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Thudc ban theo don
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3vix 10 vién nén bao phim

Nha san xuét:

EXTRACTUMPHARMA co. Lta.
6413 Kunfehértd, IV Korzet 6,
HUNGARY

SPK: VN-

S6 16 SX:

Hoat chéat: Trong méi vién nén bao film cé 10 mg simvastatin.
Xuét xiv: Hungary
Tiéu chuan: Nha san xuét

Nhap khau bei:

Rx
Thudc ban theo don

3vix 10 vién nén bao phim

Nha san xuat:

EXTRACTOMPHARMA co. Lte.

6413 Kunfehértd, IV Korzet 6,
HUNGARY

Khéng diing thudc nay cho tré em! Boc ki hwrong dén st dung trwde khi ding!

Chi dinh, chdng chi djnh, cich diing & céc théng tin khac: xin doc t& hwong din
sir dung kém theo

Bao quan noi kh6é mat, trdnh dnh sang, nhiét 4o dudi 30t
Dé xa tim tay tré em
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Rx Thudc ké don
SimvEP

Vién nén bao film 10 mg

Simvastatin

Doc kj huéng dan sir dung
trueée khi dimg. Dé thuéc xa

tam tay tré em

Thuoc chi dimg theo don

thuéc
THANH PHAN
Hoat chat: Trong mdi vién nén bao phim ¢ 10 mg simvastatin. J‘
} é
Z2- f
Ta dwoe: ’ (<

Phan 16i: butylhydroxyanisole, magnesium stearate, anhydrous citric acid,
ascorbic acid, crospovidone, microcrystalline cellulose, pregelatinized
maize starch, anhydrous lactose.
Vo bao phim: Opadry White (bao gdm: triacetine, titan dioxid (E171),
hypromellose).

DANG BAO CHE CUA THUOC
Vién nén bao phim.

Mo ta san pham: Vién nén bao phim mau trdng va tron, 6 mot bén maét co

vach khac
Chi dinh diéu tri:
Ngan ngira bénh mach vanh:

Trong bénh mach vanh cé tang cholesterol-huyét, khi khong c6 dap ung thoa

dang véi che do an kiéng :

-Lam giam ti 1& t&r vong va ti 1é bénh tim mach ¢ bénh nhén co biéu



hién cuia bénh tim mach c6 xo vira dong mach
-Lam giam nguy co dot quy va con thiéu mau cuc b

-Lam giam nguy co tai bién trong cic phiu thuat ¢ co tim (bic céu

mach vanh, tao hinh mach vanh xuyén long mach va xuyén da)

-Phong ngtra su tién trién cua xo vita dong mach, lam gidm nguy co bi

thuong ton va tic nghén méi.
Tang cholesterol- huyét, tang lipid-huyét:

-Trong trudong hop tang cholesterol-huyét nguyén phat-dé lam giam
luong cholesterol toan phan, luong LDL-cholesterol va luong
tryglycerid cao, lam tang luong HDL-cholesterol, bén canh viéc tuan

thii ché do an kiéng.

-Diéu tri tang cholesterol-huyét c6 yéu té gia dinh va do di hop tu,
hoic tang lipid- huyét phdi hop khi khong dap tung dau du véi ché do

an kiéng va vai cac dugc pham khac
Liéu dung va cach dung:

Déi véi cac thube nhom statin (trong dé ¢ SimvEP) nén bat dau diéu tri véi
liéu théip nhat ma thude cé tac dung, sau do néu can thiét, c6 thé diéu chinh
liéu theo nhu cau va dap g ciia timg ngudi bang cach tang liéu ting dot
céch nhau khong duéi 4 tuan va phai theo déi cac phan tmg c6 hai cua thube,
dic biét 1a cac phan tng c6 hai dbi véi hé co.

Khi ding SimvEP phdi hop véi Aminodarone, Amlodipin, Ranolazin khong

nén dung liéu qua 20 mg/ngay (2 vién/ngay).

Khéng dung qua 10 mg simvastatin/ngay khi si dung phdi hop véi

Verapamil, Diltiazem, Dronedaron

Bénh nhdn phai theo mot sd ché do an kiéng quy udc dé lam giam
cholesterol trudc khi bat dau diéu tri bang SimvEP va phai tiép tuc theo ché

do an kiéng do trong khi dung SimvEP.

