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Tén thuoc: TORMEG-10

Thanh phan: Moi vién nén bao phim chira Atorvastatin Calci
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Atorvastatin Calcium Tablets 10mg

Manufactured for :
MEGA LIFESCIENCES (AUSTRALIA) PTY LTD

(ACN 076 713 392), Victoria 3175, Australia.
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Manufactured by :
PHARMATHEN S.A.
6, Dervenakion Street, 153 51 Pallini, Attikis, Greece.
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Rx
TORMEG

Vién nén Atorvastatin Calci 10/20 mg

THANH PHAN

TORMEG 10

Mbi vién nén bao phim chira:

Hoat chat: Atorvastatin Calci 10,34 mg tuong duong véi Atorvastatin 10 mg

TORMEG 20
Moi vién nén bao phim chira:
Hoat chat: Atorvastatin Calci 20,68 mg tuong duong voi Atorvastatin 20 mg

T4 duge: Pharmasorb Regular (activated attapulgite), Microcelac 100, Cellulose vi tinh thé, Starch maize
partially pregelatinised (Starch 1500), Hydroxypropyl cellulose (HPC-L), Magnesi stearate, Silica Colloidal
khan, Opadry OY-LS-28908 (White II)".

MO TA

Atorvastatin 1a chdt ha lipid mau tdng hop. Atorvastatin 1a chdt trc ché men 3-hydroxy-3- -methylglutaryl-
coenzyme A (HMG-CoA) reductase. Enzyme nay xuc tac chuyén dbi HMG-CoA thanh mevalonat, 1a bu6c dau
va gi¢i han ty I€ trong qué trinh sinh tong hop cholesterol.

Atorvastatin calci 1a mudi cua acid [R-(R*, R*)-2-(4-fluorophenyl)-f, 8-dihydroxy-5-(l-methylethyl)-3-phenyl-4-
[phenylamino) carbonyl)-1Hpyrrole-1-heptanoic va calci (2:1). Cdng thirc thuc nghiém cua atorvastatin calci
CesHssCaF;N4Oyg va trong luwgng phén tir cia né la 1155,36. Cong thie cAu tric 1a:

H
/\j;j\/c o
NH N
i N @1/

Atorvastatin calci & dang bot mau tring hodc tring nga.

DUQC LUC HQC
Atorvastatin, cting nhu mot s6 chat chuyén héa ciia né, ¢6 hoat tinh dugc Iy & ngudi. Gan 1a noi hoat dong chinh
va la noi chu yeu tong hop cholesterol va thanh thai LDL. Liéu lugng thudc ¢6 tuong quan voi viée lam giam
LDL-C hon la ndng d thude ¢ cac co quan. Lidu thude cho timng bénh nhén phai dua trén dap mg diéu tri.

Co ché tic dung

Atorvastatin la mot chét (e ché canh tranh chon loc tai enzyme HMG-CoA reductase, gidi han enzyme chuyén
3-hydroxy-3ethylglutaryl-coenzyme A thanh mevalonat, mot tién chat cua sterol, bao gébm cholesterol.
Cholesterol va trilglycerid luu théng trong mau nhu mét phan cta phic hop lipoprotein. Bang phuong phap siéu
ly tdm, cac phirc hop ndy dugc tach riéng ra thanh HDL (lipoprotein ty trong cao), IDL (lipoprotein ty trong
trung gian), LDL (lipoprotein ty trong thdp), va VLDL (lipoprotein ty trong rat thap. Triglycerid (TG) va
cholesterol trong gan dugc két hop vao VLDL va phéng thich vao huyét tuong dé phan phdi dén cac md ngoai
vi. LDL dugc hinh thanh tir VLDL va duge di hoa chu yéu théng qua cic thy thé LDL ai luc cao. Nghién ciru
lam sang va bénh ly cho thdy ring ndng do trong huyét tuong cao cua cholesterol toan phén (C toan phan), LDL-
cholesterol (LDL-C), apolipoprotein B (apo B) thuc diy xo vira dong mach & ngudi va la yéu tb nguy co phat
t;len céc bénh tim mach, trong khi tdng nong d6 HDL-C lam giam nguy co bénh tim mach.

O dong vat, Atorvastatin lam giam nong d cholesterol va lipoprotein bang cach rc ché enzyme HMG-CoA
reductase va qué trinh tdng hop cholesterol trong & gan va lam tang sé lugng thu thé LDL & cac té bao bé mit
gan dé tang tai hip thu va dj héa LDL; Atorvastatin cling lam giam sy san sinh LDL va sb luong cac hat LDL.
Atorvastatin 1am giam LDL-C & mot s6 bénh nhan c6 tang cholesterol mau do gia dinh dong hop tir (FH), mot sb
ngudi hiém déap tmg v6i thube ha lipid khac.

M0t loat cac nghién ciru 1am sang da ching minh ring tang nong do ctia C-toan phan. LDL- C‘ apo B (mot phirc
hop mang té bao LDL-C) thiic ddy xo vita dong mach & ngudi. Tuong tu nhu vay, giam nong do HDL-C (va
phtrc hop van chuyén né, apo A) c6 lién quan véi su phat trién xo vira dong mach. Diéu tra dich t& hoc da thiét




lap ty 1& mic bénh va ty I¢ tir vong clia bénh tim mach anh hudng truc tiép t6i ndng do C-toan phan va LDL-C,
va nguoc lai véi ndng do cia HDL-C.

