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TO HUONG DAN SU DUNG THUOC
Vién nén bao phim INSUACT 20
® Thubc bin theo dom
Pé xa tim tay clia tré em
Doc ky hwdng diin sik dung triede khi ding
Thong bdo ngay cho bdc sy hodc dwgc sy nhitng tic dung khéng mong muén gdp phii khi sir dung thuéc

A. HUONG DAN SU DUNG THUOC CHO
NGUOI BENH

THANH PHAN, HAM LUQNG CUA THUOC
Atorvastatin calci trihydrat twong duong

Atorvastatin .........ccocoooeiiiiiiiie 20 mg

Téaduge vira ..o 1 vién
(Povidon K30, natri croscarmellose, calci carbonat, tinh

bt bién tinh, cellulose vi tinh thé 101, magnesi stearat,
polysorbat 80, polyethylen glycol 6000, hypromellose
6¢ps, tale, titan dioxyd)

MO TA SAN PHAM

Vién nén tron bao phim mau tring, hai mat khum, mot
mét cé gach ngang, mdt mat tron.

QUY CACH PONG GOI: Hop 3 vi x 10 vién.
THUOC DUNG CHO BENH GI:

Atorvastatin ding diéu tri hd tro cho lidu phép @n ubng dé
giam ndng do: Cholesterol toan phdn, LDL - cholesterol
(Low Density Lipoprotein - cholesterol), apolipoprotein B
va triglycerid va dé lam ting HDL - cholesterol (High
Density Lipoprotein - cholesterol) & cac bénh nhan co
tang cholesterol mau nguyén phét, tang lipid mau phdi
hop (hdn hop), tang triglycerid méu.

- Du phong nguyén phat (c4p I) tai bién tim mach.

- Du phong thir phat (cp II) tai bién tim mach.

- Du phong tai bién tim mach & ngudi bénh déi théo
duong

NEN DUNG THUOC NAY NHU THE NAO VA
LIEU LUQNG:

Cdch diing:

C6 thé ubng vién INSUACT 20 vao bt cir lic ndo trong
ngay, vao bira an hoic luc doi. D6i véi lidu 10 mg, c6 thé
bé d6i vien INSUACT 20 theo vach khéc trén vién.
Bénh nhan cin c6 ché do #n kiéng hop 1y trudc khi tién
hanh diéu tri v&i atorvastatin, va nén duy tri ché d6 #n
nay trong sudt qua trinh didu tri bing atorvastatin.

Liéu lwong:

Ngudi bénh nén thay ddi ché d6 an uéng chudn dé giam
cholesterol trude khi dung thudc va nén tiép tuc ché do
4n nay ngay ca khi dang dung thudc.

Liéu c6 thé khac nhau & tirng ngudi.

Liu thong thudong 1a 10 mg/ngay (1/2 vién INSUACT
20). Liéu s& duoc béc sy diéu chinh sau mdi 4 tuan. Lidu
t6i da 80 mg/ngay (4 vién INSUACT 20).

Ting lipid mdu (cé hay khong cé tinh chdt gia dinh di
hop ti) va réi logn lipid mdu hén hop (Fredrickson typ
IHlava llb):

Lidu khoi diu khuyén cdo la 10-20 mg/lin/ngay.

Khoang liéu tir 10-80 mg/lan/ngay.

Tfi{lg cholesterol gia dinh di hop tir ¢ tré em (10-17

tuoi):

Liéu khoi ddu khuyén cao 1a 10 mg/ngdy, lidu t6i da la

20 mg/ngay (liéu trén 20 mg/ngay chua duoc nghién

clru & tré em tir 10-17 tudi).

Ting cholesterol gia dinh dong hoyp tir:

Liéu thong thuong tir 10-80 mg/ngay.

Du phong bién cé tim mach:

Liéu thuong 1a 10 mg/ngay.

Phoi hop vdi ligu phdp giam lipid mdu:

Theo huéng dan ctia béc s.

Nguwoi suy thin, ngwoi dang diung cyclosporin,

clarithromycin, itraconazol, hodc cdc chit e ché

protease: Dung thudc theo su huéng dan ciia bac sy.

KHI NAO KHONG NEN DUNG THUOC NAY:

- Ngudi bénh qua mén véi atorvastatin hay bét ky thanh
phdn nao cta thudc nay.

- Nguoi c6 bénh gan hoat dong hoic transaminase huyét
thanh ting dai ddng khong giai thich duoc.

- Phu nit mang thai, phu nit dang cho con bu, phu nir
nghi ngdr ¢6 thai hoic c6 ké hoach mang thai.

TAC DUNG KHONG MONG MUON

Thuong gap, 1/10 > ADR > 1/100

Nhiém triing: Viém miii hong.

Mién dich: Phan tmg dj tmg.

Chuyén héa va dinh dudng: Tang duong huyét.

Thén kinh: Nhirc déu.

Ho6 hép: Pau thanh quén, chay mau cam.

Co xuong khép: Pau co, dau khép, dau & chi, co thit co,

sung khép, dau lung.

Xét nghiém: Xét nghiém gan bit thudng, ting creatin

kinase mau.

Tiéu hoa: Téo bon, ddy hoi, kho tiéu, budn nén, tidu chay.

It gap, 1/100 > ADR > 1/1000

Chuyén héa va dinh dudng: ha duong huyét, ting can,

chan an.

Téam thdn: Mét ngu, gdp 4c mong.

Than kinh: Cho4ng vang, di cam, mét tri nhé, giam cam

giac, loan vi gidc.

Tiéu hoa: Non, dau bung, ¢ hoi, viém tuy.

Gan mat: Viém gan.

Da: nbi mé day, phat ban, ngira, rung téc.

Co xuong khép: Pau ¢b, méi co.

Khéc: Mét moi, suy nhuoc, dau nguc, pht ngoai bién,

sét.

Xét nghiém: Xuét hién bach cau trong nudc tiéu.

Mit: Nhin mo.
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Tai: U tai.

Hiém gap, 1/1000 > ADR > 1/10000

Mau va hé bach huyét: Giam tiéu ciu.

Than kinh: Bénh ly than kinh ngoai bién.

Mit: Hoa mit. :

Gan mét: U mat.

Da: Phu thdn kinh, viém da bong nuéc bao gém hdng

ban da dang, hoi chimg Stevens-Johnson, hdi ching

hoai tir da nhiém déc.

