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' THONG TIN SAN PHAM
ién nén bao phim Nhan hiéu da dang ky
ZOCOR®

(simvastatin)

THANH PHAN

ZOCOR 10 mg, ZOCOR 20 mg va ZOCOR 40 mg du'ge bao ché dudi dang vién bao
phim, méi vién chira 10 mg, 20 mg hoac 40 mg simvastatin 12 hoat chat chinh,

Ngoai ra, ZOCOR 10 mg, ZOCOR 20 mg va ZOCOR 40 mg con chifa cac ta dudc
sau:

Acid ascorbic

Hydroxyanisole butyl hoa (Butylated hydroxyanisole)

Acid citric monohydrate

Lactose

Magnesi stearat

Cellulose vi tinh thé (Microcrystalline cellulose)

Pregelatinized starch

Hydroxypropyl cellulose

Hydroxypropyl methylcellulose

Dioxid titan

Bot talc

Oxid sat do

ZOCOR 10 mg, ZOCOR 20 mg cdn chifa Oxid sat vang.
CHI BINH

NGUGH BENH €O NGUY CO CAD BENH MACH VANH (CHD) HOAC BANG CO
BENH MACH VANH
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ngudi bénh dai thao duding, co tién sif ddt gquy hodc bénh mach ndo khac, bénh
mach ngoai bién hodc dang cé bénh mach vanh, thi chi dinh ZOCOR dé&:

» Lam giam nguy cd tr vong chung do lam giam ¥ vong do bénh mach vanh;

« Lam gidm nguy cd xay ra cac bién ¢8 mach mau Ién (bao gdm nhdi méu co tim

khéng 1 vong, tr vong do bénh mach vanh, dét quy hodc phai lam céc thl thuat
tai cip mdu cg tim);

» Lam giam nguy cd xay ra cac bién cd chinh & mach vanh (bac gom nhdi mau co
tim khéng 1f vong hodac tif vong do bé&nh mach vanh);

+ Lam gidm nguy co 46t quy;

« Lam giam nhu cau phai 1am céc thii thuat 1&i cdp mau mach vanh (bao gdm phiu
thuét bac ciu ddng mach vanh va nong mach vanh qua da);

* Lam gidm nhu cau phai lam cac thd thuat i cdp mau d mach ngoai bién va & cac
mach khac khdng phai mach vanh;

« Lam gidm nguy co phadi ndm vién do con dau Lhl ngue.

O ngud bénh d4i thao duéng, ZOCOR I1am gidm nguy cd cac bién chifng cla mach

mau Ién ngoal biégn (bao goém cac thd thuat tai ¢cdp mau & mach ngoai bién, cat cut
chi dudi hodc loél chan).

V& ngudi bénh tang cholesterol mau ma co bénh mach vanh tim, ZOCOR lam cham
lai s ti€n trién clia xd vira ddng mach vanh, bao gdm lam gidm su phét trién clia cac
18n thuong mdi va nhifng t&c nghén mdi,

NGUSI BENH TANG LIPID MAU

« Chi dinh ZOCOR b8 sung hb trg cho ché db dinh dudng dé 13m ha ¢ac thong s6
sau: cholesterol toan phan, LDL-C, TG va apolipoprotein B (apoB) va lam tang
HOL-C & nguth ¢o tang cholesterol nguyén phat, bao gom tang cholesterol mau
¢ tinh gia dinh di hdp i (tuyp lla Fredrickson) hoac tang lipid mau hdn hop (tuyp
llb Fredrickson), mt khi su dap Ung véi ché @6 dinh dudng va véi cac bién phap
khéng dung thubc khac chua thod mén day du.

+« ZOCOR cén duge ding digu tri ngudi bénh tang triglycerid mau (tang lipid mau
tuyp IV Fredrickson).
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= Chi dinh ZOCOR cho ngudi rdi loan batalipoprotein méau tién phét (tang lipid mau
tuyp Il Fredrickson),

« Ding ZOCOR hd trg cho céc ché a3 dinh dudng va cho cac bién phap khong
phai 12 ch& db dinh duding khac d& digu tri ngudi bénh tang cholesterol mau co
tinh gia dinh déng hop tir (HoFH) nham lam gidm su ting cholesterol todn phan,
LDL-C va apo B.

TRE EM TANG CHOLESTEROL MAU CO TiNH GIA DINH DI HOP T

Zocor dude chi dinh nhy thudc hd tra cho ch db an d& lam giam néng do cholesterol
toan phan (Tolal-C), cholesteral lipoprotein ty trong thdp (LDL-C) va Apo B & thiu
nién nam va ni¥ it nhat 1 ndm sau ky kinh dau lign, 1 10-17 1woi, bi tAng cholesterol
mau ¢ tinh gia dinh di hop 10 (HeFH), néu sau mdt thd nghiém day dd vé didu tri
béng ché do an co cac két qua sau day:
1. LDL Cholesterol duy tri @ mdc 2 190 mg/dl; hoac
2. LDL Cholesterol duy tri @ mic 2 160 mg/dl va

Co tién si¥ gia dinh bj bénh tim mach (CVD) sém hodc
+  Co 2 hodc nhigu y&u t8 nguy cd vE bénh tim mach khac & b&nh nhan thidu nién.
Muc tidu 151 thigu coa viec digu tri @ bénh nhan tré em va bénh nhan thigu nién |14 gé
dat duge LDL-C trung binh < 130 mgfdl. Tudi t8i 1ru d& bat dau diEu tri ha lipid mau
nham lam gidm nguy cd bénh tim mach ¢ trigéu chirg & tudi lrudng thanh chua dude
xac dinh,

LIEU LUONG VA CACH DUNG

Khuy&n cdo bat diu digu tri vai lidu thdp nhit mé thude o téc dung. Ligu ZOCOR
md rong L 5 dén 80 mg/ngay, udng mol [En vao bubi 18I, C6 th digu chinh ligu theo
nhu céu va dap (fng cda tiing ngudi, néu cn thigt. Khi can digu chinh ligu ludng, cin
tuan thd kheang cach it nhat 4 tuan, tang tGi da la 80 mg/ngay va udng mét [an duy
nht vao budi tél. ZOCOR ligu 80 mg chi khuyén cdo si¥ dung cho nhiing b&nh nhan
¢ nguy cd cao bién ching tim mach, nhirng ngudi khong dat duge muc tigu digu tr
véi ligu thdp hon va khi lgi ich mong doi vugt 1r6i nguy od (xem THAN TRONG, Bénh
co/ lidu oo van). Do tang nguy cd bénh co, bao gdm liéu cd van, dac biél & trong
nam digu tri dau tién, chi nén ding ZOCOR ligu 80 mg cho bénh nhan dang ding
thueng xuyén simvastatin 80 mg (vi dy, 1r 12 thang trd 1&n) ma khéng ¢ béng chimng
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vé nhiém doc co. Nhitng bénh nhén dang dung nap ZOCOR ligu 80 mg ma ¢an bat
dau ding thudc c6 kha nang tuong tac hodc 1a chéng chi dinh hodc lién quan dén
gidi han ligu simvastatin nén chuy@n sang diung mét statin thay thé khac it co kha
nang tucng tac thubc-thudc hon. Do ting nguy co bénh co, bao gdm tiéu oo van, lién
quan dén litu ZOCOR 80 mg, khong nén tang lidu 1&n 80 mg cho cac bénh nhin
khdng thé dat dugc mirc LDL-C muygc tigu khi dang litu ZOCOR 40 mg, ma nén thay
bang cac liéu phap didu tri khac giop giam LDL-C nhigu hon. Phai theo ddi cdc phan
(fng c6 hai cua thuBc, dic biét cac phdn ng co hai d6i véi hé co.

NGUAI CO NGUY CO CAO BENH MACH VANH (CHD) HOAC DANG CO BENH
MACH VANH

Ligu khéi dau théng thuding 13 40 mg/ngay, udng mdt [En vao budi 81 & ngudi cé
nguy co cao bénh mach vanh (cé hodc khing c6 tang lipid mau), nhu & ngudi bénh
dai thao duémg, ngudi cb tign sif A&t quy hodc bénh khac vé mach mau ndo, bénh
mach ngoai bién hodc dang c6 bénh mach vanh. Van cin theo ché db dinh dudng va
tap luyén thé luc khi diing thudc.