Atorvastatin lam giam C-toan phan. LDL-C va apo B ¢ nhiing bénh nhén ¢6 ting cholesterol mau do gia dinh
(FH) ddng hop tir va di hop tir, ting cholesterol mau khong di truyén va réi loan lipid méu hn hop. Atorvastalin
cting 1am giam VLDL-C va TG va tang san sinh HDL-C va apolipoprotein A-1. Atorvastatin lam giam C-toan
phan, LDL-C, VLDL-C, & apo B, TG, va cac lipid khéng HDL-C va tang HDL-C & bénh nhdn chi tang
triglyceride mau don thuin. Atorvastatin lam giam lipoprotein ty trong trung binh cholesterol (LDL-C) & nhitng
bénh nhan bi tich tu cac B-lipoprotein trong mau.

Gidng nhu LDL, cac lipoprotein giau cholesterol giau triglyceride, bao gdm ca VLDL, lipoprotein ty trong trung
binh (IDL), va céc lipid khéc, ciing ¢6 thé thac day xo vita dong mach. Triglycerid huyét tuong cao thuong duge
tim thdy trong mot b ba gom ty 1€ HDL-C (hap va cac hat LDL nho khi két hop véi cac yéu té nguy co chuyen
héa khong lipid dcn v6i bénh tim mach vanh. Nhu véy, TG toan phén trong huyet tuong khong nhat thiét dugc
thé hién la mot yeu t& nguy co doc lap trong bénh tim mach vanh. Hon nita, van chua duge xdc dinh dugc téc
dong doc 1ap cua viée ting HDL hoic ha thap TG dbi v&i nguy co mic va tir vong ctia bénh mach vanh va bénh
tim mach.

DUQC PONG HQC

Hap thu: Atorvastatin dugc hip thu nhanh sau khi udng, nong d¢ huyét tuong téi da dat dugc trong vong 1 dén
2 git. Mirc dd hap thu tang ty 1¢ thuan vai lidu atorvastatin. Vién nén atorvastatin c6 turong duong sinh hoc voi
dang dung dich. Sinh kha dung tuyét déi cia atorvastatin 1a khoang 12% va sinh kha dung cua tac dong trc ché
enzyme HMG-CoA reductase 1a khoang 30%. Sinh kha dung thép dugc cho la do thanh thai toan phan trong
niém mac duong tiéu héa va / hodc chuyen hoa lan dau & gan.

Phan b6: Thé tich phan bd ciia atorvastatin khoang 381 L.98%. Atorvastatin lién két voi protein huyét tuong.
Chuyen héa: Atorvastatin dugc chuyén héa boi cytochrome P450 3A4 thanh cac din xudt ortho va para
hydroxyl héa va céc san pham khéc clia qud trinh beta oxy hoa. In vitro, s trc ché HMG-CoA reductase bdi cac
chit chuyén hoéa ortho va para hydroxyl héa twong duong voi kha ning ¢ ché HMG-CoA reductase cua
atorvastatin. Khoang 70% hoat déng trc ché HMG-CoA reductase 1a do cdc chat chuyén hoa hoat dong.

Thai trir: Atorvastatin va cac chét chuyén héa ctia atorvastatin 1a co chét cila P-glycoprotein. Atorvastatin duroc
dao thai chii yéu trong mét sau qué trinh chuyén héa & gan va / hoac ngoai gan. Tuy nhién, thudc trai qua chu
trinh gan rut khong dang ké. Thoi gian bén thai trung binh cua atorvastatin trong huyét tuong nguoi khoang 14
gio. Thoi gian ban thai cta hoat dong trc ché HMGCoA reductase khoang 20 dén 30 gior do su dong gop clia chit

chuyén hoa ¢6 hoat tinh. @/

CAC POI TUQNG PAC BIET

Nguoi cao tudi: Néng do atorvastatin trong huyét twong & ngudi cao tudi khoe manh cao hon so véi & ngudi tré
tudi trong khi anh hudng trén lipid c6 thé so sanh duge véi nhirng ngudi nhig dbi trong khoe manh.

Tré em: chua co dir liéu ¢ tré em.

Gidi tinh: Ndong do Atorvastatin trong huyét tuong & phu nir khac véi nam gidi (Cmax cao hon khoang 20% va
AUC thép hon 10%); tuy nhién, khéng c¢6 su khic biét ¢é ¥ nghia 1am sang trong tac dung lam giam LDL-C cua
Atorvastatin gilta nam va ni.

Suy than: bénh than khong c6 anh hudng dén ndng do trong huyét twong hodc tac dung lam giam LDL-C cua
Atorvastatin; do do, diéu chinh liéu & bénh nhan co roi loan chirc nang thén la khong can thiét.

Chay than nhan tao: trong khi cac nghién ciru da khong duoc thyc hién & nhitmg bénh nhan méc bénh than giai
doan cudi, thdm tach mau khong du kién s& tang dang ké do thanh thai cua atorvastatin do thudc duge gin két
manh v&i protein huyét tuong.

Suy gan: ¢ nhiing bénh nhan bi bénh gan man tinh do ruou, ndng do trong huyét twong cia atorvastatin ting
dang ké. Cmax va AUC tang cao hon 4 ldn & nhitng bénh nhan c6 bénh Childs-Pugh A. Cmax va AUC ting cao
hon khoang 16 lan va 11 lan, twong tmg, & nhitng bénh nhan ¢6 bénh Childs-Pugh B.