Chua c6 nghién ciru ding thude cho tré em dudi 10 tudi: khuyén cédo khong

dung thude cho tré dudi 10 tudi.
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Liéu khoi dau thong thuong 1a mot lidu duy nhit 10 mg hodc 20 mg (2
vién)/ngay vao chidu tdi. Néu can phai diéu chinh lidu luong thi nhing lan
diu chinh phai cach nhau 4 tuan 1&. Liéu ti da trong ngay 1a 80 mg (8 vién/1

ngay), ubng mot 1an vao chiéu toi.
Tang cholesterol- huyét:

Liéu khoi dau thong thuong 1a 10 mg/ngay udng mt 1an vao chiéu téi. Néu
bénh nhén can giam sdu LDL-C (trén 45%) liéu khoi dau 1a 40 mg (2 vién)
/ngay ubng mot lan vao budi tdi. Néu can phai diéu chinh lidu luong thi
nhiing 14n diéu chinh phai cach nhau 4 tudn 1&. Liéu thudc sau khi da diéu

chinh dugc uong mdt lan vao chiéu toi.

Liéu 80 mg/ ngay (4 vién /ngay) duy nhit vao budi t6i dugce dé nghi ¢ nhiing
bénh nhén ting cholesterol mau ning va c6 nguy co cao bi bién ching tim
mach di khong dat dugc muc tiéu diéu tri v6i liéu thap hon va khi loi ich du

kién s& 16n hon nhiitng rti ro tiém 4n
Tang cholesterol mdu gia dinh kiéu dong hop tik:
Liéu khoi dau 40 mg/ngay (4 vién/ngay) duy nhét vao budi tdi

Phong ngira bién chiing tim mach:

Liéu thong thudng 13 20 mg (2 vién) hodc 40 mg (4 vién)/ngay, lidu duy nhét

vao budi toi ¢ nhitng bénh nhan cé nguy co cao mac bénh mach vanh. Diéu tri

bang thudc cé thé dugc bit dau dong thoi véi ché do an udng va tap thé duc

Véi tré em tir 10 dén 17 tuoi: Liéu khoi dau thong thuong 13 10 mg/ngay ubng

mdt 1an vao chiéu tbi., liéu ding tdi da 40 mg /ngay (4 vién/ngay)
Diéu tri phoi hop

Simvastatin c¢6 hiéu qua khi dung mot minh hay phéi hop véi nhiing thudc
gilr axit mat .Simvastatin nén dung trudc hon 2 gid hodc sau hon 4 gio so voi

thoi diém dung thudc gitr axit mat

Néu bénh nhan duoc diéu tri tc ché mién dich (cyclosporine, fibrate, niacin)
cung lic vdi dung simvastatin, thi lieu toi da dugc khuyén céo 1a 10

mg/ngay.
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Suy chirc nang than:
Vi simvastatin khéng duoc thai nhidu qua than, nén néi chung khong can phai giam liéu khi
bénh nhan bi suy than vira.
O bénh nhan bi suy than ning (do thanh thai creatinin dudi 30 ml/phut) thi phai xem xét céan
than khi dung liéu trong ngay nhiéu hon 10 mg
Chéng chi dinh:
-Qué man véi simvastatin hay véi bat ky ta duoc nao
-Pang ¢6 bénh gan tién trién hay c6 nong do transaminase trong huyét thanh tang kéo
dai ma khong giai thich dugc nguyén nhan
-C6 thai va cho con bu /&
~Tré em dudi 10 tudi /
-Chdng chi dinh ding Simvastatin phdi hop véi cac thude Gc ché CYP 3A4
manh nhu: Itraconazol, Ketoconazol, Erythromycin, Clarithromycin, Telithromycin,
thudc trc ché protease ctia HIV, Boceprevir, Telaprevir, Nefazodon,
Posaconazol, Gemfibrozil, Cyclosporin, Danazol
Thén trong khi ding thudc

Anh huong dbi véi co

Simvastatin va cac thudc trc ché men HMG-CoA reductase khac doi khi gdy
bénh co, biéu hién qua dau co hay yéu co cé hay khong kém theo ting cao
creatine phosphokinase (CPK) (nhiéu hon 10 lan gi6i han trén cia gia tri
binh thuong). Hiém khi xay ra chung ti€u co van, c6 hay khong kém theo
suy than cap thir phat sau myoglobin-niéu.