Co xuong khop: Bénh co, viém co, tiéu co véan, bénh

gan, doi khi nghiém trong hon c6 thé dat gan.

Rat hiém gap, ADR < 1/10000

Mién dich: Séc phan vé.

Tai: Mét thinh gi4c.

Gan mét: Suy gan.

Sinh duc: To vii & nam gidi.

Khong ré tan sudt

Co xuong khép: Hoai tir co ty mién trung gian.

Céc statin c6 thé gy mot sb tic dung khong mong

mudn sau:

- Réi loan sinh duc.

- Tram cam.

- Ho kéo dai hoéc kho tho.

- P4i thdo duong: ting duong huyét, tang lipid mau,
tang cén, ting huyét ap. Béac sy s& kiém tra khi bénh
nhan dang diéu trj bang thudc nay.

NEN TRANH DUNG NHUNG THUOC HOAC

THUC PHAM GI KHI PANG SU DUNG THUOC

NAY '

Thong béo véi bac sy tit ca cac thudc ma ngudi bénh

dang dung hay da dung gin day. M6t sb thudc co thé tac

dong dén hidu qua ciia INSUACT 20, hoic ciing c6 thé
gdy ra cac tac dung phu nghiém trong hon, déc biét la cac
thudc sau:

- Thubc trc ché mién dich nhu ciclosporin.

- Céc thudc khang sinh, khang ndm, nhu erythromycin,
clarithromycin, telithromycin, ketoconazol, itraconazol,
voriconazol, fluconazol, posaconazol, rifampin, acid
fusidic.

- Céc thubc diéu tri rdi loan lipid khac, nhu gemfibrozil,
céc fibrat, colestipol.

- Céc thudc chen kénh calci dung trong dau thit nguc
hozc tang huyét 4p nhu amlodipin, diltiazem; thudc tac
dong Ién nhip tim nhu digoxin, verapamil, amiodaron.

- Thubc diéu trj HIV nhu ritonavir, lopinavir, atazanavir,
indinavir, darunavir, két hop tipranavir/ritonavir.,

- Thudc didu trj viém gan siéu vi C nhu telaprevir.

- Mot sb thubc tuong téc véi atorvastatin bao gbm
ezetimib (thudc ha cholesterol), wafarin (thubc chéng
dong), thudc tranh thai duong udng, stiripentol (thubc
chéng dong kinh), cimetidin (thudc diéu tri loét da day,
o néng), phenazon (thudc giam dau), colchicin (thudc
diéu tri gout), antacid va boceprevir (thuéc diéu tri viém
gan C).

- Céc ché phdm chira thao duoc St John’s.

- Néu cén ding acid fusidic dé diéu tri nhim khuan, nén
tam ngung INSUACT 20 m¢ét thoi gian va bit dau lai
khi bac sy yéu cdu. Dung chung acid fusidic véi
atorvastatin c6 thé gy yéu, dau co (tiéu co van).

Khong nén ubng nuéc ép budi chum khi dang ding

INSUACT 20.

Khong nén udng ruou khi dang dung INSUACT 20.

CAN LAM GI KHI MOT LAN QUEN KHONG
DUNG THUOC

Néu quén thubc, ngudi bénh chi cin ubng lidu ké tiép
theo ding lich udng thudc binh thudng. Khéng duoc
uong thém liéu da quén.

CAN BAO QUAN THUOC NAY NHU THE NAO
Béo quan & noi khd, nhiét d6 khong qua 30 °C. Tranh anh
sang.

DAU HIEU VA TRIEU CHUNG KHI DUNG
THUOC QUA LIEU

Chura c6 thdng tin v& qua liéu atorvastatin.

CAN PHAI LAM GI KHI DUNG THUOC QUA

LIEU KHUYEN CAO

Trong trudng hop qua lidu, ngudi bénh can dén gap ngay

bac sT hozic cac co sd y té gan nhét.

NHUNG PIEU CAN THAN TRONG KHI DUNG

THUOC NAY

Thong b4o véi bac sy, dugc sy hay y ta néu ngudi bénh:

- Suy ho hép ning,

- Dung acid fusidic trong vong 7 ngay trudc.

- Tién sir dot quy ndo.

- Suy thén.

- Cuong tuyén giap.

- Pau co khong rd nguyén nhan, lap lai, tién sur gia dinh
¢6 bénh vé co.

- Pi tirng bi cac vin dé vé co khi dung céc thude didu tr
rbi loan lipid mau khac.

- Ubng nhiéu ruou.

- Tién sir bénh gan.

- Trén 70 tudi.

Néu nguoi bénh mic phai cac tinh trang trén, bac sy s&

kiém tra cc xét nghiém maéu trudc va trong khi diéu tri

véi INSUACT 20. Ngodi ra, bac sy cling s& giam sat

ngudi bénh déi thdo dudong hay cé nguy co cao dai thdo

duong (dudng huyét cao, lipid méau cao, thira can, ting

huyét ap).

Trweong hop co thai

Phu nit trong thoi ky mang thai khong duogc sir dung

atorvastatin.

Truwong hop cho con bu

Phu nit dang cho con bu khéng dugc st dung

atorvastatin.

Tdc dpng ciia thudc khi ldi xe va vin hanh mdy méc

Atorvastatin khéng anh huéng dén kha ning 14i xe va van

hanh may méc.

KHI NAO CAN THAM VAN BAC SY, DUQC SY

Nguoi bénh st dung thudc khac khi dang diéu tri véi

atorvastatin.
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C6 céc bénh ly kém theo (gan, thén,...)

Phu nit mang thai hogc dang cho con bt, phu nit nghi ngés
¢6 thai hoic c6 ké hoach mang thai.

Néu cin thém théng tin xin héi y kién bdc sy hodc dugc
sp.

HAN DUNG CUA THUOC: 36 thang ké tir ngay san
Xuat.