CHI DINH

Diéu tri voi cac thudc lam thay ddi lipid chi nén c6 mot phan ctia nhidu yéu té nguy co tham gia & nhiing ngudi
€6 nguy co tang 1én dang ké bénh xo vita dong mach do ting cholesterol mau. Li¢u phap tri li¢u duoc khuyén
céo nhu mot thube hd tro cho ché do an ubng han ché chat béo bao hoa va cholesterol va cac phuong phap diéu
tri khong dung thube khac ma chua dap g dugc yéu cu. O nhting bénh nhan bi bénh mach vanh hoéc c6 nhiéu
yéu t6 nguy co ddi vai bénh mach vanh, atorvastatin c6 thé dugc bat diu dong thoi vai ché dé dn udng.



Ngén ngira bénh tim mach

O nhimg bénh nhan khong c6 dau hiéu lim sang rd rang cua bénh tim mach vanh, nhung ¢6 nhiéu yéu t6 nguy co

cho bénh tim mach vanh nhu tudi, hit thudc, tang huyét ap, HDL-C thip, hoic ¢6 tién sir gia dinh ¢6 bénh tim

mach vanh, atorvastatin dugc chi dinh dé:

- Lam giam nguy co nhdi mau co tim

- Lam glam nguy co dot qui

- Lam giam nguy co cho phuong phép téi théng mach vanh hoac dau thit ngure

Déi véi ‘bénh nhan tiéu dudng type 2, va khong co d4u hiéu 1am sang rd rang cta bénh tim mach vanh, nhung c6

nhiéu yeu ) nguy co cho bgnh tim mach vanh nhu bénh véng mac, albumin nigu, hit thude, hoic tang huyét ap.

atorvastatin duoc chi dinh dé:

- Lam giam nguy co nhdi méu co tim

- Lam giam nguy co dot qui

Dbi voi bénh nhan c¢6 dau hiéu lam sang rd rang cta bénh tim mach vanh, atorvastatin dugc chi dinh dé:

- Giam nguy co nhdi mau co tim khdng gy tir vong

- Giam nguy co gy tr vong do djt quy va dft quy khong gy tir vong

Giam nguy co cho phuong phap tdi thong mach mau

Giam nguy co nhdp vién vi suy tim

Giam nguy co dau thit nguc

Ting m& mau

Atorvastatin dwgc chi dinh:

- Hd trg cho ché do 4n ubng giam C-toan phan LDL-C, apoB, va TG va lam tang HDL-C ¢ bénh nhén ting
cholesterol mau chinh (gia dinh dj hop ttr va dong hop tu) va rdi loan lipid mau hdn hop (Fredrickson loai Ila
and IIb).

- La thuéc hd tro cho ché do an uong trong didu tri & bénh nhén ting TG thanh (Fredrickson loai V)

- Dai véi vige didu tri cho bénh nhan ¢ roi loan betalipoprotein mau chinh (Fredrickson Loai I11) ma khéng
dap (g voi ché do an udng.

- Lam giam C-toan phan va LDL-C & bénh nhan tang cholesterol do di truyén gia dinh ddng hop tir nhu mot
thuéc hd trg diéu trj ha llpld khac (vi dy, tdch LDL) hodc neu viée diéu tri khong dat dugc hiéu qua.

- La mgt thude hd tro cho ché do an uong @& giam C-toan phan, LDL-C, va apo B cdp ¢ tré em trai va tré em
gai postmenarchal, tir 10 dén 17 tudi, tang cholesterol do di truyén gia dinh di hop tir néu sau mot thir
nghiém ddy du diéu tri bang ché o in udng thi c6 cac két qua sau day:

a. LDL-C con lai > 190mg/dL hodc _

b. LDL-C con lai > 160mg/dL va: ¢/
o cotiénsi gia dinh tich cuc cta bénh tim mach sém hodc )

e hai hodc nhiéu yéu t5 nguy co tim mach khéc hién dién & bénh nhan nhi.

Gidi han sit dung

Atorvastatin chua dugc nghién ctu trong nhitng diéu kién bit thuong lipoprotein 1a chi yéu 1a do ting

chylomicrons (Fredrickson loai [ va V).

LIEU DUNG VA CACH SU DUNG

Tiang lipid mau (Gia dinh dong hop tir va khong do di truyén gia dinh) va rdi loan lipid mau hén hep
(Fredrickson Types Ila and IIb)

Liéu khoi ddu atorvastatin duge khuyén cao 1a 10 mg hodc 20 mg mdt lan méi ngdy. Nhitng bénh nhén yéu cau
giam mot luong Ién LDL-C (16n hon 45%) co thé khoi dau véi lidu 40 mg mdt lan mdi ngay. Khodng liéu ding
clia atorvastatin tir 10 — 80 mg m6t 1an mdi ngay. Atorvastatin c6 thé _dung don liéu tai bat ky thoi gian nao trong
ngay, cung véi thirc dn hodc khong cling thirc an. Liéu khoi dau va liéu duy tri ctia atorvastatin nén tuy thuge vao
dic diém cua timg bénh nhén ciing nhu myc dich diéu trj va dap tng cia bénh nhan (xem hudng dan NCEP).
Sau khi bét ddu va/hodc bang cich chuan do Atorvastatin, nén phan tich ndng do lipid trong vong 2 — 4 tuan va
diéu chinh liu cho phut hop.