Bénh co do tuong tac giira cac thudc

Co6 su gia tang ty 1¢ va do nang cua bénh co khi dung cung lic cac thude trc
ché men HMG-CoA reductase véi cac dugc ph.'flm ma khi dung mdt minh ¢é

thé gy bénh co, nhu gemfibrozil va cac thube fibrate khéc, va niacin (axit
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nicotinic) & lidu giam lipid (> 1g/ngay), colchicin . Simvastatin va cac thudc
khéc rc ché men HMG-CoA reductase duoc chuyén héa boi hé thong
cytochrom P450. Mot vai loai thube & lidu diéu tri c6 thé lam ting dang ké
ndng do trong huyét twong ciia thude rc ché men HMG-CoA reductase va do
d6 lam tang nguy co bi bénh co. Céac thudc nay bao gém cyclosporin,
itraconazole, ketoconazole, erythromycin, clarithromyein, céc thube trc ché

men protease cua HIV

Lam giam nguy co bénh co

- Cdc bién phdp tong qudt

Céc bénh nhén khi bat dau dung simvastatin phai duoc nhic nhd vé nguy co bi bénh co
va phai nhanh chéng bao co khi co bi dau, nhay cam dau, hay bi yéu ma khong giai thich
dugc nguyén nhan. Mot su tang cao CPK ¢ mot bénh nhan cé cac triéu chirng khong giai
thich duoc & co ching t6 ¢6 bénh co. Phai ngung simvastatin néu cé hay nghi ngd ¢ bénh
co. Trong da sb truong hop, cac triéu chimg & co va su gia ting CPK s& hét khi nhanh chéng
ngung thude. 4 {Z///
O bénh nhén trude dé co suy than, thuong 14 hau qua cua bénh dai thao duong kéo dai thi
phai than trong khi tang liéu. Phai ngung simvastatin vai ngay trudc khi duoc phau thuat
16m chon lgc va khi ¢ xay ra mot bén nghiém trong va cép tinh vé noi khoa hay ngoai khoa
- Cdc bién phap d@é lam giam nguy co bi bénh co do cdc twong tdc dwoc Iy

Khi diéu tri ph6i hop c6 dung simvastatin hay bat ky thudc nao c¢é tuong tac thi phai

can nhic loi hai

Phai theo ddi can thin cac dau hiéu va triéu ching cta dau co, ngay cam dau hay yéu co,
dic biét trong nhitng thang du diéu tri va trong thoi gian c6 tang liéu cua céc thude.
Khoéng nén phdi hop simvastatin véi cac thude fibrate hay axit nicotinic.

Viéc phoi hop simvastatin v6i cac thude fibrate khac hay axit nicotinic phai dugc theo ddi

™ T~ e, \ YU\

/



rat can than.

Néu bit budc phai dung cac thudc nay v6i simvastatin, thi kinh nghiém 14m sang cho thay
nguy co bi bénh co sé& it hon ddi véi niacin so véi cac thude fibrate.

Tranh dung lugng 16n nude budi ép (Grapefruite juice) (> 1 lit ngay)

Khi bénh nhan c6 dung déng thoi cyclosporine, cac thudce fibrate hay axit nicotinic thi
lidu simvastatin n6i chung khong duoc vuot qua 10 mg/ngay. Chdng chi dinh ding cung
luc simvastatin véi itraconazole, ketoconazole, erythromyein, clarithromycin, cac thube
tc ché men protease cia HIV. Néu khong c6 cach nao khac ma phai ding ngin ngay

itraconazole, ketoconazole, erythromycin, clarithromycin thi ¢é thé ngung simvastatin

trong
thoi gian ngin vi khong c6 hau qua x4u khi viéc didu tri dai ngay dé lam giam cholesterol
bi ngung trong mot thoi gian ngan.
- Khuyén cdo lam xét nghiém enzyme gan truedc khi bat dau diéu tri bang statin va
trong trieong hop chi dinh lam sang yéu cau xét nghiém sau doé 12
- Cdn nhdc theo doi creatin kinase (CK) trong truong hop:
o Trudc khi diéu tri, xét nghiém CK nén duwoc tién hanh trong nhitng trieong hop:
suy giam chitc nang thdn, nhwoc gidp, tién sir ban than hodc tién si gia dinh mdc
bénh co di truyén,tién st bi bénh co do sw dung statin hodc fibrat trudc do, tien
sir bénh gan va/hodc uong nhiéu rieou, bénh nhan cao tuéi (> 70 tuéi) c¢6 nhitng
yéu t6 nguy co bj tiéu co van, kha ndng xdy ra twong tac thuéc va mot sé doi tiwong
bénh nhan ddc biét. Trong nhitng treong hop nay nén can nhdc loi ich/ nguy co va

theo déi bénh nhan trén lam sang khi diéu tri bang statin. Néu xét nghiém CK>5

lan

gidi han trén cria mirc binh thuong, khéng nén bdt dau diéu tri bang statin.