NGUOI CO TANG LIPID MAU (NHUNG KHONG THUOC LOAI CO NGUY CO NEU
TREN)

Nén cho ngudi bénh diing ché 86 dinh dudng chusin 1Am gidm cholesterol truéc khi
dung ZOCOR va can tuan thi) ché 36 dinh dudng nay trong sudt qua trinh ding
ZOCOR.

Lidu khéi dau thong thuding 12 10-20 mg/ngay, ubng mot i3n vao budi t8i. Ngudi can
gidm manh LDL-C (>45%) c6 thé khdi diu bing 20-40 mg/ngay, uing mét [&n vao
budi t&i. Ngudi chi co tang cholesterol méu tir mifc nhe t&i trung binh ¢ the khdi d3u
béng liéu hang ngay 10 mg ZOCOR. N&u cén chinh lidu thi thuc higén nhu trén da
néu.

NGUOI BENH TANG CHOLESTEROL MAU CO TINH GIA BINH THE DONG HOP
TU

Dua vao k&t qua thu duge trong nghign clru 13m sang ob déi ching, 1By Iuong
khuyén cdo cho ngudi tang cholesterol mau ¢o tinh gia dinh thé ddng hop tir 14 40
mag/ngay, ubng mot [an vao budi t6i. Ligu 80 mg chi khuy&n cdo sir dung khi lgi ich
mong doi vuot tréi nguy co (xem CHONG CHI BINH, THAN TRONG. Bénh oot lisu

co' vén). ZOCOR con diing 08 hb trg cac bién phap khac lam ha lipid mau (vi du nhu
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gan LDL-C) cho nhifng ngudi bénh nay hodc khi nhifng bién phap dé khdng thue
hién duoc.

O bénh nhan diing ddng thdi lomitapide véi ZOCOR, litu ZOCOR khéng duge vuct
qua 40 mgingay (xem THAN TRONG, Bénh ca/Tidu co van va TUONG TAC
THUGC).

BIEU TRI DONG THOI

ZOCOR ¢6 hidu Iue khi diing don doc hodc kém chit hap thu acid méat.

N&u ngudi bénh dung céc fibrat, ngoai trir gemfibrozil (xem CHONG CHI DINH) va
fenofibrate ph&i hop vdi ZOCOR, thi khéng dude ding lidu ZOCOR qud 10 mg/ngay
(xem THAN TRONG, Bénh co/Tiéu co vanva TUONG TAC THUSC).

NE&U ngudi bénh ding amiodarone hodc san pham ¢ chifa elbasvir hodc grazoprevir
cling ZOCOR thi khéng dudc udng qua lidu 20 mg/ngay (xem THAN TRONG, Bénh
co/Tiéu co vanva TUONG TAC THUGC).

Né&u ngudi bénh ding verapamil, hodc diltiazem c¢lng ZOCOR thi khéng duge udng
qua lidu 10 ma/ngay (xem THAN TRONG, Bénh caTiéu co van va TUCONG TAC
THUOC).

N&u ngudi bénh ding amlodipine cung véi ZOCOR, thi khong duge ding ligu
ZOCOR qua 20 mg/ngay (xem THAN TRONG, Bénh co/Tiéu co vanva TUONG TAC
THUGC).

Dronedaron: Ligu simvastatin khéng duge vugt qua 10 mg/ngay & nhiing bénh nhan
dang diing thudc dbng théi véi dronedaron.

Ranolazin: Lidu simvastatin khng dude vudt qua 20 mg/ngay & nhing bénh nhan
dang ding thubc ddng thdi vdi ranolazin.

LIEU DUNG KHI SUY THAN

Vi ZOCOR khéng dao thai chil y8u qua than, nén khong nhét thidt phai thay d3i lidu
Ifong khi suy than vira.

V&l ngudn suy than nang (dd thanh loc creatinine <30mL/phit), phai c&n nhac ky
trude khi cho cac hon 10 mg/ngay, va néu thay that cin thi phai ding than trong.
(xem CAC DAC TINH DUCQC BONG HOC).

LIEU DUNG & TRE EM (10-17 TUOI) TANG CHOLESTEROL MAU CO TINH GIA
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Ligu khdi dau khuy&n cdo théng thudng 1a 10 mg/ngay, udng mét [an vao budi t&i,
Ligu khuy&n cdo nam trong khoang 10-40 ma/ngay, liBu t8i da khuyén céo 12 40
mgingay. Ligu ding can dugdc ca thé héa theo muc tiéu digu tri. (xem CAC DAC
TINH DUOC PONG HOC).

LIEU DUNG O NGUSI cAD TUGI

Vi Wi cao (265 tudi) 14 mdl yEu 18 dan dén bénh co cd, bao gém tidu co van, nén
thén trong khi k& don ZOCOR cho ngudi cao tudi. Trong mét nghién clu 1am sang
trén banh nhan dudc digu tri voi simvastatin lidu 80 mg/ngay, c6 tang nguy ¢d bénh
cd, bao gdm tiéu cod van & bénh nhan 265 tubi so vai bénh nhan <65 twéi (xem THAN
TRONG va CAC DAC TINH DUOC BONG HOC).

LIEU DUNG O BENH NHAN B| SUY GAN

Chéng chi dinh ding ZOCOR & b&nh nhén bi b&nh gan thé hoat dong, bao gom tang
néng db transaminase kéo dai khéng ré nguyén nhan (xem CHONG CHi PINH va
THAN TRONG).

CHONG CHi BINH
e Quda man cam vd&i bat ky thanh phan nao cla san pham.

» Bénh gan ti€n trién hodc tang transaminase huyét thanh kéo dai ma khang cat
nghia du'ge.

« Mang thai va thdi ky cho con b (xem THAN TRONG, KHI MANG THAI va THOI
KY CHO CON BU).

s Ding két hop vdi cac thubc (fc ché manh CYP3A4 (nhu itraconazole,
ketoconazole, posaconazole, voriconazole, thudc (¢ ché@ HIV profease,
boceprevir, telaprevir, erythromycin, clarithromycin, telithromycin, nefazodone va
cac thudc cé chifa cobicistal) (xem THAN TRONG, Bénh cd/Tiéu co van va
TUONG TAC THUOC).

« Dung két hop vdl gemfibrozil, cyclosporine hodc danazol (Xem THAN TRONG,
Bénh co/Tiéu co vanva TUONG TAC THUGC).

THAN TRONG
Bénh co/Tiéu co van
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bénh co, dac bitt & nhung bénh nhaY'co cac yeu t& nguy ¢o dan dén 1on thuong co
nhut phu n¥, bénh nhén trén 65 tufi, bénh nhan bi bénh thidu nang tuyén giap khang
ki€ém soat, bénh nhan bj bénh than, bi€u hién bang dau cd, nhay cam dau, yéu co
kém theo tang creatine kinase (CK) qua 10 [&n gidi han trén cla mic binh thudng
(ULN). Bé&nh co ¢ khi biu hién & dang tiéu co van cé hodc khong ¢é suy than cip
thir phat sau myoglobin niéu, nhung hiém khi tif vong. Nguy co bénh co tang khi hoat
tinh enzym HMG-CoA reductase trong huyét tuwong tAng 18n. Can theo ddi chat ché
cac phan (ng co hai trong qua trinh dang thude.

Cing nhit céc thude e ch& men khir HMG-CoA khac, nguy cd bénh ly coltiéu cd van
lidn quan dén lidu simvastatin, Trong mdt dif liéu nghién cdiu 1am sang trén 41.413
bénh nhan da dudc digu tri vdi ZOCOR, 24.747 {(khoang 60%) bénh nhan tham gia
nghién cifu véi thai gian theo di trung binh it nhat 4 nam, ty 1& bénh 1y co khodng
0,03%, 0,08% va 0,61% tuong (fng vdi lidu 20, 40 va 80 mg/ngay. Trong nhiing
nghién ctfu ndy, bénh nhan da dugc theo ddi chat ché d& loai bd mdt vai tuong tac
thudc.

