m&t ngl, suy nhugc.

- Thén kinh-co va xuong: dau co, dau khdp.

- Gan: cdc k&t qud thit nghi&m chic ndng gan ting hon 3 14n gi6i han trén cla binh thudng, & 2% ngudi bénh, nhung phdn I6n 1a khdng c6 trigu ching va héi

phuc khi ngiing thudc.

it gép, 1/1000 < ADR < 1/100:
-Than kinh-cd va xuong: bénh co
-Da: ban da
-H6 hdp: viém mii, viém xoang, viém hong, ho.

Hiém gap, ADR < 1/1000:
-Th4n kinh-cova xuong: viém co, tifu cavin, ddn d€n suy than cip thi phdt do myoglobin nigu.
Cach xif iri- Ngiing diing thudc khi enzym gan ting dai ddng qud 3 14n gii han trén clia mic binh thudng hodc creatinin phosphokinase (enzym cd) ting gép 10
I4n hon gidi han trén cla binh thuding, va n&u chdn dodn hodic nghi ngd bénh co.

Théng béo cho bac si nhifng tac dyng khdng mong mudn gdp phéi khi st dyng thuéc

DUGC LYC HOC: Atorvastatin thudc nhdm statin 12 nhiing chat dc ché canh tranh véi hydroxymethyl-glutaryl coenzym (HMG-CoA) reductase, lam ngdn can
chuy&n HMG - CoA thanh mevalonat, ti€n chit clia cholesterol. C4c statin dc ché sinh tng hgp cholesterol, 1am gidm cholesterol trong t& bao gan, kich thich ting
hop thy thé LDL (lipoprotein ty trong thip), va qua a6 1am ting van chuyén LDL tir mdu. K&t qud culi cuing ca nhiing qud trinh sinh héa ndy & gidm ndng do
cholesterol trong huy&t tuong. 0 liu binh thuting, HMG-CoA reductase khdng bj tic ch& hoan todn, do dé vén cd di acid mevalonic cho nhi€u qud trinh chuyén hda.
Trong c4c nghién cdu 14m sing, bing chiing cho thy céc statin 1Am gidm rd rét bién c& mach vanh, moi bién ¢ tim — mach da c6 vé gidm téng s tli vong &
ngudi ¢ banh mach vanh (cd tién st dau thit ngue hodc nhdi mdu ca tim cdp) va ngudi cé cholesterol huyét tuong 5,5 mmolAit hodc cao hon. Cac statin cling co
vai trd dy phdng tién phat (cdp1) bénh mach vanh & ngudi bénh ting cholesterol cd nguy ca cao méc bién c8 mach vanh. Cac statin con lam cham ti&n tri€n vila
xomach vanh.
DUGC BONG HOC:

HAp thu: Thubc dugc hdp thu t6t & dubng tiu hda sau khi duding udng, dat ndng dd dinh trong huyét tuong sau khodng 1-2 gid. Mc do hép thu tang ti 1é véi liéu
Atorvastatin. Sinh kha dung tuyét d8i ciia atorvastatin 12 khodng 14% va khi c6 sy hién dién cla hé théng tc ché enzym HMG-CoA khodng 30%. Mic di thic dn
lAm gidm t8c a6 va mic db hp thu khodng tuong dng 25% va 9%, tuy nhién khi dnh gid C,,, va AUC, viéc gidm LDL-C thi gidng nhau dii ding Atorvastatin co
hay khdng c6 véi thiic An. Néng dd huy8t tudng clia Atorvastatin gidm khodng 30 % d8i véi Cmax va AUC khi diing thudc bufi t6i so véi budi sang. Tuy nhién, gidm
LDL-C 1a nhunhau khéng phu thudc vao thdi gian ding thubc trong ngay.

Phan bé" Thé tich phn bd chinh clia Atorvastatin khodng 381 lit. Lién két protein huy&t tuong clia atorvastatin # 98%. Ty 1& mdu/ huyét tuong khodng 0,25 cho
thay sy th¥m thusc vao t& bao hdng cdu. Dua trén nhiing quan sét & chudt, Atorvastatin cd thé dugc bai tiét qua stia & ngudi.

Chuyén héa: Atorvastatin duge chuyén hda thanh cdc ddn xudt ortho vé parahydroxylat va cdc san phdm beta oxy ha khic nhau. Trong nghién clu in vitro, sy dc

ché enzym HMG-CoA reductase bdi cdc chit chuyén héa ortho va parahydroxylat 13 tuong duong véi Atorvastatin. Nghién ciu cho thdy sy chuyén hda Atorvastatin

chl y&u bdi cytochrom P450 3A4, ph hgp véi nfng dd Atorvastatin trong huygt tuong tang khi chi dinh déng thai véi ethryromycin, mot cht dc ché enzym gan.

Thai tri Atorvastatin va cdc chit chuyén héa clia né dugc thai trif chi y&u qua mat. Tuy nhién, thudc khong trdi qua chu trinh gan rugt. Thdi gian ban théui_,;h‘”?"---m

Atorvastatin d ngudi khodng 14 giti. Dao thdi qua thin cla atorvastatin 1a <2%. | ,4"'3.". Ry \
N

QUA LIEU VA XU TRi: Qu4 /iéu: Khdng c6 triéu chitng dc bigt va bénh nhin khdng nguy hiém d&n tinh mang sau khi dugc gay nbn.
Cach xif trf Didu tri triéu ching va difu tri h8 trg. Thdm phin mau khdng hiéu qud do atorvastatin lién két vdi protein huyét tuong manh.
BAO QUAN: Noi khé mat, nhiét do dugi 30°C, tranh 4nh séng.
DE thufdc xa tdm lay Iré em.
HAN DUNG: 36 thdng ké tif ngay sdn xudt.
TIEU CHUAN AP DUNG: Tiéuchufn cosd.
POC KY HUGNG DAN SU DYNG TRUGC KHI DUNG
THUDOC NAY CHI DUNG THED BON CUA BAC SY
NEU CAN THEM THONG TIN, XIN HOI ¥ KIEN CUA BAC SV
THONG BAO CHO BAC S¥ NHONG TAC DUNG KHONG MONG MUGN GAP PHAI KHI SU DUNG THUGC

TUQ.CUQG TRUONG

VAC CONG TY CO PHAN DUGC PHAM cUU LONG P TRUGNIG PHO
pharimexce 150 dudng 14/9 - Phudng 5 - Tp Vinh Long - Tinh Vinh Long 7 ~ - - %h{G
-£Q szgf VALY

TP. Vinh Long, ngay (3. thang@l.nam 2016
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