1O

yrsanato,



o Trong qud trinh diéu tri bang statin, bénh nhan can théng béo khi ¢é cdc biéu
hién vé co nhur dau co, cim co, yéu co... Khi ¢6 cdc biéu hién nay, bénh nhdn can
lam xét nghiém CK dé cé cdc bién phdp can thiép phit hop
Tranh dung lwong lon nuoc ép buoi (>1 lit/ngay)

- Anh hwong doi voi thi gidc

Trong cac nghién ctru 14m sang khong thdy tac hai clia simvastatin khi ding dai ngay

- Tré em dudi 10 tuéi

Khong nén dung simvastatin vi chua c¢6 bang ching 1am sang vé tinh an toan

va hiéu qua cua thuoc y

N\

- Nguoi cao tuoi

Téc dung cta simvastatin & cac bénh nhan trén 65 tudi ciing tuong tu nhu & cic bénh nhan
nguoi 16n khac va ty 1€ céc tac dung phu cling khong tang
Cén can nhic khi dung SimvEP véi bénh nhén ¢ nhimg yéu td nguy co dan dén ton
thuong co. Thude thude nhdm statin ¢ nguy co gdy ra cac phan (g c¢6 hai di v6i hé
co nhu teo co, viém vo, dic biét dbi véi nhitng bénh nhén ¢6 yéu t6 nguy co nhu bénh
nhén trén 65 tudi, bénh nhan bi bénh thiéu ning tuyén giap khong duoc kiém soat, bénh
nhén bj bénh than. Can theo ddi chit ché céac phén trng ¢ hai trong qua trinh dung thude
Cdc ta duoc
Trong mdi vién nén bao phim cé 61,45 mg lactose (vién loai 10 mg). Bénh nhin méc cac
bénh hiém do di truyén vé khong dung nap duoc galactose, thiéu men Lapp lactase hay
kém hép thu glucose-galactose khong duoc ding thudc nay.

Str dung cho phu nir ¢6 thai va cho con bu:

Chdng chi dinh dung simvastatin khi c6 thai.

Chi ¢6 thé dung thudc cho phu nir trong lira tudi sinh dé khi c6 4p dung céc

I Raal |
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bién phép tranh thai phu hop.

Néu bénh nhén c6 thai trong khi dung simvastatin thi phai ngung diéu tri va
thong bao cho bénh nhéan nhing tac dung phu cé thé c6 do thude gay ra trén
thai nhi.

Co6 mot vai bao cao ve cac di tat bam sinh khi cé phoi nhiém trong tr cung véi

céc thude e ché men HMG-CoA reductase.

Trong nhiing truong hop nay, ty 1é di tat bam sinh, x4y sai tu nhién va thai

chét hay tir san khong cao hon ty 18 thuong théy.

Khong c6 s li€u vé su thai trir cia simvastatin va cac dan xuat cuia thuoc

trong sita me, do dé khong nén dung simvastatin trong khi cho con bu.
Néu viée dung thudc 1 khong tranh khéi thi phai ngung cho con bu.
Tac dong ciia thudc khi lai xe va vin hanh may méc:

O liéu dugc khuyén cdo, simvastatin khong c6 anh huéng hay anh huéng

khong dang ké dén kha nang lai xe va van hanh may méc.
Twong tac véi cac thude khac, cac dang twong tac khac:

Céc nghién clru vé tuong tac thuoc chi mdi dugce tién hanh

trén nguoi 1on

Cac tuong tac duoc luc hoc:

Céc tuong tac véi nhimg thude ha lipid may, loai ¢ thé gdy bénh co khi ding
don thuan.