Trong 1 thit nghiém Iam sang & nhi¥ng bénh nhan ¢6 tién st nhdi mau ca tim da digu
tri vai ZOCOR 80 mg/ngay (thdi gian theo déi trung binh 6.7 nam), ty 1& bénh Iy co
khoang 1,0% so vdi 0,02% & nhitng bénh nhan dung lidu 20 mg/ngay. Khoang %
truding hdp bénh Iy co xudt hién & nam digu tri dau tién. Ty @ bénh Iy cd & mdi nam
ti€p theo khoang 0,1%.

Nguyén nhan bénh Iy cg cao hon & nhitng bénh nhan ding simvastatin 80 mg so vdi
céc tri liéu co ban statin khac vdi hiéu qua giam LDL-C tuong tu. Do dé, chi ding
ZOCOR ligu 80 mg cho nhitng bénh nhan c6 nguy od cao bign chirng tim mach ma
khong dat dude muc ligu digu tr véi lidu thdp hon va khi ldi ich mong doi vuot 1rdi
nguy co. O nhitng bénh nhan ding ZOCOR ligu 80 mg ma can mot thudc ¢d kha
nang géy tuong tac thi nén ding ZOCOR ligu thdp hon hoac thay béng tri liu statin
it co khd nang Wwong tac thudc-thudc hon (xem LIEU LUONG VA CACH DUNG,
CHONG CHI BINH).

Can than trong khi ding cho nhiing bénh nhan cé nguy oo bi tidu cd van, Trude Khi
digu tri véi ZOCOR, xét nghiém CK nén dugc tién hanh trong nhifng tuting hop: Suy
gidm chifc ndng than, nhuge giap, tién sir ban than hodc tign sir gia dinh méc bénh
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gan va/hoac udng nhigu rugu, hanh nhan cac tui (= 65 Wwdi), va bénh nhan nir.
Trong nhiing truéng hop nay nén can nhéc Igi ich/nguy co va theo déi bénh nhan
trén lam sang khi digu Iri bang statin. Néu két qua xel nghiém CK tang 1én dang ké (>
5 I2n gidi han trén cha mirc binh thudng), khdng nén bét dau digu tri bang statin.

@ nhitng bénh nhan bit d2u ding ZOCOR hodc bt GAu ting liBu ZOCOR, nén
thdng bao cho bé&nh nhan nguy co bénh Iy co va khuyén bénh nhan thdng bao ngay
bél ky dau cg, mdi cd hodic yéu co khdng xac dinh dugc nguyén nhan. Khi ¢d cac
bi8u hién ndy, b&nh nhén can lam xét nghiém CK d& cé céc bién phép can thiép phu
hgp. Nén ngirng diing ZOCOR ngay lap tifc n8u chéin doén hodc nghi ngd bénh ly
cd. Su xudt hién cac triéu chifng trén va ndng dé CK > 10 [an gidi han trén cla mirc
binh thuting gdi ¥ bénh Iy co. Trong da phan cac trudng hdp. khi b&nh nhan ngifng
ngay simvastatin, cac triéu chimg co va ting CK trd v& binh thudng (xem PHAN
UNG CO HAI CUA THUGC). Kiém tra dinh ky CK ¢6 thé can thiét & nhimg bénh
nhan bt dau didu tri véi ZOCOR ho#c bat dau tang ligu. Khuyén cao kiém tra dinh
ky cho nhimg bénh nhan dung liéu 80 mg. Khéng ¢6 gl dam béo rang kiém tra dinh
Ky nay sé ngan ngua bénh Iy cd.

Nhigu bénh nhan xudt hién tidu co van khi digu tri bAng simvastatin ¢6 tién sif y khoa |
phirc tap, bao gém suy than, thudng |1& hdu qua cla dai thao dudng kéo dai. Nhimg
b&nh nhan nay can duoc theo ddi cht ché khi ding ZOCOR. Didu ti véi ZOCOR
nén dugc ngimg tam théi vai ngay trude khi phiu thuat Ién c6 chudn bi va khi tién
hanh phau thuat hoac tham kham y khoa lon.

Trong mét thir nghiém 1&m sang & nhifng bénh nhén c6 nguy cd cao bj bénh tim
mach dugc diBu tri bAng simvastatin 40 mg/ngay (thdi gian theo ddi trung binh 3.9
nam), ty 1& bénh cd khodng 0,05% d6i véi nhitng bénh nhan khéng phai ngudi Trung
Qudc (n = 7367) so vdi 0,24% &6i vdi nhimg bénh nhan ngudi Trung Quédc (n =
5468). Trong khi nhém bénh nhan chau A duy nhét duge danh gia trong thir nghiém
I&m sang nay 1a ngudi Trung Qudc, can than trong khi k& don simvastatin cho bénh
nhan chau A va nén sir dung ligu can thiét thap nhat.

Tuong tac thuc

s Nguy cd bénh coltidu cd van ting |&n khi ph&i hop simvastatin véi céc thube sau
day:
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Céc thube chong chi dinh:

Céc thubce (fe ch€ CYP3A4 manh: Chong chi dinh sir dung k&t hgp vdi cac thudc
duge cho la cé tac dung de ché manh CYP3A4 tai liéu diéu tri (nhur itraconazole,
ketoconazole, posaconazole, voriconazole, erythromycin, clarithromycin,
telithromycin, thudc (f'c ch& HIV-protease, boceprevir, telaprevir, nefazodone hoac
cac thudc cd chifa cobicistat). Néu bat bude phai digu i bdi cac thude e ché
CYP3A4 manh, thi nén lam ditng si¥ dung ZOCOR (xem CHONG CHIi BINH,
TUONG TAC THUGC, Twong tdc vdi CYP3A4; CAC DAC TINH DUOC DONG
HOC).

Gemfibrozil, cyclosporine ho#ic danazol: Chéng chi dinh ding nhifng thudc nay
cling véi ZOCOR (Xem CHONG CHI BINH, TUONG TAC THUGC, CAC PAC
TINH DUCC BONG HOC).

Céc thubc khac:

« Acid fusidic: Nguy co bénh co/tiéu co van oo thE ting 1én & cac bénh nhén
dudc digu tri dong thdi bdi fusidic acid va simvastatin (xem TUONG TAC
THUGC, Céc tuong tde thude khdc, CAC BAC TINH DUGC BONG HOC).
Khong duge digu tri ddng thei simvastatin véi acid fusidic. BSi vl cac bénh
nhan bat budc phdi digu tri bdi acid fusidic, thi nén tam ditng si¥ dung
simvastatin. Trong truéng hop dac bigt, néu phai digu tri kéo dai bdi acid
fusidic, vi du 08 didu ti cac bénh nhim trang nang, vidc sif dung ddng thoi
simvastalin vdi acid fusidic can dudc xem xét trén ¢d s& tiing trodng hop cu
thé dudi su giam sat y 1€ chit ché.

» Céc fibrate: Lidu ZOCOR khéng nén vurot qué 10 mg mdi ngay & nhitng bénh
nhan nhan duge digu tri ddng théi vdi cac fibrate ngoai gemfibrozil (xem
CHONG CHI DINH) hodc fenofibrate. Khi sit dung dong thdi simvastatin véi
fenofibrate. khdng ¢6 bang ching cho thdy nguy co bé&nh cd vuot qua téng
cac nguy cg cla timg thudec rigng 1€, CBn thén trong khi sir dung fenofibrate
vai simvastatin, vi mot trong hai thufc ¢ thé gy ra bénh co khi dang mol
minh. Cac fibrate c6 the 1am gidm thém mét luong nhd LDL-C khi két hop vdi
simvastatin, nhung cé thé dal duge su gidm thém vé TG va lang thém vé
cholesterol lipoprotein ty trong cao (HDL-C). K& hop cac fibrate voi
simvastatin d3 duge st dung ma khéng co bénh cd trong nghién cliu lam sang
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Amiodarone: Trong mdt thif nghiém lam sang, cé 6% ngudi bénh bi bénh co
khi ph&i hop amiodarone vdi ligu 80 mg simvastatin mai ngay. LiBu simvastatin
khéing dugce vu'ot qua 20 mafngdy & nhitng bénh nhan didu tri k&t hop vdi
amiodarone (xem TUCNG TAC THUGC, Céc twong téc thudc khéc).