San xuit tai:

TRACH NFHE M TKON VEN

CONG TY CO PHAN DUGC PHAM SAVI
(Savipharm J§ ()

L6 Z.01-02-03a, khu cdng nghiép trong khu ché xudt Tan
Thuan, phudmg Tan Thuan Péng, quan 7, thanh phd Hb
Chi Minh

Pién thoai: (84.8) 37700142-143-144

Fax: (84.8) 37700145

NGAY XEM XET SUA POI, CAP NHAT LAI NOI
DUNG HUONG DAN SU DUNG THUOC:

B. HUONG DAN SU DUNG THUOC CHO CAN
BOYTE
DUQC LUC HQC

Duge I va co ché tic dung

Atorvastatin, thudc ha lipid mau tng hop, 1a chit uc
ché canh tranh enzym khir 3-hydroxy-3-methylglutaryl-
coenzym A (HMG-CoA reductase). Enzym nay xuc tac
phén tng chuyén HMG-CoA thanh mevalonat trong qua
trinh téng hop cholesterol, do d6 lam giam tdng hop
cholesterol trong gan va lam giam ndng d6 cholesterol
trong té bao. Piéu nay lam ting céc thu thd LDL-C
(Low Density Lipoprotein - Cholesterol) trén mang té
bao gan, tir d6 lam ting thanh thai LDL-C ra khoi tudn
hoan.

Atorvastatin lam giam ndng d6 cholesterol toan phdn,
LDL-C va VLDL-C (Very Low Density Lipoprotein -
Cholesterol) trong huyét twong. Thudc ciing c6 khuynh
huéng lam giam ndng d9 triglycerid va lam tang HLD-
C (High Density Lipoprotein - Cholesterol) trong huyét
tuong.

Ngoai ra, atorvastatin con cé mdt sb tac dung khac nhu:
lam chdm qua trinh tién trién va/hoic lam thoai lui xo
vita ddng mach vanh va/hodc dong mach canh; lam
giam huyét 4p & ngudi ting huyét 4p va tang cholesterol
huyét tién phat; hoat tinh chéng viém & ngudi ting
cholesterol huyét, kém hodc khong kém bénh ddng
mach vanh; c6 thé lam taing mat 6 xuong.

Téc dung diéu hoa lipid mau twong quan véi lidu lugng
hon 1a v6i ndng do thudc trong huyét tuong.

DUQC PONG HQC

Hip thu

Atorvastatin dugc hdp thu nhanh chéng sau khi udng,
ndng d6 thudc trong huyét tuong ti da dat dugc trong
vong 1-2 gio. Muc do hip thu va ndng do atorvastatin
ting ti 18 v6i lidu lugng atorvastatin. Atorvastatin dang
vién nén cé sinh kha dung 95-99% so véi dang dung
dich. Sinh kha dung tuyét ddi cta atorvastatin khoang
14% va sinh kha dung toan than cua hoat dong trc ché
enzym khir HMG-CoA khoang 30%. Sinh kha dung
toan than thap 1a do sy thanh loc & niém mac dudng tiéu
héa va/hoic chuyén héa lan ddu & gan. Méc du thic &n
lam giam tc do hip thu khoang 25% khi dugc danh gia
boi ndng dd téi da (Cmax) va khoang 9% khi duoc danh
gia boi dién tich dudi dudng cong (AUC: Area Under
Curve), nhung sy giam LDL-C thi khong déi khi
atorvastatin dugc udng cung lic véi thirc &n hay khong.
Néng do atorvastatin huyét twong sau khi dung thubc
budi chidu téi thip hon khi ding budi séng (khoang
30% d6i véi Cmax va AUC). Tuy nhién, hiéu qua giam
LDL-C thi nhu nhau bat ké thoi diém dung thuéc trong
ngay (xem Liéu luong va Cdch dung).

Phin b

Thé tich phén bd trung binh cua atorvastatin khoang 381
lit. Trén 98% atorvastatin dugc gin két voi protein
huyét tuong. Ti 1 hdng céu huyét tuong xép xi 0,25 cho
thiy su tham thuéc vao té bao hdng cau thap.

Chuyén héa
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Atorvastatin dugc chuyén hoéa chii yéu thanh din xuat
hydroxy héa tai vi tri ortho va para va cac san phim
oxyd hoa tai vi tri beta. /n vitro, su tc ché enzym khir
HMG-CoA cua cac chit chuyén héa qua con dudng
hydroxyl hoéa & vi tri ortho va para tuong duong v6i su
trc ché cua atorvastatin. Khoang 70% hoat dong tc ché
trong huyét twong ciia enzym khir HMG-CoA 1a do cac
chét chuyén hoa cé hoat tinh. In vitro, cac nghién ctru
cho thdy tim quan trong ctia su chuyén héa atorvastatin
bdi cytochrom P450 3A4 & gan, phu hop véi ndng do
atorvastatin trong huyét tuong tang 1én & ngudi sau khi
dung dbng thoi véi erythromycin, mgt chat we ché da
dugc biét dén coa isozym nay (xem Thdn trong va
Twong tdc thuéc). O dong vat, chét chuyén héa ortho-
hydroxy s& trai qua thém qua trinh glucuronid héa.

Thai trir '

Atorvastatin va cac chit chuyén héa ciia né dugc thai
trir chii yéu qua mét sau qué trinh chuyén héa tai gan
va/hoic ngoai gan. Tuy nhién, thudc khong di qua chu
trinh gan rudt.

Thoi gian bén thai trong huyét twong trung binh cua
atorvastatin & nguoi khoang 14 gio, nhung mdt nira thoi
gian cua hoat dong trc ché enzym khir HMG-CoA 14 10-
20 gid do ¢6 su dong gép cua cac chit chuyén hoa co
hoat tinh. Dudi 2% lugng atorvastatin uéng vao duoc
tim thy trong nudc tiéu.

Nhitng nhém bénh nhin dic biét

Ngudi 16n tudi: Nong do atorvastatin trong huyét tuong
& nhitng ngudi 16n tudi, khoe manh (< 65 tudi) cao hon
s0 v&i ngudi tré (khoang 40% dbi véi Cmax va 30% dbi
v6i AUC). Hidu qua diéu tri c6 thé so sanh véi hidu qua
& nhitng bénh nhan tré hon dugc ding véi cing mét lidu
atorvastatin.

Tré em: Nhitng nghién ciru vé dugc dong hoc chua
duoc thuc hién & tré em.

Giéi tinh: Nong d6 atorvastatin trong huyét twong & phu
nit khéc voi & nam gi6i (cao hon khoang 20% déi voi
Cmax va thip hon khoang 10% dbi véi AUC). Tuy
nhién, khong c6 su khac biét rd rét trén 1am sang vé hiéu
qua diéu tri trén lipid mau giita nam va ni.

Suy than: Bénh ly than khong anh hudng 1én ndng do
thuéc trong huyét twong hay hiéu qua diéu tri cua
atorvastatin. Vi vdy, khong cin thiét diéu chinh lidu
lugng & bénh nhén suy than (xem Liéu heong va Céch
dung).

