" SIMVASTATIN 40

OF xa tm tay tré em.
Doc ky hrdng ddn st dung trude ki ding.
Thudc ndy chi dong theo don thude.

THANH PHAN CONG THUC THUOC:
Thanh phdn hoat chat: Simvastatin .. ~....40mg
Tadw ... vifa di 1 vin

Thinh phdn td dugic: Lactose, BHA, Acid ascordic, Acid citric, Microcrystallin cellulose,
Croscarmellose natri, BOt Talc, Magnesi stearal, HPMC 606, HPMC 615, PEG 6000, Titan
dioxid, Erythrosine lake, Tartrazine lake.
DANG BAQ CHE:
Vien nén bao phim. Vign nén ddi, mot mat c6 vach ngang chia liéu, bao phim mau hdng
CHIDINH:
* Tang cholesterol mau
HB trg chd 4 dinh dudng trong diu tri tang cholesterol mdu nguyén phat hodc r8i loan lipid
mau hdn hgp. khi chd 40 An kidng vA c bidn phap didu tr khong dang thudc khdc (tap thé
duc, glim cn) vin chua dap img .
HB trg ché 0 dinh dubng va cic phudng phdp diu tri ha lipid khdc (thdm tach LDL) trong
didu tr| tang cholesterol huydt ¢ tinh chat gia dinh d6ng hop i (HoFH) hodic néu céc phudng
phép difu tr} nhw trén khong thich hop.
* Phong ngua bidn ¢6 tim mach
GIdm ty 10 W vong va ti 1§ bdnh tim mach & binh nhan xd vila ddng mach hodc dai thao dudng
vl mire cholesterol binh thiding hodic tang, hd trg didu chinh cac yBu 1 nguy co va c4c ligu
phap bao v tim mach khdc.
CACH DUNG, LIEU DUNG:
Uong 5 - 80 mg x 118n/ ngay uling vao budi 181, Neu cdn didu chinh lidu, thye hign khong it han 4
tudn, liéu 161 da BO mg, dung 1 ngay/ Idn. Lidu t61 da 80 mg chi duoc dung & bdnh nhan ting
cholesterol mdu trdm trong va cé nguy ca bién chiing tim mach cao.
La chon dang bio ch® vi ham lugng thich hop voi 1iBu chi dinh néu hwing dAn liéu dung khong
phu hgp vii haum luyng va dang bao chl cla thulc Simvastatin 40
* Ting cholesterol mdu
Khdi du 10 - 20 mg x 1 140/ ngay udng vao budi 161,
Bonh nhan cdn gidm > 45% LDL-C: Khdi d4u 20 - 40 mg x 1 140/ ngdy, udng vao budi tGi
* Tang cholesterol huy8t cd tinh chat gia dinh d6ng hgp tl
B6 trg cho cdc phuang phap didu trj ha lipid khac: Khisi ¢4u 40 mg/ ngay vao budi 1.
Dung lomitapid d6ng thdi voi simvastatin: Lidu simvastatin < 40 mg/ ngdy
* Phong npua bidn c6 tim mach
O bdnh nhan ¢4 nguy cd bénh mach vanh cao (CHD, ¢6 hodc khong ting lipid mau): 20 - 40
mo x 1140/ ngay vao budi 16i. Kit hgp ché d0 an kiéng va 1ap th duc.
* Bidu trf ddng thoi vdi cde thudc khde
K&t hgp vol chat gdn ket axit m3t: UOng simvastatin trong vang 2 - 4 gid sau khi s dung thudc
odn voi axit mdt
Dung ddng hdi voi fidrat, ngoai trir gemfibrozil hodc fenofibrat: Lidu simvastatin < 10mg/ ngdy
Dung ddng thoi vii amiodaron, amlodipin, verapamil, diltiazem, elbasvir hodc grazoprevir
Liu simvastatin < 20mg/ npdy
* B@nh nhan suy thin
Suy thin vira phal: Khong cdn diéu chinh lidu.
Suy thin ning (40 thanh thai creatinine < 30 mU/ phat): Than trong voi lidu > 10 mo/ ngay
* Ngudi cao tudi Khdng cdn difu chinh liéu
* Trdem
D61 VOl trd em vA thanh thidu nidn (bé tral giai doan Tanner Il trd 18n va & cc bé gdi dad it
nhat mot ndim sau 18n hanh kinh dfu tien, 10 - 17 twdi) tang cholesterol huydt c6 tinh chit gla
dinh dj hop t Khdi ddu 10mg x 1 14n/ ngdy vao budi 101, kdt hgp ché d0 &n gidm cholesterol
Pidu chinh lidu tir 10 - 40 mg/ ngdy. ty theo cd nhdn va myc tidu dibu tr. Lidu 0i da 40 mg/
ngay
CHONG CHi DINH:
D émg voi bat ol thanh phéin ndo clia thude
Dang mic bénh gan hodc tang transaminase huy@1t thanh kéo dai khong rd nguy@n nhan
Phy n{l mang thal va cho con bl
Su dung d6ng thi cc chdt uc ché CYP3A4 manh nhu itraconazol, ketoconazol, posaconazol,
voriconazol, chdt (c ch® protease (nelfinavir), boceprevir, telaprevir, —erythromycin