Cac thudc (¢ ché kénh Canxi:

- Verapamil hodc diltiazem: Trong mét thiy nghiém lam sang, nguy cd bénh
cd tang lén khi phdi hgp vdi simvastatin 80 mg/ngay. Ligu simvastatin khéng
duge vuot qua 10 ma/ngdy & nhitng b&nh nhan digu tri két hgp vai verapamil
hodc diltiazem (xem TUONG TAC THUGBC, Cdc tirong tc thubc khéc).

- Amlodipine: Trong mdt nghién cifu |am sang, ngud bénh ding ddng thdi
amlodipine vai simvastatin 80 mg/ngay ¢a 1ang nhe nguy cd bénh oo (xem
TUONG TAC THUGC, Cdc tuong téc thude khéc). Ligu simvastatin khéng
duge vugt qua 20 mg/ngay & nhifng bénh nhan digu tri k&t hgp vdi amlodipine.
Lomitapide: Lidu simvastatin khong dudc vuot qua 40 mg/ngay & bénh nhan
tang cholesterol mau co tinh gia dinh déng hop W (HoFH) ding thubc déng
thdi vai lomitapide (xem TUONG TAC THUOC, Céc tuong téc thude khéc).
Dronedaron: Ligu simvastalin khéng duge vudt qua 10 mg/ngay & nhitng bénh
nhan dang dung thufic dbng thdi voi dronedaron.

Ranolazin: Ligu simvastatin khéng duge vuot qua 20 mg/ngay & nhitng bénh
nhan dang ding thudc dong théi vdi ranolazin.

Céac thuBc (fc ch8 trung binh CYP3A4: Bénh nhan ding ddng thdi cac thudc
ducic cho la cb tac dung (¢ ché trung binh CYP3A4 vdi simvastalin, dac biat
khi diing simvastatin lidu cao, cé thé tang nguy cd bénh Iy cd. N&u phai digu tri
dong thdi véi cdc thubc Uc ché trung binh CYP3A4, cén digu chinh ligu cla
simvastatin,

Céc chét ¢ ché protein khang ung thu v (BCRP): Phdi hop véi cac thude Ut
ché& BCRP (nhu elbasvir va grazoprevir) co thé lam tang ndng dd simvastatin
trong huygt tuong va tang nguy co bénh co; do do, co thE can phai didu chinh
ligu simvastatin. Chua tién hanh nghién cfu vé viec ding dong thoi elbasvir

va grazoprevir v&i simvastatin; tuy nhién, IiBu simvastatin khdng nén qué
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hoac g revir. (xem TUC Cac tuong tac thude khac).

« Niacin (21 g/ngay): Ba co truéng hop bi bénh cofiéu eo van khi ding
simvastatin k&t hop véi niacin (21 g/ngay) dé digu chinh lipid. Trong mét thi
nghiém lam sang (thdi gian theo dai trung binh 3,9 ndm) bao gom nhi¥ng bénh
nhan c6 nguy ¢d cao bi bénh tim mach va co nong do LDL-C dugce kiém soat
161 khi ding simvastatin 40 mg/ngay c6 hoac khong co ezetimibe 10 mg,
khéing ¢6 loi ich tEng thém dsi vai k&t qua tim mach khi diing bé& sung niacin &
lidu Gigu chinh lipid (2 1 g/ngdy). Vi vy, can can nhic cdn than ldi ich cla
viéc str dung simvastatin két hop vdi niacin so voi nguy cd co thé xdy ra khi
dung phdi hop. Ngoai ra, trong thr nghiém nay, ty 1& bénh co khoang 0,24%
déi vai bénh nhan ngudi Trung Quéc khi ding simvastatin 40 mg hoac
ezetimibe/simvastatin 10/40 mg so véi 1,24% ddi vdi benh nhan ngudi Trung
Qude khi dung simvastatin 40 mg hoac ezetimibe/simvastatin 10/40 mg k&t
hop vé&i niacin phéng thich kéo daiflaropiprant 2 g/40 mg. Trong khi nhém
bénh nhén chau A duy nhat dudc danh gia trong thir nghiém lam sang nay Ia
ngudi Trung Quéc, do ty 18 bénh co & bé&nh nhan ngudi Trung Quéc cao han &
bénh nh&n khdng phdi ngudl Trung Qudc, khdng khuyén cdo ding
simvastatin k&t hgp vdi niacin & liéu diéu chinh lipid (= 1 g/ngay) trén bénh
nhan chau A (xem TUONG TAC THUGC, céc tuong tac thudc khac).

ANH HUGNG TREN GAN

Trong cac nghién clu 1am sang & mot s it ngudi ding simvaslatin c6 téng dai dang
transaminase huyét thanh (qué 3 1an mdc gidl han trén cla mic cho phép). Khi
nglfng thudc, thdng thudng thi mifc transaminase ha dan t6i nong do ban dau. Tang
transaminase khéng kém vang da hodc cédc diu higu hodc triéu chifng lam sang
khac. Khéng co ddu hidu ciia ting man cam. Mat s ngudi da co thit nghidm bt
thudng vB chic nang gan trude kKhi ding simvastatin va/hodc ¢d udng Iuong ruou
dang k&.

Trong nghién ctiu 435 thdy c6 mdt s8 ngudi bénn ¢4 hon mdt transaminase bi tAng
cao trén 3 an gidi han trén cba mic cho phép, clng khong co khéac bigt gia céc
nhoem ding simvasiatin va placebo (14 ngudi [0,7%] so vdi 12 ngudi [0,6%)]). Ty 1&
chi tdng co SGPT (ALT) qua 3 lan gidl han frén cia mic cho phép & nhém
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tAng nia. Tang cao transaminasé khién cho 8 ngudi bénh phai nglrng nghién clfu
trong nhom simvastatin (n=2.221) va 5 ngudi phai ngiing & nhém placebo (n=2.223).
Trong s& 1986 ngudi bénh dung simvastatin & nghién ctu 45 ma cé thir nghiém
chire ndng gan binh thudng ban diu, chi cé 8 ngudi (0.4%) c6 tang thif nghiém chire
nang gan lign tuc gap 3 l&n gidi han trén clia mic cho phép valhodc phai ngimg digu
t do tang transaminase trong 5.4 nam (trung vi thai gian theo di) nghién ciu. Tt
ca cac ngudi bénh trong nghién clru da ding ligu khdi gau 20 ma/ngay; sau dé 37%
duige chinh liéu tdi 40 mg/ngay.

Trong 2 nghién clfu lam sang cb ddi ching trén 1.105 ngudi bénh, ty 1& tang
transaminase gan kéo dai 6 thang do thufc 13 0,7% vdi lidu 40 mg va 1,8% vdi ligu
80 mg.

Trong nghién cifu HPS, chon ngau nhién 20.536 ngudi bénh va cho udng ZOCOR 40
ma/ngay hodc placebo, ty |18 tAng transaminase (g8p 3 Ian gidi han trén cla mic cho
phép dude xac dinh bang thir nghiém nhéc lai) 12 0.21% (n=21) cho ngudi ding
ZOCOR va 0,09% (n=9) cho nhdm placebe,

Khuyén cao thif nghiém chifc ndng gan lrudc khi ding thude va thir nghiém tigép sau
dé néu 13m sang doi hdi, Can lam thém th nghigém trude khi digu chinh 1ang ligu 1&n
80 mg/ngay, 3 thang sau khi t3ng iéu [&n 80 ma/ngay va sau dé phai thir dinh ky déu
dan (vi du, hang nlra nam) trong nam dau dieu tri. Can chi y dac bigl den ngudi da
s8n co tang mic transaminase, & nhitng ngudi nay, ¢an thiy nghiém lién tuc va tic
thi va sau do lam thir nghigm thudng xuyén hon. Néu thay mic lransaminase ol
lang lén, dac biél khi dén mic g8p 3 fan gidi han trén cla nong G6 cho phép va dai
dang thi phai ngling thudc.