Thim tach m4u: Mic du céc nghién ctru chua dugc thuc
hién & bénh nhan suy than giai doan cubi nhung thdm
tach mau khong c6 hy vong 1a s& lam ting déng ké do
thanh thai cua atorvastatin do thudc dugc gin két
manh véi protein huyét twong.

Suy gan: Nong d atorvastatin trong huyét twong tang
dang ké & bénh nhan ¢ bénh gan man tinh do ruou,
khoang 16 1an déi voi Cmax va 11 1in dbi véi AUC
(xem Chong chi dinh).

Da hinh gen SLOCIB1: Cac chédt tc ché HMG-CoA
reductase dugc van chuyén vao gan nhd protein vén
chuyén OATPIBI. O nguoi bénh c6 gen da hinh

SLCO1BI c6 nguy co ting nong do atorvastatin, c6 thé
dan dén tang nguy co tiéu co van. Da hinh gen ma héa
OATPIBI (SLCOIBI c. 521CC) c6 lién quan dén viéc
tang AUC gip 2,4 1dn so véi ngudi khong cd kiéu gen
nay (c. 521TT). Giam hép thu & gan do di truyén ciing
c6 thé xay ra ¢ nhiig nguoi bénh nay. Hau qua gay ra
chua dugc biét rd.

CHI PINH PIEU TRI

Diéu tri ting lipid mdu:

- Atorvastatin dugc chi dinh nhu thudc bd trg cho ché
dd an ubng dé giam ndng do cholesterol toan phan,
LDL-C, apo B va triglycerid va taing HDL-C & céc
bénh nhén ting cholesterol méu tién phat (cé hay
khéng c6 tinh chét gia dinh di hop tir) va réi loan lipid
mau hdn hop (Fredrickson typ Ila va IIb).

-B& trg cho ché do6 an ubng trong diéu tri tang

triglycerid huyét (Fredrickson typ IV).

Piéu tri rdi loan betalipoprotein mau tién phat

(Fredrickson typ III) khong dép tmg vé&i ché do #n

udng.

- Giam cholesterol toan phin va LDL-C & bénh nhén

tang cholesterol gia dinh ddng hop tir nhu mét thube

b trg cho cho cic phuong phap ha lipid mau khac

(nhu LDL apheresis) hoic néu khéng con phwong

phap diéu tri nao khac thich hop.

Bd trg cho ché d6 4n udng dé giam cholesterol toan

phdn, LDL-C va apo B & tré em tir 10-17 tudi ting

cholesterol méu gia dinh di hop tir néu sau khi thuc
hién thay dbi ché do an udng van con cac dic diém
sau:

+LDL-C > 190 mg/dl

+LDL-C > 160 mg/dl va:

» Tién sir gia dinh méc bénh tim mach som.
+ C6 tir 2 yéu tb nguy co tim mach trd 1én.

- Atorvastatin chua dugc nghién ciru trong trudng hop
bit thudong lipoprotein do ting chylomicrons
(Fredrickson typ [ va IV).

Duw phong bién cé tim mach:

- O ngudi tang cholesterol méau chwa c6 biéu hién lam
sang rd rét vé bénh mach vanh nhung cé nhiéu yéu té
nguy co nhu tudi, hit thudc 14, ting huyét ap, LDL-C
thép hoic tién sir gia dinh mic bénh mach vanh som,
thudc dugc chi dinh nhdm:

» Giam nguy co nhdi méau co tim.

* Giam nguy co dot quy tim mach.

* Giam nguy co lam tha thuét tai tao mach vanh va
nguy co dau thit nguc.

- O ngudi déi thdo dudng typ I1 khong c6 cac bidu hién
bénh tim mach vanh, nhung c6 céc nguy co ciia bénh
tim mach vanh nhu bénh vdng mac, albumin niéu, hat
thudc 14 hozc tang huyét ap, thudc duoc chi dinh
nhim:

* Giam nguy co nhdi méau co tim.
* Giam nguy co dot quy tim mach.

- O nguvi tang cholesterol huyét da timg xay ra cac bién
cb tim mach, thuéc dugc chi dinh nhim:
* Giam nguy co nhdi mau co tim.
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* Giam nguy co dt quy tim mach.

+ Giam nguy co tién hanh tha thudt tai tao mach vanh.

» Giam nguy co ndm vién do suy tim sung huyét.

* Giam nguy co dau thét nguyc.
LIEU LUQNG VA CACH DUNG
Cdch dung:
C6 thé udng vién INSUACT 20 vao bét cir lic nao trong
ngay, vao bira an hozc luc déi. Bdi vai lidu 10 mg, c6 thé
bé doi vién INSUACT 20 theo vach khic trén vién.
Bénh nhan cén c6 ché o in kiéng hop ly truéce khi tién
hanh didu tri v6i atorvastatin, va nén duy tri ché do in
ndy trong sudt qué trinh diéu trj bing atorvastatin.
Liéu heong:
Ngudi bénh nén dugc thay ddi ché d6 an uéng chudn dé
giam cholesterol truéc khi ding thudc va nén tiép tuc
ché 46 4n nay ngay ca khi dang dung thudc.
Liéu nén dugc ca thé héa dua vao mac LDL-C, muc
tiéu didu tri va dap img ctia ngudi bénh.
Liéu théng thuong 14 10 mg/ngdy. Liéu nén duoc diéu
chinh sau m3i 4 tuin. Lidu t6i da 80 mg/ngay.
Ting lipid mdu (c6 hay khong c6 tinh chat gia dinh di
hop ti) va réi loan lipid mdu hén hop (Fredrickson typ
llava llb):
Liéu khai dau khuyén céo 1a 10-20 mg/lan/ngay. Nhiing
bénh nhan phai giam nhiéu LDL-C (hon 45%) c6 thé
bit ddu voi lidu 40 mg/lan/ngay. Khoang lidu tir 10-80
mg/lan/ngay. Liéu khéi ddu va liéu duy tri nén dugc ca
thé hoa dua theo muc tidu diéu tri va dép tng cua timg
ngudi theo Huéng din didu tri cia NCEP (National
Cholesterol Education Program: Chuwong trinh Gido
duc Qué'c gia vé Cholesterol). Sau khi bat dau diéu tri
hay sau m&i l4n didu chinh liéu, nén kiém tra lai ndng
do lipid trong vong 2-4 tudn dé diéu chinh liéu cho phu
hop.
Tdng cholesterol gia dinh di hop tiv ¢ tré em (10-17
tudi):
Liéu khoi dau khuyén cao 1a 10 mg/ngay, liéu t6i da 1a
20 mg/ngay (liéu trén 20 mg/ngdy chua dugc nghién
clru & tré em tir 10-17 tudi). Lidu can dugc ca thé hoa
dua theo muc tiéu diéu trj (theo Hudéng dan diéu tri cia
NCEP). Nén danh gi4 lai sau mdi 4 tudn.
Ting cholesterol gia dinh dong hop tir:
Liéu théng thudng tir 10-80 mg/ngdy. Nén dung
INSUACT 20 nhu 12 bién phép bd trg cho cac phuong
phap ha lipid méu khac (nhu LDL apheresis) hodc néu
khong con phuong phap diéu tri nao khéc thich hop.
Du phong bién cé tim mach:
Theo céc thir nghiém du phong tién phat, liéu thuong 1a
10 mg/ngay. c6 thé cin dung liéu cao hon dé dat mirc
LDL-C muc tiéu theo cac huéng dan hién nay.
Phéi hop véi li¢u phdp giam lipid mdu:
C6 thé phéi hop véi acid mat resin. Két hop céc chét tc
ché HMG-CoA (statin) v6i fibrat c6 thé dugc sir dung
nhung can than trong.
Nguwoi suy thin:
Bénh than khéng lam anh hudng dén nf‘)ng do trong
huyét tuong va tac dung giam LDL-C cla atorvastatin,