clarithromycin, telithromycin, nefazodon va cobicistat
Duing 48ng thai gemfibrozil, ciclosporin holic danazol.
Banh nhan HoFH, dung déng thai Lomitapid véi lidu simvastatin > 40 mg

CANH BAO VA THAN TRONG KHI DUNG THUGC:

Simvastatin ¢6 thé 12 nquy&n nhan cisa bénh ca tiéu co van voi cdc bidu hign nhu dau co, ching
nhay cdm dau hodc y&u ca kém theo crealin kinase (CK) tang hon 10 40 gi¢i han trén ciia mic
binh thuding (ULN). Nguy co bi#nh co/ tiéu co van c6 lién quan dén lidu ding. Nén ding liéu thap
nhat cho bnh nhan chau A

Chuc ning cla cdc protein van chuyén OATP & gan giam 1am tang sy hign dién cia axit
simvastatin, t3ng nguy cd méc cdc bénh vé cova tidu ca van. Nguyén nhén c6 thé do sy irc ché
bdi tuang tc thudc (ciclosporin) hodc & bénh nhan mang gen SLCO1B1 ¢.521T > C.

Bénh nhan mang gen SLCO181 (c.521T > C) ma héa cho mdt protein OATP1B1 it hoat tinh lam
gia ting sy hi@n didn cla axit simvastatin va ting nguy co bénh ca. N&n dénh gi4 nguy co va lai
ich truge khi sif dung simvastatin 80 mg & bénh nhan mang gen nay.

Khdng nén do creatin kinase (CK) sau khi tap thé duc hoic b4t ki nguy8n nhan nio khéc 1am
gia tang CK vi c6 thé gy anh huiing dén ket qua danh gia. Néu ndng dd CK tang hon 5 14n ULN,
danh gid lai sau5 - 7 ngay d€ xdc nhan k&t qua.

Truge khi diéu tri, bBnh nhan c4n duic thong béo v8 nguy ca bénh cava bao ngay khi ¢ con dau
od hodc y8u co khdng rd nguyén nhan. Do mirc CK trubc khi bit ddu diéu tr trong nhilng trwing
hop: Ngudi cao tudl (> 65 tudi), nT gidi, suy than, nhurgc gidp khong dugc kim sodt, tidn sis ¢4
nhan hodc di truyén vé rdi loan co, tién sif bénh cd lién quan statin hodc fibrat, lam dung rugu
Xem x8t nguy co diu trj - Igi ich c6 thé va gidm sat 1Am sang. NEu néng d& CK tang hon 5 14n
ULN, khong nén bit ddu didutri.