P& co mot s bao cao hiém hoi vé suy gan gay tlf vong va khong tf vong & nhiing
bénh nhan dung statin, bao gdm simvastatin, Néu ¢co tdn thuong gan nghiém lrong
véi cac ddu higu 1am sang valhoac tang bilirubin mau hoac vang da xay ra trong qua
trinh digu tri véi ZOCOR, phai nging ngay qué trinh digu tri. Néu khong lim thay
nguyén nhan nao khac, khéng dugc diéu tri tiép véi ZOCOR.

Can dang simvastatin than trong & ngudi bénh udng nhigu rudu varhoac co tén st
bénh gan. Chéng chi dinh ding thudc nay khi ¢é bénh gan dang tién trién hoac khi
c6 tang transaminase khong cat nghia dugc.
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gidi han trén ciia mifc cho phép) khi ding simvastatin. Nhiing thay d&i nay gap sdm
sau khi khdi dau dung simvastatin, thudng |a tam thdi, khéng kém theo trigu ching
nao va khdng can ngimg thudc.

DANH GIA VE NHAN KHOA

Khi khéng dung bat ky loai thudc ndo thi su gia tang ty 1& duc thé thuy tinh dude col
14 do tudi cao. Nhifng dii liéu vé digu tri Iu dai tir cac thir nghiém 1am sang hién nay
chu'a cho th8y tac hal cla simvastatin trén thé thuy tinh cla ngudi.

PHU NU MANG THAI VA CHO CON BU (Xem CHONG CHI BINH, PHU NU MANG
THAI va PHU NIJ CHO CON BU)

S DUNG O TRE EM

B$ an toan va hiéu qua clha simvastatin trén bénh nhan trong khodang 10-17 tudi bi
tang cholesterol mau <o tinh gia dinh dj hop tir da dude danh gia trong mdt nghién
clfu 1am sang ¢o doi chirng trén ré em nam va nhing tré em ni¥ da day thi it nhal 1
nam. Nhi*ng bénh nhan digu lri bang simvastatin gap cac tac dung khéng mong
mudn nhin chung tuong tv nhu nhitng bénh nhan & nhom ding placebo. Ligu cao
hon 40 mg/ngay chua dude nghién cifu trén nhirng ddi t'gng nay. Trong nghién clu
c6 ddi chifng han ché& d3, khbng thay ¢d tac dung & mirc phat hién duge 1én sy tang
trwding hay sy trudng thanh vé sinh duc & cac tré vi thanh nién dugc nghién ciiu,
hoac bit ky tac dung nao 1&8n chu ky kinh nguyét cla tré em gai (xem LIEU LUONG
VA CACH DUNG; PHAN UNG CO HAI CUA THUGC). Tré vi thanh nién Ia nif can
duge tu vén vé phudng phap tranh thai thich hop trong giai Goan digu tri bang
simvastatin (xem CHONG CHI BINH; THAN TRONG; KHI MANG THAI). Simvastatin
chifa duge nghién clfu & bénh nhan dudi 10 tudi, cling nhu & cac bé gai chua day
thi.

SU DUNG O NGUGH LON Tud!

Nghién ciu 1dm sang ¢b déi chitng & ngudi trén 65 woi ung simvastatin, danh gid
higu luic qua viéc lam gidm muic cholesterol todan phan va LDL-C, thay k&t qua tuong
tu nhu & quan thé chung, khang thay gia tang r5 rét v& fan s8 chung nhiing tac hai
trén ldm sang va trong phong xét nghiém vdi ngudi cao wdi. Tuy nhién, trong mot
nghién cliu |am sang trén bénh nhan dudc digu tri simvastatin liBu 80 mg/ngay, co
t&ng nguy cd bénh co & bénh nhan 265 tudi so vdi bénh nhan <65 tudi.
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Mbt s8 bang ching cho thay statin 1 nhém thude 1Am 1ang glucose huy8t va & mét 58 banh
nhan, cé nguy cd cao s& mac bénh dai thao dudng trong tuong lai, statin oo thé gay ra mot
murc d3 tang dudng huydt ma digu tri dai thao duding chinh thiic 14 thich hop. Tuy nhién su
glam nguy ¢d lim mach vdi statin trdi hon nguy od ndy va do do khdng phai 13 Iy do d& nging
digu tri bdng stalin. Nhimg bénh nhan ¢d nguy cd (dudng huyét lic doi 5,6-6,9 mmol/l, chi s
khdi o thé (BMI) > 30 kg/m?, tang triglycerid, tang huy8t &p) nén ducc theo déi cé ve 1am
sang va sinh hoa theo hrdng din quéc gia.

Bénh phéi ké
Mét 8 truting hop ngoai 1@ clia bénh phéi ké da duge bao céo voi mot vai statin, bao
gdm simvastatin, dac biét 1a vdi ligu phap dai han (xem TAC DUNG NGOAI Y). Cac
d&u higu co thé bao gdm kho thd, ho khan va suy gidm sifc khoé néi chung (mét mai,
giadm can va sot). Néu nghi ngd bénh nhan da phat trién bénh ph&i k&, nén ngung
dung statin.
Ta duge
Do ZOCOR co chita lactose, cac bénh nhan vdi cac bénh Iy di truyén hiém gap vé
khdng dung nap galactose, thiu enzyme Lapp lactase, hode kém hép thu glucose-
galactose khong nén ding thudc nay.

SU DUNG O PHU NI MANG THAI
Chang chi dinh ding ZOCOR khi mang thai.

Chura xac dinh duge 46 an toan & ngudi mang thai. Chua cé thif nghiém 18m sang co
ddi ching vdi simvastatin duge tién hanh & ngudi mang thai. Mot s8 bao céo da ghi
nhén vé cac di tt bAm sinh & tré cé me da dang thude dc ché HMG-CoA-reductase
trong thai ky. Tuy nhién, trong mol phan lich khoang 200 ngudi mang thai ding
ZOCOR trong quy dau clia thai ky hodc ding thube khac Oc ché HMG-CoA-
reductase, thdy ty 18 bat thuding bam sinh tudng duong véi ty 1é thiy & quan thé
chung. S48 lugng ngudi mang thai nhu vay di luc théng ké d& loai trif ty 18 tang I6n
hon hoac bang 2,5 [an vé bét thudng bam sinh qua midc co ban,

Mac du chua ro ty 1& cac bat thubng bam sinh & tré méi sinh tif cac ba me udng
ZOCOR hoac ding thude khac c ché HMG-CoA-reductase cd khac vdi ty 1& nhan
thdy & quan thé chung khéng, nhung me ding ZOCOR cé thé lam gidm muc

14



AP SR A IO G ecterst xo

vira déng mach 1a qua trinh man tinh, nén thdng thudng néu ngiing thudc 1am ha
lipid mau trong thai ky cling it 6 dnh hudng 8 nguy co lau dai do tang cholesterol
mau nguyén phat. Vi vay, khéng nén ding ZOCOR khi mang thai, khi mudn co thai
hoac nghi c6 thai phai ngiing udng ZOCOR sudt trong thai ky hoac ngling cho dén
khi chéic chan 13 khong cé thai (xem CHONG CHI BINH).
SU DUNG ¢ PHU NI CHO CON BU
Chua rd simvaslatin va cac chal chuyén hoa co bai tigt qua sita ngudi hay khéng
nhung vi ¢o nhigu thudc qua duge sifa ngudi co thé gay phan (ng ¢d hal nghiém
trong, nén ngudi udng ZOCOR khong duoe cho con b (xem CHONG CHI DINH).
TUONG TAC THUGC

Céc thude chéng chi dinh:

Chéng chi dinh phéi hap véi cac thude sau:

Cac thube irc ch& CYP3A4 manh: Simvastatin dude chuyén hda bdi CYP3A4 nhung
khéng ¢o hoat tinh (fc ché CYP3A4; do 46, theo dy doan, thudc nay khéng tac dong
dén ndng dd trong huyét tuong cba nhifng thubc khéc dude chuyén héa bdi CYP3A4.
Céc thude Ue ch& manh CYP3A4 1am tang nguy ¢d bénh ly co do 1am giam dao thai
simvastatin, Chéng chi dinh sir dung két hap véi cac thudc duge cho 1a ¢6 tac dung
U'c ch& manh CYP3A4 (nhu itraconazole, ketoconazole, posaconazole, voriconazole,
erythromycin, clarithromyecin, telithromycin, thudc Uc ché HIV-protease, boceprevir,
lelaprevir, nefazodone hodc cac thudc co chifa cobicistal) (xem CHENG CHi BINH;
THAN TRONG, 8énh co/Tiéu co vam, CAC BAC TINH DUCC BONG HOC).