do vay khong cén diéu chinh liéu déi véi ngudi suy

gidm chtrc ning than.

Ngwoi  dang ding  ciclosporin, clarithromycin,

itraconazol, hodc cdc chit irc ché protease:

- Nguoi bénh dang dung cyclosporin hay chét tc ché
HIV protease (tipranavir + ritonavir) ho#c chét trc ché
protease virus viém gan C (telaprevir) thi khong nén
dung INSUACT 20.

- Thén trong khi dung INSUACT 20 & bénh nhan HIV
dang dung lopinavir + ritonavir va nén dung lidu thip
nhat c6 hiéu qua.

- Nguoi bénh dang dung clarithromycin, itraconazol
hodc bénh nhan HIV dang dung két hop saquinavir +
ritonavir, darunavir + ritonavir, fosamprenavir hay
prosamprenavir + ritonavir; liéu cia INSUACT 20
khdng nén vuot qua 20 mg/ngay va ciing nén danh gia
lam sang thich hop dé tim ra liéu thip nhét c6 hiéu
qua.

- Bénh nhan HIV dang dung nelfinavir hogc thudc wc
ché protease diéu tri viém gan siéu vi C boceprevir:
Liéu INSUACT 10 khdng nén vuot qua 40 mg/ngay,
nén dung liéu thap nhét c6 hidu qua.

CHONG CHI PINH

- Ngudi bénh qua min véi atorvastatin hay bt ky thanh
phan nao cua thudc.

- Ngudi c6 bénh gan hoat dong hodc transaminase huyét
thanh tang dai ddng khong giai thich duoc.

- Phu nlt mang thai, phu nitr dang cho con bu, phu nit
nghi ngd c6 thai hoic c6 ké hoach mang thai.

CANH BAO VA THAN TRONG KHI SU DUNG
Trudce va trong khi dung atorvastatin, nén c¢b géng kiém
sodt tang cholesterol mau bang ché do in thich hop, tap
thé duc, giam can & bénh nhan béo phi va didu tri nhing
bénh c6 thé 12 nguyén nhan cua tang lipid.
Chitc ndng gan: Ciing nhu nhitng thubc 1am ha lipid
méu cung nhém, su ting vira phai (>3 14n gi6i han trén
clia mirc binh thudng) ciia transaminase huyét thanh c6
thé thdy khi diéu tri v&i atorvastatin. Khi ngung thudc,
transaminase s& trd v& murc trude khi didu tri. Can lam
xét nghiém enzym gan truéc khi bét diu diéu tri bang
statin va trong trudng hop chi dinh 1am sang yéu cdu xét
nghiém sau d6 (nhu c6 biéu hién goi y c6 ton thuong
gan). Nén dung thén trong ¢ bénh nhén udng ruou
va/hodc c6 tién sir bénh ly gan. Bénh gan dang tién trién
ho#c tang transaminase dai ding khéng gii thich duoc
la nhitng chéng chi dinh d6i véi viéc st dung
atorvastatin (xem Chong chi dinh).
Hé co xwong: Tiéu co van keém theo suy thén cép thir
phét va myoglobin niéu dd dugc béo cao (hiém gip) khi
dung atorvastatin va cac thuéc khac cung nhém. Tién st
bénh than la mot yéu t& nguy co gly tiéu co van. Cin
chti y theo ddi tac dung phu trén co & nhiing bénh nhén
nay.

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

« Trudc khi didu tri: Xét nghiém CK nén dugc tién hanh
trong nhitng trudng hop: suy giam chic nang thén,
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nhuoc gidp, tién sir ban than hodc tién sir gia dinh mic
bénh co di truyén, tién st bi bénh co do sir dung statin
hodac fibrat trudgc do, tién str bénh gan va/hodc uéng
nhidu ruou, bénh nhén cao tudi (> 70 tudi) cé nhitng
yéu td nguy co bi tiéu co van, kha nang xay ra tuong
tac thudc va mot sé ddi tuong bénh nhan dic biét.
Trong nhiing truong hop nay nén cén nhic lgi
ich/nguy co va theo doi bénh nhan trén ldm sang khi
diéu trj bing statin. Néu két qua xét nghiém CK > 5
ldn gioi han trén ciia mac binh thudng, khong nén bt
dau diéu tri bang statin.

- Trong qué trinh diéu tri bing atorvastatin, bénh nhan
cin thong bao khi c6 cac biéu hién vé co nhu dau co,
ctng co, yéu co... Khi c6 cac biéu hién nay, bénh
nhén cin lam xét nghiém CK dé c6 céc bién phép can
thi¢p phu hop.