Tiang cholesterol mau do gia dinh di hgp tir & bénh nhéin nhi (10 — 17 tudi) ) )

Liéu khoi dau Atorvastatin duoc khuyén céo 1a 10 mg/ngéy, lidu tbi da duogce khuyén céo la 20 mg/ngay (lieu cao
hon 20 mg chua duge nghién ciru & cac bénh nhi). Liéu dung nén tiy vao timg bénh nhan theo muc dich cua liéu
phap (xem hudng dan ctia NCEP cho bénh nhi, Dugc hoc 1am sang, va chi dinh va lidu diung). Viéc diéu chinh
lidu nén dugce thuc hién trong thoi glan 4 tuan hoéac lau hon.

Ting cholesterol mau do gia dinh ddng hop tir

T |



Liéu ding atorvastalin & nhimg bénh nhan tang cholesterol mau gia dinh dong hop tirtir 10 dén 80 mg moi ngay.
Atorvastatm nén dugce str dung nhu 1a mot thude hd tro diéu tri ha lipid khac (vi du LDL) hodc néu viéc didu tri
khéng san c6.

Diéu tri dong thoi v6i thube ha lipid khac

Atorvastatin ¢6 thé duoc sir dung véi acid mat tong hop. Su két hop giita cac chét trc ché HMG-CoA reductase
(nhém statin) va nhém fibrates néi chung nén dugc sir dung thén trong.

Liéu diing & bénh nhén suy than.

Bénh thén khong anh hudéng dén nong d6 trong huyét tuong ciing khong anh hudng dén viéc lam giam LDL-C
cua Atorvastatin, do d6, diéu chinh liéu & bénh nhan c6 réi loan chire nang than 14 khéng can thiét.

Liéu ding trong bénh nhin diung Cyclosporine, Clarithromycin, Itraconazole, hay két hgp mdt Ritonavir
va Saqumawr hoic Lopinavir véi Ritonavir

Dbi voi bénh nhan ding cyctosporine, viée diéu tri nén duoc gidi han voi 10 mg atorvastatin mot 1an méi ngay.
O nhimg bénh nhan ding clarithromycin, itraconazole, hodic & nhitng bénh nhén véi HIV dang ding phdi hop
cua ritonavir va saquinavir hodc lopinavir va ritonavir, lidu clia Atorvastatin vuot qua 20 mg, dénh gia 14m sang
thich hop dugce de nghi dé dam bao liéu thap nhat Atorvaslatin can thiét dugc sir dung.

Tang nguy co tén thuong co khi sir dung statin dong thai véi cac thude sau: gemfibrozil, cac thude ha cholesterol
maéu nhom fibrat khac, niacin liéu cao (> 1 g/ngay), colchicin.

CHONG CHI DINH:

Bénh gan tién trién véi ting men gan dai ding khong tim dwgc nguyén nhén.

Qua min cim véi bat ky thanh phén nao ciia thude.

Phu nit mang thai

Phu nir dang mang thai hodc c6 thé c6 thai. Atorvastatin c6 thé gy ra tac hai cta thai nhi khi dung cho phu nir
mang thai. Tang cholesterol va triglycerides huyét thanh trong thoi gian mang thai binh thudng, va cholestetorol
hodc choiesterol dan xuat la can thiét cho sy phat trién clia thai nhi. Chua c6 nghién ctru day da va ¢6 kiém sodat
tot clia viéc su dung Atorvastatin trong thoi ky mang thai, tuy nhién trong céac bao céo hiém hoi, di tat bim sinh
da duoc quan sét thay sau khi tir cung phoi nhiém v&i cac thube statin. Atorvastatin nén dung PHU NU TUOI
SINH SAN KHI NHU'NG BENH NHAN NAY VA E)UOC THONG BAO KHO CO TIEM NANG MANG
THAL Néu bénh nhan sép mang thai trong khi dung thudc nay, nén ngung Atorvastatin ngay lap trc va bénh
nhén dugc thong bdo vé nhimg mdi nguy hiém tiém niang cho thai nhi.

Phu nir dang cho con ba

Chua duoc biét liu Atorvastatin c6 bai tiét va sira me hay khong, tuy nhién mdt luong nho cac thudc khac trong
cting nhém ¢6 bai tiét vao stta me. B&i vi nhom statin ¢6 ti€ém nadng gdy ra cac phan (mg phu nghiém trong cho
tre bl me, do d6 cac phu nir can thiét phai diéu tri v6i atorvastatin khong nén con b

Tang nguy co ton thuong co khi sir dung statin dong thoi voi cac thude sau: Gemfibrozil, Céc thude ha
cholesterol mau nhom fibrat khac, Niacin liéu cao ( > 1 g/ngay), Colchicin.

THAN TRONG: 5

- Lam xét nghiém enzym gan trude khi bit ddu didu trj bing atorvastatin va trong truong hop chi dinh 1am sang
yéu cdu xét nghiém sau do.

- Can nhic theo ddi creatin kinase (CK) trong trudmg hop:

+ Trudce khi dleu tri, xét nghi¢gm CK nén dugc tien hanh trong nhimg truong hop: Suy giam chirc nang than,
nhuoc gidp, tién sir ban than hodc tién str gia dinh mic bénh co di truyén, tién st bi bénh co do su dung statin
hodc fibrat trude d6, tién sir bénh gan va/hoc ubng nhiéu rugu, bénh nhén cao tudi (> 70 tudi) c6 nhing yéu t6
nguy co bj tiéu co van, kha ning xdy ra tuong tac thubc va mot s dbi tuong bénh nhén dic biét. Trong nhimg
truong hop nay nén can nhac lgi ich/nguy co va theo ddi bénh nhan trén 1am sang khi diéu tri bing statin. Néu
két qua xét nghiém CK > 5 lan gi6i han trén ctia mirc binh thuong, khong nén bét dau didu tri bing statin.