Tang nguy co ton thuong co khi sir dung statin dong thoi véi cac thude sau:
- Gemfibrozil
- Céc thudc ha cholesterol may nhém fibrat khac
- Niacin liéu cao (> 1 g/ngay)
- Colchicin

Viéc str dung dong thoi cac thude ha lipid mau nhém statin v6i céc thude

diéu tri HIV va viém gan siéu vi C (HCV) ¢6 thé 1am ting nguy co gdy ton
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thuong co, nghiém trong nhat 1a tiéu co van, than hu dan dén suy than va

c6 thé gy tir vong

Cac tuong tac dugc dong hoc

- Gemfibrozil va cdc thuéc fibrate khdc, niacin (axit nicotinic) ¢ liéu
lam gidm lipid trong huyét twong (>1 g/ngay): Khi cac thude nay duge
diing dong thoi véi simvastatin thi ¢é nguy co bi bénh co va phai tranh

dung cung luc

- Ciclosporin, ketoconazole, itraconazole, erythromycin,
clarithromycin, cdc thuéc ke ché men protease cia HIV, nefazodone
c6 thé lam tang nguy co bi bénh co do 1am ting nong do trong huyét

tuong khi diéu tri v6i simvastatin

- Cac dan xuat coumarin: simvastatin lam tang vura phai tac dung cua

céc thube chdng dong coumarin, lam tang thoi gian prothrombin,
dugc goi 1a Ty sd6 Chuan Héa Quoc Té (International Normalised
Ratio - INR). O cac bénh nhan duoc diéu tri voi cac dan xuét
coumarin thi phai do thoi gian prothrombin trudc khi bat dau diéu tri
simvastatin va thuong xuyén khi bat dau diéu tri dé bao dam 1a thoi
gian prothrombin khong c6 thay doi nhiéu. Néu c6 thay doi liéu

simvastatin thi phai lap lai cac tién trinh trén

Digoxin: dung cung luc simvastatin va digoxin s€ lam tang nhe nong

d6 digoxin trong huyét tuong

Amiodaron: Cé tang nguy co bi bénh co va tiéu co van khi dung dong
thoi aminodarone véi simvastatin liéu cao (xem muc nhiing luu y dic
biét va canh béo khi str dung thudc). Trong mét thir nghiém 1am sang,
c6 6% bénh nhdn méc bénh co khi dung simvastatin 80 mg va
amiodarone. Do d6 liéu simvastatin khong duoc vuot qua 20 mg trong
ngay & bénh nhan c6 ding dong thdi amiodarone, trir phi loi ich 1am

sang cd vé vuot qua su gia tdng nguy co bi bénh co va tiéu co van.

T |
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Dung SimvEP cing véi cac thude trc ché CYP3A4 c6 thé lam tiang ndng do
simvastatin trong huyét tuong dan dén tang nguy co bi bénh co va tiéu co.

Khi ding ph6i hop véi Amiodarone, khong nén ding quéa 20 mg/ngay vi lam



tang nguy co gdy ra chimg tiéu co van. Ddi véi nhitng bénh nhan can phai
ding lidu trén 20 mg/ngay méi ¢ hiéu qua diéu tri, bac sy c¢6 thé chon mot

thude statin khac (nhu Pravastatin).

T4c dung khéng mong mudn cia thudc:
Tén sudt cua céc tac dung khong mong mudn sau day da dugc béo cdo trong cac nghién ciru lam
sang va / hodc sau khi da luu thong trén thi truong, dugce phan loai dua trén danh gia ty 1€ xuét hién
cua chiing trong cdc tho nghiém lam sang 16n, dai han ,d6i ching véi gia duge, bao gdm nghién ctru
ctia hoi nghién ciru vé bao vé tim (HPS) va Simvastatin Scandinavia Survival Study (4S) voi lan
luot 12 20536 va 4444 bénh nhan. Dbi véi HPS, chi ¢6 cac tac dung khong mong mudn nghi€ém
trong dugc ghi nhén nhu dau co, tang transaminase huyét thanh va CK. 1:)01 Vi 4S, tAt ca cac tac
dung khong mong mudn dugce liét ké dudi day duogc ghi lai. Néu ty 18 xuat hién tac dung khong
mong mudn do simvastatin it hon hodc tuong tu nhu gia duoc trong cac thir nghiém nay, va cac tac

dung ndy cling tuong tu nhu cac tac dung ghi nhan mét cach nhét thoi o cac bao cao khac co lién
quan, nhimg tac dung khéng mong mubn nay dugc phén loai 1a “hiém gap”.