+ Phai ngung sir dung atorvastatin néu ndng do CK ting
cao hodc néu chin doan hodc nghi ngd bénh co. Néu
dau co ma khong ting hodc ting vira phai CK huyét
thanh (3-10 l4n gi6i han cao cta binh thuong) phai
giam sat ngudi bénh hang tuin cho téi khi triéu ching
do, néu x4u di, phai ngirng thudc.

Piéu trj atorvastatin nén tam thoi giam liéu hoac ngung
didu tri & nhém bénh nhan c6 bénh canh ning va cép
tinh goi y dén viém co hoic nhitng bénh nhéan cé cac
yéu t6 nguy co d& suy than cép do tiéu co van phit trién
thanh suy than thi phat sau tiéu myoglobin kich phat
(nhu nhidm trung cdp ning, ha huyét ap, dai phiu, chén
thuong, réi loan chuyén héa néng, réi loan nudc dién
giai, rbi loan noi tiét, co giat khong kiém soat).
Nguy co cliia bénh co trong qua trinh didu tr
atorvastatin s& ting 1én khi dung ddng thoi véi
gemfibrozil, cac thubc ha cholesterol mau nhém fibrat
khéc, niacin liéu cao (> 1 g/ngdy), colchicin, hay cac
thuéc khang ndm nhém azol.
Than trong khi dung cac thudc ha lipid méu nhom statin
v6i cac thube didu trj HIV va viém gan siéu vi C (HCV)
vi c6 thé lam ting nguy co gy tén thuong co, nghiém
trong nhit Ia tidu co van, than hu din dén suy thén va c6
thé gay tir vong.
* Nuéce ép budi chum c6 thé lam tang sinh kha dung cua
atorvastatin, lam tdng nguy co bénh co.
Ngi tiét: Tang HbAlc va duong huyét d6i da dugc bao
c4o véi cac chit trc ché HMG-CoA reductase, bao gdm
atorvastatin.
Statin gdy anh hudng dén tdng hop cholesterol va theo
ly thuyét c6 thé lam giam san xudt steroid & tuyén
thuong thin. Cac nghién ctu lam sang cho thdy
atorvastatin khong anh hudng dén ndng do cortisol nén
trong co thé va du trit & tuyén thugng than. Tac dung
cua atorvastatin 1én kha ndng sinh san ctua nam gié6i
chua dugc nghién ciru trén s lugng bénh nhén thich
hop. Céc anh hudng Ién truc tuyén yén-sinh duc & nir
cling chua duogc dénh gid. Than trong khi dung statin
ddng thoi voi cac thude gy giam hoat dong tiét hormon
steroid ndi sinh nhu ketoconazol, spironolacton va
cimetidin.

Ddi thdo duong: Mot sb bing ching cho thay statin lam
tang duong huyét & mot s6 ngudi bénh, gy tang nguy
co mic bénh dai thao duong trong tuong lai. Tuy nhién,
khong nén ngung statin vi lgi ich lam giam nguy co tim
mach do statin mang lai l1a 16n hon nguy co géy ting
duong huyét. Ngudi bénh c6 nguy co cao (dudng huyét
dé6i 5,6-6,9 mmol/l, BMI > 30 kg/mz, cao huyét ap, tdng
triglycerid) nén dugc gidm sat 1dm sang va cén lam sang
chit ché.
Déc tinh trén than kinh trung wong: Xuat huyét ndo da
dugc quan sét thdy & mot ca thé cho cai duoc diéu tri
trong 3 thang voi lidu 120 mg/kg/ngay. Liéu 120
mg/kg/ngay gdy ting AUC khoang 16 lan so véi lidu 80
mg/ngay & ngudi. Xuit huyét ndo va thoai héa than kinh
thi gidc da dugc quan sat thiy & cé thé ché cai khac
trong tinh trang hdp hdi sau 11 tudn diéu tri véi lidu tang
dan dén 280 mg/kg/ngay. Trong modt nghién ctu kéo dai
2 nam, da quan st thiy xudt hién co gidt & 2 cé thé ché
duc. Khong thiy bit ky tén thuong thin kinh ndo &
chudt khi diu trj trong vong 2 nam véi liéu 1én dén 400
mg/kg/ngay.
Dw phong djt quy bdng cdch giam manh nong do
cholesterol (SPARCL: Stroke Prevention by Aggressive
Reduction in Cholesterol Levels): Trong céc phan tich
sau thuc nghiém lién quan dén dot quy & ngudi bénh
khong c6 bénh mach vanh bj dot quy gin day hodc c6
thiéu mau nio thodng qua, ngudi sir dung atorvastatin
80 mg c6 ty 18 dot quy xudt huyét cao hon, so véi gia
dugc. Nguy co gia ting & ngudi c6 tién sir dot quy xudt
huyét hoic nhdi méau 15 khuyét. Déi véi ngudi bénh c6
tién sir dot quy xuit huyét hodic nhdi mau 15 khuyét thi
loi ich va nguy co clia viéc dung atorvastatin 80 mg van
chua duoc danh gia chic chin va nén can nhic nguy co
gdy dot quy xuét huyét khi bt ddu diéu tri.
Bénh phéi mé ké: i duge bao cdo & mot s statin, dic
biét 1a khi sir dung kéo dai. Cac triéu ching bao gdm:
khoé tho, ho khan va suy giam stc khdoe (mét moi, sut
can va sbt). Néu nghi ngd ngudi bénh phat trién bénh
phdi mé k&, nén ngimng thubc ngay.
Cic khuyén cdo ding thudc cho phu ni¥ cé thai va cho
con bu

Truong hop co thai
Chédng chi dinh INSUACT 20 & phu nif c6 thai. An toan
chua dugc thiét 13p & phu nir ¢6 thai. Chua c6 céc thir
nghiém lam sang c6 ddi chirmg duoc thuc hién & phu nit
c6 thai. Pd c6 céc bdo céo hiém gap vé di tat bdm sinh
clia bao thai sau khi tiép xuc véi cac chit irc ché HMG-
CoA reductase trong tir cung. Céc nghién ctru trén dong
vat d cho thdy doc tinh trén sinh san.
Ngudi me dung atorvastatin ¢6 thé 1am giam ndng do
mevalonat cia bao thai, 1a tién chdt tdng hop
cholesterol. Xo vita dong mach 1a mdt qua trinh man
tinh, kéo dai, do d6 viéc ngung sir dung thudc giam lipid
huyét trong thai ky anh huéng kha it dén nguy co lau
dai cua ching tang cholesterol mau.
Vi nhitng nguyén nhén trén, khong dung INSUACT 20
& phu nit c6 thai, dang c6 ké hoach c6 thai hoic nghi
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- ngo co thai. Nén ngung INSUACT 20 trong sudt thoi ky
mang thai hodc cho dén khi dugc xé4c dinh la khong
mang thai.