Gemfibrozil, cyclosporine ho@c danazol: Xem CHONG CHI BINH; THAN TRONG,
Bénh co/Tiéu co vam, CAC BAC TINH DUOC DONG HOC.

Céc thude khdc:

Céc fibrate: Nguy co bénh Iy co ting Ién khi diing gemfibrozil (xem CHONG CHI
DINH) va cac fibrate khac (irlr fenofibrate); cac thudc lam giam lipid nay 6 thé gay
bénh Iy co khi ding don doc. Khi sit dung dang thdi simvastatin vdi fenofibrate,
khéng cé béng chiing cho thdy nguy co bénh co vuot qua tdng cac nguy cd cla ting
thudce rigng €.

Acid fusidic: Nguy cd bénh cditiéu cd van coé thé tang I1én d cac bénh nhan duge disu
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vam, CAC DAC TINH DUQC PONGHOC).

Amiodarona: Nguy co bénh coitiu cd van tang I&n & cac bénh nhan dugc diéu tri
dbng thoi bdi amiodarone va simvastatin (xem LIEU LUONG VA CACH DUNG:
THAN TRONG, Bénh ca/Tiéu co vén).

Cac thudc (fc ché kénh Canxi: Nguy co bénh co/fiéu cd van ting 1&n & cac bénh nhan
dugc digu tri ddng théi véi verapamil, dilliazem hoic amlodipine (xem LIEU LUONG
VA CACH DUNG: THAN TRONG, Bénh ca/Tiéu co van).

Lomitapide: Nguy cu bénh coftifu co van cé thé tang lén do ding dbng thdi vdi
lomitapide (xem LIEU LUONG VA CACH DUNG; THAN TRONG, Bénh carTisu cor
van).

Céc thubc e ch8 trung binh CYP3A4: Bénh nhan diung ddng théi cac thufc dugc
cho 1a cb tac dung (¢ ché trung binh CYP3A4 vdi simvaslatin, dac biét khi diing
simvastatin ligu cao, c6 th€ tang nguy cd bénh Iy co (xem THAN TRONG, Bénh
cev'Tiéu cor van).

Céc thuBc (fc ché protein van chuyén OATP1B1: Acid simvastatin 1a mdl co chit clia
protein van chuyén OATP1B1. SU dung ddng théi céc thudc |4 chat e ché protein
van chuyén OATP1B1 c6 thé dan dén tang ndng dd acid simvastatin trong huyét
tuong va tang nguy co vé bénh cd (xem CHONG CHI BINH; THAN TRONG, Bénh)

co/Tiéu co van).

Cac chét (rc ché protein khang ung thu vii (BCRP): Simvastatin 14 mét chét nén cua’
hé théng van chuyén ra BCRP. Ding dong thdi véi cac thudc dc ché BCRP (nhu
elbasvir va grazoprevir) ¢6 thé [dm tang ndng dd simvastatin trong huyét tuong va
tAng nguy co bénh cd. Co thé can didu chinh ligu simvastatin khi dang dong thés véi
thubc (fc ch& BCRP (xem LIEU LUONG VA CACH DUNG; THAN TRONG, Bénh
co/'Tiéu co van; CAC BAC TINH DUOC BONG HOC),

Niacin (nicotinic acid) (21 g/ngay): B2 ¢ truding hep bi bénh cditiéu cd van khi ding
simvastatin k&t hop véi niacin (21 g/ngay) @& didu chinh lipid (xem THAN TRONG,
Bénh co/Tiéu co van).

Colchicine: Da c¢6 bao cao bénh ly co va liéu co van khi dung kél hap colchicine véi
simvaslalin & nhiing bénh nhan suy than. Nén theo ddi 1am sang than trong & nhimg
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Cdc tuong lde khadc

Nuéic ép budi chifa mot hodc nhigu thanh phén (fc ché duge CYP3A4, nén co thé
lAm ting ndng db cic thudc chuyén hod qua CYP3A4. Anh hudng cla udng nudc
bwéi ¢6 chifng muc (mdi ngay mdt cdc 250 mL) cdn chura ro (1am tang 13% hoat tinh
tre ché HMG-CoA-reductase clia simvastatin, qua tinh todn dién tich dudi dudng
cong (AUC) va khéng co tudng quan 1am sang. Tuy nhién, néu ding lugng I16n nudc
qua budi (qua 1 Iit mbi ngay) thi 1am tang rd hoat tinh (ic ché HMG-CoA-reductase
cla simvastatin, vl vay ¢@n tranh dung lugng Ién nudc ép budi khi dang didu Iri vdi
simvastatin (xem THAN TRONG, Bénh co/Tiéu co van).

CAC DAN XUAT COUMARIN

Trong hai nghién clu 1dm sang, mét véi ngudi tinh nguyén khée manh va mét cng
trinh véi ngudi bénh tang cholesterol mau, thiy simvastatin lisu 20-40 mg/ngay 1am
tang nhe tac dung cla lhudc chéng déng mau nhém coumann; thdi gian prothrombin,
danh gia qua INR (International Normalized Ratio: ty s6 chudn hoa qudc t8), da tang
0 midc cd ban a4 1,7 1én 1,8 va tif 2,6 1&n 3.4 tugng dng vdi cdc nghign clu trén
ngudi tinh nguyén va trén ngudi bénh. Vdi ngudi bénh udng thudc chdng déng nhom
coumarin, can xac dinh thdi gian prothrombin trude khi khdi dau udng simvastatin va
xét nghiém sém thudng xuyén trong thdi gian diéu tri 8 dam bao khéng ¢ hu' hai rd
rét vé thdi gian prothrombin, M&t khi da thay théi gian prothrombin &n dinh, can theo
doi thai gian prothrombin dinh ky nhu van thuding khuy&n céo cho ngudi bénh udng
thudc chéng déng coumarin. N&u c6 thay ddi liu hodc ngliing ding simvastatin, cling
can nhac lai quy trinh nhu trén. Digu ti bang simvastatin khéng gay chdy mau,
khéng lam thay ddi théi gian prothrombin & nguti khdng ding dan xu&t coumarin,
TAC BONG CUA THUGC KHI LAl XE VA VAN HANH MAY MGC
ZOCOR khong c6 hoac c6 tac déng khong dang ké 18n kha nang lai xe va van hanh
may. Tuy nhién, da c6 mdl sd hiém cac trudng hop chéng mat khi & xe hodc van
hanh may dude bao cdo trong cac giam sat hau mai.
PHAN NG CO HAI CUA THUGC

Tan sufit cac tac dung ngoai ¥ da duge bao cdo trong cdc thlt nghiém 1am sang
va/hodc sau khi dua thudc ra thi trsdng, duge phan loai dua trén danh gid ty 18 mac
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¢o cac tac dung ngoai y nghiém trong dude ghi lai nhw dau cd, tang transaminase
huyé&t thanh va CK. Trong nghién clfu 4S, 13t ca céac tac dung ngoai y dudc ligt ké
dudi day da dugc ghi nhan. Trong céc thlr nghiém nay, néu ty 1& mac phai cia
simvastatin th&p hon hodc tuong ducng véi thufc ddi chiing, va cb nguyén nhan
tuong tu lién quan dén cac bao cao v nguyén, cac tac dung ngoai ¥ nay dugc phan
loai 14 "hiém gap".