+ Trong qua trinh diéu tri bang statin, bénh nhan cn théng bao khi c6 cac bidu hién vé co nhu dau co, cting co,
yéu co ... Khi c6 cac biéu hién nay, bénh nhan cin lam xét nghiém CK dé c6 céc bién phép can thiép phit hop.
Co xwong

S6 it truong hop tiéu co vin kém theo suy than cdp thir phat dén dén ching co niéu da duge bdo céo véi
Atorvastatin va vdi cac thudc khéc trong nhom nay. Tién sir suy than c6 thé la mat yéu td nguy co cho sy phat
trién chitng tiéu co van. Nhitng bénh nhan nay can phai giam sat chit ché hon ddi véi céc anh hudng trén co
xuong.

Atorvastatin, giéng nhu céc statin khéc, dbi khi gay ra bénh co, da phat hién nhu dau co, yéu co két hop Vi tang
gia trj creatine phosphokinase (CPK) > 10 lan ULN. Sir dung lidu cao Atorvastatin dong thoi vai mot so loai
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thqéc nhu cyclosporine va cic thude e ché manh CYP3A4 (vi du nhu clarithromycin, itraconazol, va thuéc irc
ché HIV protease) lam tang nguy co bénh co/tiéu co van.

Piéu trj véi Atorvastatin nén dugc tam ngimg hodc da ngung hén & bét ky bénh nhan nao c6 dang trong tinh
trang bénh co cép tinh nghiém trong, hoéc co yéu tb nguy co tiém an ddi v6i su phat tnen suy than thir cap dan
den tidu co vén (vi dy, nhim triing cip ning, ha huyét ap, dai phau thudt, chdn thuong, rdi loan trao dbi chat, ni
tiét va dién giai nghiém trong, va cac con dong kinh khong kiém soat dugc).

Tang nguy co tén thuong co khi st dung statin ddng thoi vai cac thude sau: gemfibrozil, cac thude ha cholesterol
méu nhém fibrat khac, niacin liéu cao ( > | g/ngay), colchicin.

Réi loan chirc nang gan

Statin, glong nhu mdt s6 lidu phap ha lipid khéc, ¢6 lién quan dén cac bét thudmg sinh héa chire néng gan. Téng
dai ding (> 3 lan gi6i han trén binh thuong (ULN) xay ra 2 hogc nhiéu lan) transaminase huyet thanh xay ra ¢
0,7% bénh nhan udng Atorvastatin trong cac thir nghiém lam sang. Ty 1& mic phai nhiing bat thuong nay 1a
0,2%, 0,2%, 0,6%, va 2,3% tuong (ng v6i ham lugng atorvastatin 10, 20, 40, and 80 mg.

Khuyén céo lam cac xét nghiém chirc nang gan trude va 12 tudn sau khi bit dau diéu tri va khi tang lidu, va dinh
ky (vi du, ntra ndm mét lan) sau d6. Thay dbi men gan thuong xay ra trong 3 thang dau diéu tri voi Atorvastatin.
Nhitng bénh nhén téng transaminase nén dugc theo ddi cho dén khi khdng con nhirng bat thuong nay. Nén giam
liu hodc ngimg ding Atorvastatin, khi ALT hoac AST ting dai dang> 3 14n gi6i han trén binh thuong,
Atorvastatin nén dugc sir dung than trong ¢ nhitng bénh nhén uong nhiéu ruou va / hodc cd tién sir bénh gan.
Chdng chi dinh vai Atorvastatin dbi voi bénh nhan bénh gan tién trién hodic ting transaminase kéo dai khong ro
nguyén nhan.

Chike niing nji tlet

Tang HbAlc va nong d glucose huyet thanh lac doi dﬂ duoc bao cao véi cac lhuoc HMG-CoA reduclase, bao
gom Atorvastatin. Céc Statins can thiép vao qud trinh téng hop cholesterol va vé& mit ly thuyét ¢6 thé lam can
viéc san xult steroid tuyen thuong thén va / hogc tuyén sinh duc. Cac nghién ctru 1am sang cho thdy Atorvastatin
khong lam giam ndng d§ co ban cortisol huyet twong hodc lam giam dy trix tuyén thugng than. Céc tac dung cua
statin trén kha néng sinh san cua nam gi¢i da khong dugc nghién ciru du s6 lugng bénh nhén. Cac tac dung, néu
¢6, trén truc tuyén yén-sinh duc ¢ phy nit tlen man kinh chua dugc biét. Can than trong néu mét statin dugc ding
dong thoi véi cac thude c6 thé lam giam ndng dd hodic hoat dong cuia cac hormone steroid ndi sinh, ching han
nhu ketoconazol, spironolacton, va cimetidin.