Trong nghién ctru HPS lién quan dén 20536 bénh nhan dugc diéu tri voi 40 mg / ngay simvastatin
(n=10269) hodc gia dugc (n=10267), hd so an toan duoc coi la tuong duong giita bénh nhan duoc
diéu tri v6i simvastatin 40 mg va bénh nhan dugc dleu tri bang gia dugc trong 5 nam nghién ciru.
Ty 1€ ngung dung thude do tac dung khong mong mudn la tuong duong (4,8% ¢ bénh nhan dugc
diéu tri‘ bang simvastatin 40 mg so vdi 5,1% & bé‘nh nhép duoc diéu tri bang gid duogc). Ty 1€ mac
bénh vé co 1a <0,1% & phﬂng bénh nhan duoc dicu tri bang simvastatin 40 mg. Transaminase tang
> 3‘x ULN xac nhan bang xét nghiém lap lai) xay ra vai ti 1€ 0,21% (n= 2‘1) bénh nhan duoc diéu
tri bang simvastatin 40 mg so vdi 0,09% (n = 9) bénh nhan duogc di€u tri bang gia dugc.

Tan sudt clia céc tic dung khong mong mudn duge phén loai nhu sau:

R4t phd bién (> 1/10), z

Phd bién (> 1/100 dén <1/10),

It gap (> 1/ 1.000 dén <1/100),

Hiém gap (> 1 /10.000 dén <1 / 1.000),

Rat hiém (<1 / 10.000),

Khong 16 (khéng thé udc tinh tir dir lidu ¢ sén)
Réi logn mdu va hé tho”'ng bach huyét:

Hiém: thiéu méau

R6i loan tém than:

Rat hiém: mat ngu

Khong rd: trAm cam

Roi loan hé than kinh:



Hiém gap: nhlc déu, di cam, chong mat, dau than kinh ngoai bién
Rét hiém: suy giam tri nhé

Réi loan hé hap, long ngue va trung that:

Khéng r6: viém phoi ké

R6i loan tiéu héa:

Hiém gap: tao bon, dau bung, dﬁy hoi, khé tiéu, tiéu chay, budn nén, ndn, viém tuy
Gan mat:

Hiém gip: viém gan / vang da

R4t hiém : suy gan gay tir vong hodc khong gay tir vong

R6i loan da va mé duwdi da:

Hiém gip: phat ban, nglra, rung toc

Co xwong khdp, roi loan mé lién két:

Hiém gdp: bénh co * (bao gom viém co), tiéu co van c¢6 kem hodc khong co6 suy than cép , dau co,
chudt rat

* Trong mdt thtr nghiém lam sang, bénh co thuong xay ra ¢ nhiing bénh nhan dugc diéu tri voi
simvastatin 80 mg / ngay so vdi bénh nhan dugc diéu tri véi 20 mg / ngay (tuong ing la 1,0% so vdi
0,02%). ) o

Khéng r5: bénh vé gan, c6 thé bién chimg gy dit gan /[%

Tan suét khong xac dinh: Bénh hoai tir co do trung gian mién dich (IMNM) ,l

Sinh san:

Khong r6: Réi loan cuong duong

R6i loan khdc:

Hiém gap: suy nhuoc

Mot triéu ching qua man da duoc béo céo 1a hiém gap m bao gdm mot sb dac diém sau: phu mach,
hoi ching gidng lupus, dau da co do thap khop, viém bi co, viém mach, giam tiéu cau bénh bach
cdu ua eosin, ting ESR, viém khép va dau khép, ndi mé day, nhay cam anh sang, sét, do bumng, khé
tho va kho chiu.

Két qua diéu tra:

Hiém: tang transaminase huyét thanh (alanine aminotransferase, aspartate aminotransferase,
-glutamyl transpeptidase) , tang alkaline phosphatase ; tang nong do CK trong huyét thanh .

ya-
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Tang ndng do glucose trong huyét thanh khi nhin déi va ting HbA I¢ da dugc béo cao vdi statin,
bao gdm simvastatin.

Pi c6 mot s6 bao céo sau khi dua thudc ra thi truong c6 tac dung khéng mong mudn hiém gap 1a
suy giam nhan thac (vi dy: mat tri nhd, quén langsuy giam tri nhd, 1a 13n) lién quan dén viéc st
dung statin, bao gdm simvastatin. Cac bao cdo néi chung 1a khong nghiém trong, va cé thé hoi phuc
khi ngung statin.