Trong nghién ciu HPS trén 20.536 ngudi bénh, udng mdi ngay 40 mg ZOCOR (n =
10.269) hoac placebo (n = 10.267), tinh an toan dudc so sanh gilfa ngudi bénh uéng
ZOCOR 40 mg vdi ngudi bénh dung placebo trong théi gian trung binh 5 ndm. Tan
sd nglfng thudc do tac dung ngoai v la twong dudng (4,8% s8 bénh nhan ding
ZOCOR 40 mg so vdi 5,1% s6 bénh nhan dung placebo). Ty 1&é bénh cd 1a < 0,1% &
bé&nh nhan ding ZOCOR 40 mg. Tang transaminase (trén 3 [An gidi han trén cla
mifc binh thuding, dugc x4c nhan bang thi nghiém I2p lai) xust hién § 0,21% (n =
21) s6 bénh nhan ding ZOCOR 40 mg so v&i 0,09% (n = 9) & bénh nhan ding
placebo,

Tan suft cac tac dung ngoai y dude phan loai nhu sau: R&t thudng gdp (> 1/10),
Thuéing gap (2 1/100, < 1/10), it gép (= 1/1000, < 1/100), Hiém gap (2 1/10,000, <
1/1000), R&t hiém gap (< 1/10,000), chuia xac dinh (khéng thé udc tinh t dir lidu
san co).

R®i loan mau va hé bach huyét:

Hiém gap. thigu mau
R&i loan tam than:

R4t hiém gap. mat ngl
Chura xdc dinh:tram cam
Ré&i loan hé than kinh:

Hiém gdp. dau dau, di cam, chéng mat, bénh than kinh ngoai bién
Rat hiém gap. suy gidm tri nhé
Rdi loan hé hép, nguc va trung that:

Chuia xéc dinh: bénh phoi ké (xem THAN TRONG)
18



reodpfbRR://trungtamthuoc.com/

Hiém gdp: tao bén, dau bung, day hoi, kho tiéu, tiéu chay, bubn nbn, ndn, viém tuy
R&i loan gan mat:

Hiém gap. viém ganivang da

R4l hiém gap. suy gan gay tf vong va khong gay tf vong
R&i loan da va md dudi da:

Hiém gap. phat ban, ngifa, rung téc

R6i loan cg xugng va md lién két

Higm gap. bénh co® (bao gbm viém co), tiéu cd van co hodc khdng cé suy than cip
(xem THAN TRONG, Bénh co/Tiéu co vén), dau cd, chudt rit

* Trong mot thir nghiém Iam sang, bénh co xuit hién thudng xuyén hon & bénh nhan
digu tri véi ZOCOR ligu 80 mg/ngay so vdi bénh nhan didu tri véi ZOCOR ligu 20
mg/ngay (1,0% so véi 0,02%, theo thif tu tuong Ung) (xem THAN TRONG, Bénh
ca/'Tiéu co' van).

Chtra xdc dinlr. bénh day chang, déi khi tén thugng phire tap do dit; bénh ¢g hoai ti
do trung gian mi&n dich (IMNM)"™*

** Da cd bao céo nhung rat hiém gap cia bénh cd hoai i do trung gian mién dich
(IMNM), mét bénh cd ty midn dich, trong va sau qua trinh digu tri vai mot vai statin,
IMNM dude biéu hién bdi : y&u co va tang creatine kinase huyét thanh dai dang, tinh
trang ndy van ti€p tuc ton tai sau khi ngiing diing statin; sinh thiét cd cho thdy cd
hoai 1t ma khong kém theo viém déang ké; tinh trang nay sé dugc cai thién néu ding
céc thude (ic ché mién dich (xem THAN TRONG, Bénh corTiéu co van).

R&i loan hé sinh sén va ngufc:

Chua xdc dinh: i loan chifc nang cuong dudng

R&i loan toan than va tinh trang tai chd ding thudc:

Higm gdp. suy nhugc

Hiém ¢6 bao céo hdi chiing qua mén rd rang bao gdm mot vai bi€u hién sau: phi
mach, hdi chifng gidng lupus, dau co dang thdp, viém da cd, viém mach, gidm tiéu

cau, tang bach cau ua eosin, tang ESR, viém khdp va dau khdp, may day, nhay cam
anh sang, sdt, con do bimg, khé thd va mét mai.
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Xét nghiém:

Hiém gdp: tang transaminase huy8!l lhanh (alanine aminotransferase, aspartate
aminotransferase, y-glutamyl transpeptidase) (xem THAN TRONG, ANH HUONG
TREN GAN), tang phosphatase kiém; tdng mic CK trong huyét thanh (xem THAN
TRONG).

Tang ndng dd HbA1c va glucose huyét thanh Iic ddi da dude bao céo vdi cac statin,
bao g&m ZOCOR.

DA c6 cac bao cdo hau mal hidm gdp vé suy giam nhan thirc (vi du mét tri nhd, hay
quén, quén, suy giam tri nhd, 1G 1n) lidn quan véi viéc sif dung statin, bao gdm
simvastatin, Cac bédo cdo thudng khdng nghiém trong va hdi phuc khi ngirng ding
stalin, véi thdi gian din dén khdi phat tridu chimg thay déi (1 ngay dén nhigu nam)
va gidm trigu chimg (trung binh 3 tan),

Céc tac dung ngoai ¥ b6 sung sau da duge bao cao vdéi mdt vai statin:

* Rdi loan gidc ngu, bao gdm ac mdng

+ Réi loan chirc nang tinh duc

+ Pai thao duding: (an sudt phu thude vao viée cod hay khdng co cac yéu I8 nguy cd
(dudng huyét luc déi 2 5,6 mmoliL, chi s6 kh&i co thé (BMI) > 30 kg/im?, tang
triglycerid, ti&n sir tang huyét ap).

Tré em

Trong mdt nghién ciu kéo dai 48 tan trén tré em va thanh thidu nién (nam tir giai
doan |l Tanner trd 18n va nir da cé kinh nguyét it nhat 1 ndm) tir 10-17 tubi cb tang
cholesteral mau cé tinh gia dinh ddng hop 1 (n = 175), tinh an toan va dé dung nap
& nhom digu tri bang ZOCOR nhin chung twong W nhu nhém dung placebe. Nhifng
anh hudng lau dai trén sy trdng thanh vé thé chét, tri tud, gidi tinh chua dude biét
r6. Khéng co dif ligu ddy di nao hién c6 sau 1 ndm didu tri. (xem LIEU LUONG VA
CACH DUNG va THAN TRONG).

Bao cao cac tac dung ngoai y nghi ngd

Viéc bao cac cac tac dung ngoai y nghi ngd sau khi ding thudc rat quan trong. Vide
nay cho phép tigp tuc theo dbi su cin bang lgi ich/nguy cd cua san pham. Cac nhén
vién y t& duge yéu cau bdo cdo bat ky phan Uing ngoai ¥ nghi ngd nao théng qua hé
théng bdo cdo tai Viét Nam.
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CHUNG NAO KE TREN HOAC KHAC NUA.
CAC DAC TINH DUOC LUC HOC

ZOCOR Ia chét (fc ché dac higu enzym HMG-CoA reductase, enzym nay xuc tic cho
su chuyén dbi cia HMG-CoA thanh mevalonate. Tuy nhién, & lidu digu tri, enzyme
nay khéng hoan toan bi chen lai nhd dé cho phép mevalonate c6 mat vai mét luiong
cAn thiét vB mat sinh hoc. Vi suf chuyén ddi cia HMG-CoA thanh mevalonate 1a giai
doan sém trong qua trinh sinh tng hop cholesterol, nén dung ZOCOR sé& khéng gay
tich luy cac sterol ¢6 dde tinh tiém tang. Ngoai ra, HMG-CoA con duge chuyén hoa
ngugc thanh acetyl-CoA, 1a chii tham gia vao nhigu gua lrinh sinh 8ng hdp cla cd
thé.

Mac di cholesterol & mét tign chit cla t&t ca cac hormone steroid, nhung
simvastatin khéng thé hién mot iac dung |am sang nao |&n su hinh thanh steroid.
Simvastatin khéng gay tang sinh s6i mat va vi vay khong duge cho 1 1am tang ty 18

o - -
mac sci mat.

Co ché tac dong

Sau khi udng, simvastatin, la mot lactene khong hoat tinh, bi thy phan trong gan
thanh beta-hydroxyacid dang hoat déng twong tng, ¢6 tac déng manh dén su Uc ché
men khit HWG-CoA {men 3 hydroxy — 3 methylglutaryl CoA reductase). Men nay xuc
tac chuyén déi HMG-CoA thanh mevalonate, 14 buéc dau va 13 budc gidi han t8c 4o
trong qua trinh sinh t6ng hop cholesterol.