Phu nir trong d6 tudi sinh dé nén ding cic bién phap
tranh thai thich hop khi dang diéu trj v6i atorvastatin.
Truong hop cho con bu
Chua biét ligu atorvastatin va cac chit chuyén hoéa ciia
né c6 tiét vao sira ngudi hay khong. O chudt, nong do
atorvastatin va cac chit chuyén héa cé hoat tinh trong
stra tuong duong voéi ndng dd trong huyét twong. Do
tiém ning gay ra cac tac dung phu nghiém trong, khong
nén cho con bu khi dang ding INSUACT 20. Chéng chi
dinh atorvastatin trong suét thoi gian cho con bi.
Trong céac nghién ciru trén dong vat, atorvastatin khong
gdy anh hudng dén kha ning sinh san & ca ca thé duc va
cai.
Tdc dpng ciia thudc khi ldi xe va vin hanh mdy méc
Atorvastatin khong anh huéng dén kha niang lai xe va
van hanh may mdc.
TUONG TAC THUOC
Anh hwéng ciia cdc thuéc khdc dén atorvastatin:
Atorvastatin dugc chuyén héa boi cytochrom P450 3A4
va 1a mdt co chét ciia cac protein van chuyén. Viéc ding
ddng thoi cac thube e ché CYP 3A4 hodc protein vén
chuyén c6 thé 1am ting ndng d¢ atorvastatin va lam ting
nguy €0 bénh co. Nguy co ciing ting khi dung
atorvastatin ddng thoi véi cac thude khac c6 kha nang
gdy bénh co nhu cic din chit cua acid fibric va
ezetimib.
Chdt vec ché CYP3A4
Céc chit c ché manh CYP3A4 giy ting ndng do
atorvastatin rd rét. Nén tranh phdi hop cac chét wc ché
manh CYP3A4 (nhu ciclosporin, telithromycin,
clarithromycin, delavirdin, stiripentol, ketoconazol,
voriconazol, itraconazol, posaconazol va céc chét wc ché
HIV protease nhu ritonavir, lopinavir, atazanavir,
indinavir, darunavir...). Trong truong hop bat budc
ding két hop ndy thi nén xem xét lidu khoi déu, liéu tdi
da thich hop va theo doi ngudi bénh chit ché.
Céc chét (rc ché vira CYP3A4 (erythromycin, diltiazem,
verapamil va fluconazol) c6 thé 1am tang ndng d¢ huyét
trong cla atorvastatin. Nguy co bénh co ting da dugc
quan sat thdy khi st dung két hop erythromycin va
statin. Nghién cu danh gid tuong tac ciia amiodaron
hay verapamil trén atorvastatin chua dugc thuc hién.
Amiodaron va verapamil déu dugc biét 1a wc ché
CYP3A4 va viéc dung chung véi atorvastatin c6 thé gay
ting ndng do atorvastatin. Vi vay, cin xem xét ding lidu
atorvastatin thip hon va nén theo ddi ngudi bénh chat
ché khi ding két hop vai céc chit iic ché CYP3A4. Nén
theo d&i 1am sang thich hop sau khi bit ddu dung ho#c
sau mdi 1an diéu chinh liéu cac chit wc ché.
Chdt cam vmg CYP3A4
Diung két hop atorvastatin véi céc chit cam ung
CYP3A4 (nhu efavirenz, rifampin, St. John’s wort) c6
thé 1am giam ndng d¢ atorvastatin trong huyét tuong.
Do co ché tuong tac kép cia rifampin (cam ung P450

3A va tc ché protein van chuyén hdp thu & gan
OATPIBI), viéc dung chung atorvastatin va rifampin
duoc khuyén khich, vi kéo dai thdi gian ubng
atorvastatin sau khi ubng rifampin gy giam ndng do
atorvastatin. Tuy nhién, chua biét rd anh huéng cua
rifampin 1én ndng d9 cua atorvastatin trong té bao gan,
vi vdy, néu phai dung chung, ngudi bénh cin dugc theo
ddi cén than vé higu qua cta thudc.

Chat ke ché protein vdin chuyén

Chat trc ché protein véan chuyén (nhu ciclosporin) c6 thé
lam tang ndng do atorvastatin. Chua biét rd anh huéng
ciia chit trc ché protein van chuyén hdp thu & gan lén
ndng d6 cua atorvastatin trong té bao gan. Néu phai
ding chung, nén giam liéu va theo ddi ngudi bénh cén
than.

Gemfibrozil/ din chat acid fibric

Viéc dung don doc cac fibrat c6 lién quan dén cac tac
dung phu trén co, bao gdm tiéu co van. Nguy co ting
khi diing chung véi atorvastatin. Néu phai dung két hop
ndy, nén dung lidu atorvastatin thdp nhét c6 higu qua va
cin theo doi ngudi bénh thich hop.

Ezetimib

Ezetimib cling gdy nén céac tic dung phu trén co, bao
gbm tiéu co van. Do d6, nguy co tac dung phu trén co s&
tang khi ding két hop ezetimib voi atorvastatin. Nén
theo d&i nguoi bénh thich hop.

Colestipol

Khi dung chung véi colestipol, ndng d¢ ctia atorvastatin
va céc chét chuyén hoéa cia né déu giam xubng. Tuy
nhién, khi dung két hop nay, tic dung ha lipid huyét
tang 1én so v&i khi sir dung timg thuéc don doc.
Cholestyramin .
Nbdng do atorvastatin trong huyét twong giam (khoa
25%) khi dung cholestyramin cuing véi atorvastatin. Tuy
nhién, hiéu qua diéu tri trén lipid mau khi diung dong
thoi 2 thudc thi cao hon khi chi ding 1 trong 2 thudc.
Acid fusidic

Nguy co bénh co bao gdm tidu co van cé thé tang lén
khi dung chung acid fusidic véi statin. Co ché cua tuong
tac nay chua dugc lam rd. P cé béo céo céc truong hop
tiéu co van (mot sé tir vong) khi sir dung két hop nay.
Nén nging atorvastatin trong sudt qua trinh diéu tri véi
acid fusidic.