Cdc téc dung khéng mong mudn sau ddy da dwoc bdo cdo véi mét so statin:

R&i loan gidc ngil, bao gom ca gip 4c mong

_Réi loan chire nang tinh duc.

Pai thao dudng: Tan sut sé phu thudc vao sy hién dién hay khong ctia cac yéu td nguy co (dudong
huyet lc d6i 5,6 mmol / L, BMI> 30 kg / m2, triglycerid tang, tién sir tang huyét ap).

Tré em

Trong mot nghién ciru kéo dai 48 tuan lién quan dén tré em va thanh thiéu nién tir 10-17 tudi véi

bénh du cholesterol huyét gia dinh di hop tr (n = 175),su an toan va dung nap cua nhom dugc diéu

tri bang Simvastatin n6i chung tuong tu nhu nhém duoc diéu trj bang gia duoc. Anh huong lau dai

vé su truong thanh vé thé chat, tri tué va tinh duc chua duge biét rd vi khong c6 du dir lidu.
Thong bao cho bac s§ nhirng tic dung phu gip phai khi sit dung thudc

Qua lieu va xir tri

Da c6 bao cdo mot it truong hop bi qua lieu. Khong c6 bénh nhan nao co tri¢u ,L

s

chtng dic hiéu, va tat ca cac bénh nhan déu hdi phuc ma khong c6 di chimg. 1
Trong trudong hop qua liéu, phai 4p dung cac bién phap tri lidu tong quat va

theo d&i chirc nang gan.
Cac dic tinh dwge lwe hoc:

Nhoém tac dung dugc li tri lidu: thubc 1am giam cholesterol

va triglycerid

Nhéom ATC: C10A A01

Sau khi uéng, simvastatin, mot lacton khong cé hoat tinh, dugc thuy phan cho ra beta-
hydroxyacid ¢ hoat tinh. Chat chuyén héa chinh nay ctia simvastatin trc ché enzym HMG-
CoA reductase (3-hydroxy-3- methyl-glutaryl-coenzyme A). Enzym nay xuc tac giai doan

dau cia su sinh tong hop cholesterol va gidi han tbc do cua toan phan Gng . Giam ndng do

cholesterol toan phﬁn (TC) khoi kich su gia ting téng hop va boc 16 thu thé ctia LDL-C
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Céc statin tc ché téng hop apo B-100, lam giam su tong hop nhitng lipoprotein giau
triglycerid , 1am giam triglycerid trong méu . Statin 1am giam san xuét thromboxane A2,nén c6

tac dung chdng tap két tiéu cau

Simvastatin da dugc chirng minh la lam giam ca n6no do LDL-C binh lhubno va cao. LDL
duogc hinh thanh tir protein ti trong rat thap (VLDL) va duogc di hoa chu yéu boi thy thé LDL ai
luc cao. Co ché tac dung ha LDL cta simvastatin c6 thé bao gdm ca viéc giam nono do
VLDL-cholesterol (VLDL-C) va cam ung thu thé LDL, dan dén gidm san Xuét va tang di hoa
LDL-C. Apolipoprotein B ciing giam dang ké trong qué trinh diéu tri bang simvastatin. Ngoai
ra, simvastatin tang vua phai HDL-C va lam giam triglycerid (TG) huyét tuong. Két qua cua
nhirng thay doi nay la ty 1¢ gitra tong HDL-C va LDL-C v6&i HDL-C giam.

Trong mot nghién ctru ngau nhién da trung tdm kéo dai 5,5 nam, c6 ddi chimg véi gia

duoc ¢ cac bénh nhan bi bénh mach vanh (néng d0 cholesterol toan phé"m trong huyét

thanh trong khoang 5,5-8,0 mmol/l ), liéu simvastatin 20-40 mg/ngay lam giam nguy co tu
vong 30%, gidm nguy co tir vong do mach vanh 42%. Simvastatin cling [am gidm duogc 37%

nguy co tai bién trong céc can thi€p tai tao lai mach méau ¢ mach vanh, ngoai ra trong bénh

dai thao duong, thudc lam giam 55% nguy co bi bién ching ning ¢ mach vanh.