ZOCCR dugc chifng minh [ 1am gidam ndng d6 LDL-C ¢ d mic binh thudng va khi
tang cac. LDL-C dugc hinh thanh b protein trong Iifgng phén td rat thdp (VLDL) va
dutge di hoa chi y&u bdi thu thé LDL i Iuc cao. Co ché giam LDL cia ZOCOR ¢ thé
do giam ndng 6 cholesterol VLDL (VLDL-C) va kich ting thu thé LDL, dan dén gidm
san xust va tang di héa LOL-C. Apolipoprotein B cling giam dang k& trong qua trinh
digu tri v6i ZOCOR. Hon nifa, ZOCOR 1am ting vifa phai HDL-C va giam TG huyét
tuong. K&l qua cla céc lhay déi nay 1a giam ty 1& cholesterol toan phan/HDL-C va ty
& LDL-C/HDL-C.
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Simvastatin 14 mot lactone phi hoat tinh da duge thiy phén in vive tugng Ung thanh
p-hydroxyacid, L-654,969 — mét chat ¢'c ché manh enzym HMG-CoA reductase. Su
tc ché enzym HMG-CoA reductase la co sd cho mdt danh gia dinh lugng trong cac
nghién cliu duge ddng hoc cla cac chat chuy&n hoa B-hydroxyacid (chat tc ché hoat
tinh) va tiép theo thiy phan bazo, cac chat G ché hoat tinh cdng tiém tang (chat bc
ché toan dién). Ca hai théng s6 déu duge do trén huyét tiong sau khi st dung
simvastatin.

Trong mét nghién el dinh vi d&i véi simvastatin danh diu #C, 100 mg (20uCi) thudc
da dude cho dung dudi dang vién nang (5 x 20 mg), sau dé ldy mau mau, nudc tiéu
va phan. 13% hoat linh phéng xa dudc tim thay trong nudc 1idu va 80% trong phan.
S0 lidu sau dai dién cho lugng tuong duang cda thude thal trl & mat cling nhu thuée
chuta duge hdp thu. Chua dén 0,5% ligu thubc duge tim thay O nudce tidu dudi dang
cac chét e ché enzym HMG-CoA reductase. Trong huyét twang, cac chat (fc ché
chiém 14% (chat Uc ché hoat tinh) va 28% (chat (e ché toan dién) trén AUC cla
iGng hoat tinh phong xa, cho thdy phan Ién chat hoa hoc ¢ mat & loal phi hoat tinh
hoac la chét ¢ ché y&u.

Ca simvastatin va L-654,969 déu gan vdi protein huydt tuong ngudi (95%). Phan ltn
chal chuyén hoa cla simvastatin ¢é trong huyét Wwong ngudi 1 L-654,969 va 4 chét
chuy&n hoéa hoat tinh bd sung. Sy cd mat cla L-654,969 trong hé tuan hoan sau khi
ding lidu udng simvastatin 43 dugc udc lugng bang cach st dyng mdt ligu tinh mach
tham chiéu L-654,969; tri s& thu ducgc chua tdi 5% ligu ding. Ap dung tudng Ung trén
cho, thay simvaslatin hap thu tol va duge liét [an dau nhiéu qua gan — v tri tc dung
ban dau, sau a6 thudc duoc 1igt qua mat vai lugng gan tuong duong. K&t qua 1a chét
hoat tinh ¢6 mat vdi ty 1& thap trong hé tuan hoan chung.

Trong cac nghién cliu chia ligu co sd dung liéu simvastatin la 5, 10, 20, 60, 80 va
120 mg, cho th8y khi tang ligu khong thdy c6 sy khac bigt dang ké trén tuyén tinh
AUC eda cac chal (e ché trong hé tuan hoan chung. Lién quan d&n ché do an, nong
do chat (¢ ché trong huyét trong khong thay bi anh hudng khi ding simvastatin ngay
trudic bita an thir nghiém.

Duge dong hoc cla simvastatin don va da lieu cho thay khong c6 hién tugng tich |0y
X3y ra khi ding da |iu. Trong 3t ca cdc nghién clfu duge ddng hoc néi trén, ndng dd
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Trong mét nghién cltu trén bénh nhan bi suy than nang (dd thanh thai creatinine <30
mL/phat), nbng @& huyét tuong cla céc chit e ché toan dién sau khi ding don ligu
mét chét tc chit enzym HMG-CoA reductase lién quan & cao hon x8p xi hai [an so
vdi ngudi linh nguyén khée manh.

Trong mot nghién cliu trén 12 ngudi tinh nguyén khée manh, simvastatin & ligu t&i da
80 mg khdng ¢ tac dung 18n su chuyén héa clia cic oo chit cia CYP3A4 13
midazolam va erythromycin. Bigu nay cho thdy simvastatin khéng phdi 13 chét (¢ ché
CYP3A4, va vi vay khong dugc cho 1a co tac dung 1&n mic huyét tudng cla cac
thudc khéc dude chuyén hida bang CYP3A4.

Mac dii chua tim hiéu dudc day du vé cg ché, cyclosporine da cho thdy c6 1am tang
AUC cla cac chat (fc ché enzym HMG-CoA reductase. AUC cla simvastatin acid
tang ducc ¢ho 1a mét phan do suf e ché clia CYP3A4 va/hoac OATP1B1 (xem muc
CHONG CHi BINH).

Trong mét nghién cliu Dude déng hoc, Iudng simvastalin acid tang 2,7 lan khi digu tri
@dng thai véi dilliazem duge cho 1a do su (fc ché CYP3A4.

Trong mét nghién clu Duge déng hee, lugng simvastatin acid tang 1,6 lan khi digu tri
dong thai vdi amlodipine.

Trong mét nghién ciiu Duge déng hoc, diéu tri dong thdi niacin ligu don 2 g dang
phong thich kéo dai véi simvastatin liéu 20 mg lam tang nhe AUC cda simvastatin va
simvastatin acid va Cmax cla nbng 4o simvastalin acid trong huyét tuvdng.

Chura biét duge con dudng chuyén hda dic thl cta acid fusidic trong gan, tuy nhién,
c6 thé b tudng tac giire acid fusidic va cac chat dc ché HMG-CoA reductase, la
nhifng chal bi chuyén héa qua CYP3A4.

Nguy co bénh co tang cliing véi ndng G cao chit cé hoat tinh (fc ché enzym HMG-
CoA reduclase trong huyé! luong. Cac chat tc ché CYP3A4 manh co thé 1am tang
nong 6 chit co hoat tinh Gt ché enzym HMG-CoA reductase trong huyét tuong va
tang nguy cd bénh co (xem THAN TRONG, Bénh cotiéu co van va TUONG TAC
THUGC).
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Pa gap mot sé trudng hop udng qua lidu; lidu udng cao nhat 1a 3,6 g. Tat ca ngudi
ngd déc déu hdi phuc khong dé lai di chimng.

Triéu ching qua ligu

Cac tac dung bat lgi thuting xay ra nhat, phi hop vdi hd so vé an toan cua ZOCOR,
bao gém bénh co/tidu co van va dau co.

Bieu tri qua ligu

Hién chua cé théng tin cu thé vé viée didu tri qua lieu ZOCOR. Trong truéing hdp qua
ligu, didu hop ly 1a sif dung céc bién phéap hd trg théng thudng; vi du loai bé thudc
chura duge hdp thu qua dudng tidu héa, theo ddi 1am sang va tién hanh digu iri hé tro,
khi can.

DANG TRINH BAY
ZOCOR 10 mg, ZOCOR 20 mg: Hop 2 vi x 15 vién nén bao phim.
ZOCOR 40 mg: Hop 3 vi x 10 vién nén bao phim.
BAO QUAN

Bao quan & nhiét dd dudi 30'C (86 F). Tranh nhiét @6 trén 50°C (122°F), du la thoang
qua.

HAN DUNG
24 thang k& tr ngay san xut.

DOC KY HUONG DAN SU DUNG TRUGC KHI DUNG.
NEU CAN THEM THONG TIN, XIN HOI Y KIEN BAC SY.

DE XA TAM TAY TRE EM.

San xuét boi: Merck Sharp & Dohme Limited
Shotton Lane, Cramlington, Northumberland, NE23 3JU, United Kingdom (Anh)
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