Sir dung & bénh nhan djt quy gan day hodc TIA

Trong mot phén tich cua cac phan nhém dot quy ¢ nhiig bénh nhan khéng ¢6 bénh mach vanh ma bi dét quy,
gan day hodc TIA, cé mot ty 1€ cao dot quy xuat huyet & nhitng bénh nhan khoi dau véi liéu 80 mg atorvastatin
so voi nhém st dung gia dugce. Tang nguy co dugc ddc biét chu y & nhimg bénh nhén bi dot quy xuat huyet trudce
d6 hodc nhdi mau lacunar (dot quy) tai thoi diém nghién ciru. D6i v6i cac bénh nhan bj dot quy xuét huyet trude
hodc lacunar viung nhor mau, su cin bang giira rii ro va loi ich cia Atorvastatin 80mg 1a khong chic chin va
nguy co cua dot quy xudt huyét nén dugc xem xét can than trude khi bat dau diéu tri,

Pau co

T4t ca cac bénh nhan bét dau diéu tri véi Atorvastatin nén dugc thong bao vé nguy co bénh co va bao cao kip
thoi cac con dau co, yeu co khéng rd nguyén nhan. Nguy co xay tac dung phu nay tang 1én khi dung mot so
thudc cung nhém hodc uong nhiéu nuée budi (> 1 lit ) hon lugng can thiét. Ho nén tham thao y kién béc sy vé tat
ca cac loai thude,ké ca thude ké don va khong ké don.

Men gan ) o . )

Khuyén cdo 1am cdc xét nghiém chirc ndng gan trudc va 12 tuan sau khi bat dau diéu tri va khi tang liéu, va dinh
ky (vi dy, nfra nam mét lan) sau do.

Phu nir mang thai

Phu nir trong d§ tudi sinh dé nén dugc khuyén sir dung mot bién phdp ngira thai hiéu qua dé tranh mang thai
trong khi sir dung Atorvastatin. Thao luan vi bénh nhan vé ké hoach mang thai trong tuong lai, va thao ludn khi
nao phai ngimg Atorvastatin néu ho dang cé ging dé thu thai. Bénh nhan nén dugc khuyén ngung ding
Atorvastatin va gap béc sy néu ho mudn c6 thai.

Phu nir dang cho con bu

Phl,l nit dang cho con b sira me cén duoc tu van khong sir dung Atorvastatin. Nhimg bénh nhan c6 rdi loan lipid
va dang cho con ba, cdn dugc céc chuyén gia y té tu van.

Sir dung cho cic ddi twgng dic bigt

Sur dung cho tré em

An toan va hiéu qua & bénh nhén 10-17 tudi véi tang cholesterol mau gia dinh di hop tr d@ dugc danh gia trong
mot thir nghiém 1am sang c6 kiém soat trong thoi gian 6 thang & thanh thiéu nién va tré em gdi. Bénh nhan dugc
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diéu tri vdi Atorvastatin ¢6 cdc tdc dung phy phé bién tuong tu nhu céc bénh nhan duwoc didu i véi gia duoc.
Céc tac dung phy thudng gap nhat duge quan sat thiy & ca hai nhém, bét ké danh gia quan hé nhan qua, 12 nhiém
trang. Liéu lén hon 20 mg chua duge nghién ctu & cc bénh nhan nay. Nit thanh thiéu nién phai duoc tu van vé
cac phuong phap tranh thai thich hop trong qué trinh diéu tri Atorvastatin. Atorvastatin chua duge nghién ciu
trong cac thu nghiém 1am sang ¢ lién quan dén tudi trude day thi hodc bénh nhan nhé hon 10 tudi.

Stk dyng cho nguoi cao tudi

Trong sb 39.828 bénh nhdn duge diéu tri bing Atorvastatin trong cac nghién ciru 1am sang, c6 15.813 (40%)
bénh nhan > 65 tudi va 2800 (7%) bénh nhan > 75 tudi. Nhin chung khéng cé sy khéc biét vé tinh an toan va
hiéu qua dd duge quan st giita cac doi tugng ndy va cac ddi trong tré hon, va cac bao cao lam sang khéc cling
khong xdc dinh dugce sy khac biét trong déap ung didu tri giita bénh nhan cao tudi va bénh nhén tré hon, nhung
khong thé loai trir tinh nhay cam & ngudi 16n tudi 1a cao hon. Tuo1 a0 (> 65 tudl) la mot yéu t& nguy c6 cho
bénh co, Atorvastatin nén duoe sir dung than trong & nguoi cao tudi.

Suy gan

Atorvastatin chéng chi dinh cho nhimg bénh nhan bi bénh gan tién trién bac gbm tang transaminase gan khéng
8 nguyén nhén.

TUONG TAC THUOC

Nguy co clia bénh co trong qué trinh diéu tri véi cdc statin duge ting 18n khi diing dong thoi véi cac din xudt
acid fibric, niacin, cyclosporin, hogic cic thube e ché CYP 3A4 manh (vi du, clarithromycin, rc ché protease
HIV, va |traconazol)

Thube irc ché CYP 3A4 manh

Atorvastatin dugc chuyén héa bai cytochrome P450 3A4. Ding ddng thoi atorvastatin véi cac chit tre ché manh
CYP 3A4 c6 thé din dén ting nong dd trong huyét tuong cua atorvastatin, Mic dd tuong tdc va kha ning tic
dung phu thudc vao tac dung khdc nhau trén CYP 3A4.