Colchicin

Mic di twong tac thudc gitta atorvastatin va colchicin
chua dugc nghién ciru nhung da cé bao cdo mot s6 ca
tén thuong co khi ding két hop nay. Do dé, cén than
trong khi chi dinh cho ngudi bénh dung két hop nay.
Antacid

Dung ddng thoi atorvastatin v6i antacid dudng ubng c6
chtra magnesi va nhom hydroxyd, s& lam giam ndng do
atorvastatin trong huyét tuong khoang 35%, tuy nhién,
tac dung cua thudc 1én hiéu qua giam LDL-C khong bi
thay ddi.

Nuéce qua budi chum
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Dung nuéc budi ép (c6 nhiéu thanh phan tc ché CYP
3A4) v6i atorvastatin ¢ thé lam ting ndng do thubc
trong mau.

Niacin

Nguy co tac dung phu trén co c6 thé tang khi dung két
hop atorvastatin v&i niacin, nén xem xét giam lidu
atorvastatin trong truong hop nay.

Anh hudng ciia atorvastatin én cic thubc khdc
Digoxin

Dung ddng thoi atorvastatin va digoxin lam ting ndng
d6 digoxin huyét twong & trang thai én dinh gin 20%.
Cén theo d&i thich hop nhitng bénh nhan dang ding
digoxin.

Cdc thudc tranh thai duong uong:

Dung dong thoi véi thube vién tranh thai duong uéng c6
chtra norethindron va ethinyl estradiol lam tang AUC
ctia norethindron va cia ethinyl estradiol gin 20%. Khi
lua chon thudc vién tranh thai cho phu nit dang dung
atorvastatin nén cin nhic dén didu nay.

Wafarin

Trong nghién ctu lam sang & ngudi bénh dung li€u
phap wafarin lau dai, viéc dung két hop atorvastatin 80
mg hang ngay v6i wafarin lam giam PT (prothrombin
time) khoang 1,7 gidy trong sudt 4 ngay diu va tro vé
binh thudong sau 15 ngay diéu tri v6i atorvastatin. Mat
du rét hiém c6 bdo cao vé tuong tac thubc véi thube
chdng déng, PT ciing nén duoc kiém tra truéc khi dung
atorvastatin & ngudi bénh dang ding thudc chéng dong
va nén thudng xuyén theo ddi trong sudt giai doan dau
clia qué trinh diéu tri d& dam bao khong c6 su thay dbi
I6n trong PT. Khi PT d3 én dinh, ngudi bénh dung
thudc chdng dong dugc khuyén cao theo ddi PT dinh
ky. Néu thay ddi liéu hoic ngung atorvastatin, cin lap
lai qua trinh nay. Atorvastatin dugc biét khong lién quan
dén chay mau hay thay déi PT & ngudi khong ding
thudc chbng dong.

Cadc thuéc khdc

Trong cac nghién ctru lam sang, khi dung ddng thoi
atorvastatin voi céc thudc ha 4p va liéu phap thay thé
estrogen thi khong thdy bing ching tuong tac thudc bét
loi c6 y nghia trén l1dm sang.

TAC DUNG KHONG MONG MUON

Thuong gap, 1/10 > ADR > 1/100

Nhiém triing: Viém miii hong.

Mién dich: Phan {mg dj tmg.

Chuyén héa va dinh dudng: Tang duong huyét.

Than kinh: Nhirc dau.

Ho hap: Pau thanh quan, chay méu cam.

Co xuong khép: Dau co, dau khép, dau & chi, co thét co,
sung khép, dau lung.

Xét nghiém: Xét nghiém gan bét thudng, tang creatin
kinase mdu.

Tiéu héa: Téo bon, déy hoi, khé tiéu, budn ndn, tiéu chay.
It gap, 1/100 > ADR > 1/1000

Chuyén héa va dinh dudng: ha duong huyét, tang can,
chén an.

Tam than: Mét ngu, gip 4c mong. L
Thén kinh: Choéng véang, di cam, mat tri nho, giam cam
giac, loan vi giéc.

Tiéu héa: Non, dau bung, o hoi, viém tuy.

Gan mat: Viém gan.

Da: nbi mé day, phat ban, ngira, rung toc.

Co xwong khép: Pau c¢b, méi co.

Khéac: Mét moi, suy nhugce, dau nguc, phl ngoai bién,
sét.

Xét nghiém: Xuét hién bach céu trong nudc tiéu.

Mat: Nhin mo.

Tai: U tai.

Hiém gap, 1/1000 > ADR > 1/10000

Mau va hé bach huyét: Giam tiéu cau.

Thén kinh: Bénh ly than kinh ngoai bién.

Mit: Hoa mit.

Gan mat: U mat.

Da: Phu thin kinh, viém da béng nuéc bao gdm hdng
ban da dang, héi ching Stevens-Johnson, hi chung
hoai tir da nhiém déc.

Co xuong khép: Bénh co, viém co, tiéu co vén, bénh
gan, doi khi nghiém trong hon cé.médm_&én.

Rdt hiém gép, ADR < 1/10000 ©

Mién dich: Sbc phan vé. é"
Tai: Mt thinh gidc. :
Gan mét: Suy gan. \ - Al
Sinh duc: To vt & nam gi ]
Khéng ré tan sudt

Cac statin c6 thé gdy mot sd tic dung khong mong

m;on ]sau: o TUQ CUC TRUONG
- Roi loan sinh duc. P. TRUONG PHONG

- Tram cam

- Viém phc;)i' k&, dac biét la khi (?(L/‘ (géi % %H?j

- béi thao duorng tin suit phu thuoc vao su c6 hay
khong c6 cac yéu té nguy co (dudng huyét doi > 5,6
mmol/l, BMI > 30 kg/m?, ting triglycerid, tién sir ting
huyét ap).

QUA LIEU VA CACH XU TRI

Khéng c6 diéu tri dic hiéu nao khi ding atorvastatin qua

lidu. Néu c6 qua liéu, tién hanh diéu trj triéu ching va cac

bién phap h3 trg cin thiét. Can lam cac test danh gia chirc
ndng va theo doi ndng do CK huyét thanh khi qué liéu.

Do thudc gén két manh véi protein huyét tuong, khong

hy vong 1a s& lam tdng thanh théi atorvastatin dang ké

bang cach thdm tich mau.

Tp. H5 Chi Minh, ngay/’? thang S nam 204%
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