Cac dac tinh dwoc dong hoc: |
Céc déc tinh dugc dong hoc da dugc danh gia ¢ nguoi 16n. Chua cé dir liéu duge dong hoc &
tré em va thanh thiéu nién

Hdp thu

O ngudi, simvastatin dugc hap thu tot . Nong do ti da trong huyét tuong ciia cac chit tc ché
dat duogc khoang 1-2 gio sau khi dung simvastatin. Lugng thirc 4n dung dong thoi khong anh
hudng dén su hap thu.

Duogc dong hoc cua don lidu va da liéu simvastatin cho thay khong c6 su tich loy thude xay ra
sau khi dung da lieu.

Chuyén héa:

Simvastatin la mot lactone khong hoat tinh, nhanh chéng dugc thiy phan in vivo thanh
p-hydroxyacid tuong ng, mot chat trc ché manh enzym HMG-CoA reductase. Sy thuy phén
dién ra chu yéu & gan; toc do thuy phén ¢ huyet tuong nguoi rat cham.

O nguoi, simvastatin duoc hip thu tdt va chuyén héa budc ddu manh & gan. Su chuyén héa &
gan phu thuc luu lugng mau trong gan. Gan 1a noi phan tmg chinh cua thude. Sy hién dién
cda f3- hydroxyacid trong vong tudn hoan sau khi udng simvastatin duoc tim thay dudi 5% liéu
dung duong udng. . Cac chat chuyén héa chinh ctia simvastatin ¢6 trong huyét twong nguoi 1a
B-hydroxyacid va bon chat chuyén héa ¢ hoat tinh bd sung

Phén phéi
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Su gén két protein cliia simvastatin va chét chuyén hoa cé hoat tinh ctia n6 1a> 95%.

Thai trir

0 nguoi, sau khi udng mot lidu siﬂmvastatin danh déu phéng xa, 13% hoat chat danh c}éu
phoéng xa dugc bai tiet vao nudce tiéu va 60% vao phan trong vong 96 gio.Luong tim thay trong
phan the hién lugng thude dugc hap thu va bai tiét thanh cac chat tuong duong vao mat ciing
nhu lugng thudc khong dugc hap thu.Nura doi thai trir ctia chat chuyén hoa B-hydroxyacid sau
khi tiém tinh mach trung binh 1a 1,9 gio.Trung binh chi ¢6 0,3% li€u tiém tinh mach duoc bai
tiét qua nude tieu dudi dang chat e che.

Simvastatin dugc chi dong dua vao té bao gan nhd chat van chuyén OATP1BI .

Truong hop ddc biét

O ngudi mang gen SLCO1B1 ¢.521T> alen C ¢6 hoat tinh OATP1B1 thap hon. Nong do AUC
cta chat chuyén hoa c6 hoat tinh chinh, simvastatin acid la 120% 6 ngudi mang gen di hop tur
(CT) ctia alen C va 221% ¢ nguoi mang gen dong hop tir (CC) tuong duong so véi ¢ bénh

nhan c6 kiéu gen ph(i) bién nhét (TT) . O nhiing bénh nhan ¢6 gen da hinh SLCO1B1 ¢6 nguy
co gia tang phoi nhiém vdi simvastatin, cé thé dan dén tang nguy co ti€u co van

Cac dir liéu an toan tién 1am sang:

Gia tri LD50 cta simvastatin ¢ chudt nhat 1a vao khoang 3,8 g/kg can nang, & chudt 1a

g
khoang 5 g/kg can nang. \ =

Céc liéu i da ¢ chudt va tho khong gay ra cac di tat ¢ thai va khong c6 anh huong dén
kha nang thu thai, sinh san va trén su phat trién khi méi sinh
Quy cach dong goi:

Trong mdi vi thudc (bang nhua trong PVC/PVDC//Al) ¢6 10 vién

nén bao phim. Trong mdi hop thude bang gidy climg c¢é 3 vi thude.

Han dung:

24 thang ké tir ngay san xuét.

Han dung duoc in ngay trén hop thude. Khong dugc dung thude sau ngay nay.
Nhirng lwu y dic biét khi bao quan:

Bao quan noi kho mat, nhiét do dudi 30°C, tranh anh sang.

Pé thude noi an toan, tranh xa tam tay cua tré em.

Tiéu chuén ap dung:



£ \ A ‘A 2 £ 5 < % £ \|
Thuoc duogc bao ché theo tiéu chuan chat luong cuia nha san xuat. !

NHA SAN XUAT: ExtractumPharma Co. Ltd.

Dia chi nha may: 6413 Kunfehérto, IV. Korzet 6, Hungary