Clarithromycin

AUC clia atorvastatin ting 1én déng ké khi dung dong thai atorvastatin 80 mg vdi clarithromycin (500 mg hai lan
mai ngay) so v6i dung atorvastatin mét minh. Do d6. & bénh nhan dang ding clarithromycin, nén than trong khi
ké don liéu atorvastatin vuot qua 20mg.
Két hop ciia cic thude e ché Protease
AUC cia atorvastatin tang 1én dang ké khi dung dong thdi atorvastatin 40 mg voi phdi hop ritonavir va
saquinavir (400 mg hai lin mdi ngay) hoic atorvastatin 20 mg voi lopinavir va ritonavir (400 mg + 100 mg hai
lan mdi ngdy) so v6i ding atorvastatin mot minh. Do dé, bénh nhdn dang ding thude trc ché protease HIV nén
than trong khi sir dung liéu atorvastatin vuet qué 20 mg.

Vige sur dung ddng thdi cac thude ha lipid méu nhom statin v&i céc thube didu tri HIV va viém gan siéu vi C
(HCV)co thé 1am tang nguy co giy tdn thuong co, nghiém trong nhat 12 tiéu co van, than hu din dén suy thin va
¢ theé gdy tir vong. (Xem bang bén dudi)

)~

Statin Cic chit irc ché protease ¢ tirong Khuyén cao ké don
tac
Atorvastatin » Tipranavir + Ritonavir

- Tranh sir dung atorvastatin
s Telaprevir

St dung thén trong va néu can thiét

inavir + Ritonavir N S z
£ Lopmei nén dung liéu atorvastatin thap nhat

» Darunavir + Ritonavir

s Fosamprenavir

» Fosamprenavir + Ritonavir
¢ Saquinavir + Ritonavir

s Neltfinavir Khong qua 40 mg atorvastatin/ ngay.

Khéng qud 20 rag atorvastatin/ ngay

Itraconazol

AUC cua atorvastatin tang [én dang ké khi dung dong thoi atorvastatin 40 mg véi itraconazol 200 mg. Vi viy,
bénh nhan dang dung itraconazol, nén than trong st dung lidu atorvastatin vuet qua 20mg,

Nuoce budi

Nude budi chita mot hodc nhiéu thanh phan tic ché CYP 3A4 va ¢6 thé lam ting nong do trong huyét tuong cia
atorvastatin, dic biét 13 ubng nude budi qué lugng cn thiét (> 1,2 it mdi ngay).
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Cyclosporin : . .

Atorvastatin va chit chuyén hoa cia atorvastatin 1a cac chat nén cua chét van chuyén OATPIBI. Cac chét irc ché
OATPIBI (vi dy, cyclosporin) ¢6 thé lam ting sinh kha dung ciia atorvastatin. AUC cua atorvastatin tang dang
ké khi dung ddng thoi atorvastatin 10 mg va cyclosporin 5,2mg/kg/ngdy so voi ding atorvastatin mét minh.
Trong trudng hop cén phai diéu tri dong thoi atorvastatin vi cyclosporin, liu atorvastatin khéng nén qua 10mg.
Gemfibrozil

Do lam téng nguy co bénh co / tiéu co van khi cac thube trc ché HMG-CoA reductase dugc sir dung ddng thoi
vai gemf'broz:] nén tranh ding dong thoi atorvastatin voi gemfibrozil.

Cac thubc ha cholesterol méu nhom Fibrat khac

Pugc bidt nguy co bénh co trong qué trinh diéu tri bang céc thude tre chéd HMG-CoA reductase tang lén khi ding
ddng thai véi cac fibrat khac, atorvastatin nén than trong khi sir dung ddng thoi véi céc fibrat khéc.

Niacin liéu cao (> 1 g/ngay)

Nguy co anh hudng trén co xuong tang 1én khi atorvastatin duge st dung két hop véi niacin; trong truong hop
nay nén giam lidu atorvastatin.

Rifampin hodc cic thude cam u'ng cytochrome P450 3A4 khic

Dung dong thoi atorvastatin vai cac thudc cam (mg men cytochrome P450 3A4 (vi du, efavirenz, rifampin) ¢é
thé dan dén su giam manh nong do atorvastatin trong huyet tu:(mg Do co ché twong tac hai mat cua rifampin,
khuyén cao nén udng atorvastatin ddng thoi voi rifampin, vi viéc dung atorvastatin mot Iic sau khi da sir dung
rifampin ¢6 lién quan dén vigc giam dang k& ndng db atorvastatin trong huyét tuong.

Digoxin

Khi phdi hgp atorvastatin da lidu va digoxin, lam ting khoang 20%. ndng dd digoxin huyét tuong & trang thai 6n
dinh. Bénh nhén dang dung digoxin nén dugc theo doi thich hop.

Thubc ngira thai dang udng

Diing ddng thdi atorvastatin véi cac t‘huéc tranh thai dudng udng s& lam tang gia tri AUC cua norethindron va
ethinyl estradiol. Su gia ting ndy can dugc xem xét khi lwa chon thudc tranh thai cho phu nit dang ding
atorvastatin.

Warfarin

Atorvastatin khéng c6 anh hudng déng ké v& mat 1am sang trén thoi gian prothrombin khi ding cho bénh nhén
diéu tri warfarin kéo dai.

Colchicin

Cac trudng hop bénh co, tiéu co van, di duge bao cdo véi atorvastatin phéi hop tri liéu vai colchicin, va nén than
trong khi ké toa atorvastatin véi colchicin,

SUDUNG CHO PHU NU CO THAI VA CHO CON BU @

Phy nir mang thai va cho con ba

Atorvastatin duge chong chi dinh ¢ phy nit ¢6 hodc ¢ thé c6 thai. Cholesterol va triglyceride huyét thanh tang
trong thoi ky mang thai binh thuong. Céc thuoc ha lipid méau khong c6 l¢i trong thoi ky mang thai boi vi
cholesterol va cic chit din xuit cholesterol can thiét cho su phat trién binh thuong cia thai nhi. Xo vita dong
mach 1a mot qud trinh man tinh va ngung dung thudc ha lipid mau trong th&i ky mang thai can phai co it tac
dong téi hdu qua 1du dai cla viée diéu tri tang cholesterol mau.

Chua c6 nghién ciru day du va dugc kiém soat tbt viéc sir dung atorvastatin trong thai ky. C6 it bdo céo hodc di
tat bam sinh sau khi tir cung tiép xtic véi statin.

Céc statin c6 thé gay hai cho thai nhi khi ding cho phu nit mang thai. Atorvastatin nén chi dung cho phu ni
trong dé tudi mang thai khi nhitng bénh nhén nay rat kho c6 kha nang thu thai va da dugc théng bao vé nhimg
mdi nguy hiém tiém nang. Néu phu nir mang thai trong khi dung atorvastatin, phai dugc ngung ngay lép tirc va
bénh nhén duoc khuyen mot lan nira vé nhitng moi nguy hiém tiém ning cho thai nhi va thiéu céc loi ich 1am
sang dugc biét dén vé viéc tiép tuc sir dung thudc trong thai ky.

Phu nir dang cho con bu

Khong biét lidu atorvastatin c6 dugc bai tiét vao sita me hay khong, nhung mot luong nho thude khac cing nhém
di vao sita me. Bai vi cac thube khac trong nhém qua dugc sita me va vi céc statin ¢6 kha nang gay ra tac dung
phu nghiém trong cho tré so sinh bii me, nén nhimg phy nir can diéu tri bing atorvastatin nén dugc khuyén
khong cho tré so sinh bl me.

ANH HUONG TREN KHA NANG LAI XE VA SUDUNG MAY .,
Chua c6 bao cdo vé tac dung lam giam kha nang lai xe va sir dung may méc nguy hiém cla atorvastatin.

X



TAC DUNG KHONG MONG MUON \,
5 tac dung phu phd bién nhit & nhitng bénh nhan dugc diéu tri véi atorvas uﬂ‘,dﬁ co, tidu ahay, budn non. tang
aminotransferase alanine va ting men gan, c6 thé dan dén ngung diéu [}ﬂ %amay ra vdi ti 1€ Jcm hon nhom gia

duge [
Céc phan img phu dugc bdo cdo nhét (Ty 1€ = 2% va 16n hon so véi nhork‘egqa dugc) khong con‘nﬁl i:[uan hé nhan
qua & nhitng bénh nhan dugc diéu tri bing atorvastatin trong céc thir nghi¢m doi chung gia Lpéc‘rfn = 8755) la:
viém mii hong (8,3%), dau khép (6,9%), tiéu chay (6,8%), dau tir chi (6 Yo V2 gnr;g dudng tiét niéu
(5,7%).

Céc phan (mg bt loi khac dugc bao céo trong cac nghién ciru di chimg gia duqc bmj"gﬁm trén toan than bao
gbm mét moi, sét; hé tiéu hoa: khé chju viing bung, ¢ hoi, day hoi, viém gan, & mat; hé Co xuong khép: dau co
xuong khép, mét moi co, dau ¢, sung khép; chuyén héa va dinh dudng: ting transaminase, bat thudng chirc
nang gan, tang phosphatase kiém mdu, tang creatine phosphokmase tang duong huyét; hé than kinh: con ac
mong, hé hé hap chay méu cam; da va cac phan phu: noéi mé day; cac giac quan ddc biét: mo mit, 0 tai; hé tiét
niéu sinh duc: nudc tiéu cé cac té bao bach cau.

Ngodi ra con gap cac tic dung phu nhu: suy giam nhén thirc (mét tri nhé, 1a 14n...), ting duong huyét, tang
HbAlc.

Théng bdo cho bdc st nhitng tdc dung khong mong mudn gdp phai khi sir dung

QUA LIEU

Khéng c¢6 diéu tri dac hidu cho qué lidu atorvastatin. Trong trudng hop qua lidu, bénh nhan can duoc diéu tri
triéu chirng, va céc bién phap hé trg. Do thude két hop cao véi protein huyét tuong, thim tach mau khéng lam
tang dang ké do thanh thai atorvastatin.

BAO QUAN: ..
Bao quan dudi 30°C & noi khé rdo. Tranh anh sang va dm.

QUI CACH PONG GOI: Hop 3 vix 10 vién
HAN DUNG: 24 thang ké tir ngay san xuét

TIEU CHUAN: Nha san xuét

THUOC BAN THEO DON

PE XA TAM TAY CUA TRE EM

POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC Si

San xuét boi:
PHARMATHEN S.A.
6, Dervenakion Str., 15351 — Pallini Attiki, Hy Lap @

Chii s6 hitu san pham:

MEGA LIFESCIENCES PUBLIC COMPANY LIMITED
384 Moo 4, Soi 6, Bangpoo Industrial Estate, pattana 3 road,
Praeksa, Mueang, Samutprakarn 10280, Thai Lan.