Trong diéu iri, n&u dau cd, ydu hodc chudt rit cdn danh gid CK. Ngung dibu trj néu CK tang 18n
dang k& khi khdng cd van dong manh, dau ca nghiém trong, gay kho chiu va nghi ngts benh co
do bdt ky nguy8n nhan khdc. C6 rdt it bo c4o v& chitng bénh co hoai tif qua trung gian mién
dich (IMNM) trong hodc sau khi di6u trj vdi m{t sG statin. Ty 1¢ bénh co cao hon & lidu 80 mg
Dinh ky danh gid mic CK d8 x4c dinh c4c tring hop c4n 14m sang vé bénh co.

Nén tam thot ngung dung simvastatin vai ngay trude thyc hién ca phiu thudt lon

Ding simvastatin c6 thé 1am tang fién tyc (d&n > 3 14n ULN) transaminase huy8t tugng. C3n xét
nghiém chic ndng gan tric va trong khi didu tri hay diu chinh liéu d&n 80 mg véi simvastatin
NEu néng d0 transaminase tang 1én d&n 3 13n ULN, ngig sir dung simvastatin. ALT c6 til cg, do
d6 ALT tang kém CK c6 thé cha thdy bénh ly vé co. N&u tén thusng gan nghiém trong kém cac
trigu chimg lam sang va/ hodc tang bilirubin mau hoac c6 vang da, nging difu tri ngay. Than
trong khi dung cho bénh nhan c6 st dung cén.

Tang transaminase trung binh, nho han 3 1n ULN xudt hign ngay sau khi bdt ddu didu tr| bang
simvastatin, thudng ngdn, khong kém theo bt ky triéu chiing va khéng cin didutri

C4c statin c6 thé gay ting dudng huygt. B&nh nhan cd nguy cd (glucese 5.9 - 6.9 mmol/ L. BMI
> 30 kg/ m’, tang triglycend, cao huy&t ap) nén dutc theo ddi chit ché

B&nh phdi md ké di dugc bao cdo khi dung simvastatin, d3c biét khi diéu trj dai han. Cdc dac
diém c6 thé bao gém khd thd, ho khan va suy gidm sifc khoé (mét méi, gidm can va sét). Ngung
dung statin n&u nghi ngd bénh nhan da phat trién banh phdi md ké

Khdng thdy anh huting d8i véi sy phat trién hodc gidi tinh & tré vj thanh nién & bé tral giai doan
Tanner Il tro 18n va 0 cac bé gdi da it nh&t mOt ndm sau 14n hanh kinh d4u tign. Simvastatin
khong dugic nghign cltu & bénh nhan dudi 10 tudi, cling nhu tré em trudc tudi day thi va bé gai
trudc tudi co kinh. Lifu > 40 mg chua duge nghién cir.

Thudc c6 chifa lactose, khong ndn dung thubc nay cho bénh nhan mac cac r6i loan di truyén
hi€m gap vé dung nap galactose, thifu hut enzym lactase lapp hoic 81 loan hap thu glucose
galactose

SU DUNG THUOC CHO PHY NG CO THAI VA CHO CON BU:

* Thai ky mang thai:

Ch8ng chi dinh trong thisi ky mang thai.

Céc bo cdo hi€m gap vé di tat b&m sinh sau khi i€p xuc vai chit ic ché HMG - CoA reductase
43 dugc ghinhdn. Simvastatin c6 thé lam gidm mitc mevalonat ciia bao thai, 12 tién chat trong
sinh tdng hop cholesterol. Xd vila ddng mach 1A qué trinh man tinh, nén théng thudng néu
nging thudc 1am ha lipid mau trong thai ky ciing it ¢ Anh hudng t6i nguy co 1au dal do tang
cholesterol mau nguyén phat. Vi vdy, khdng dugc dung simvastatin khi mang thai, khi muin
¢ thai hodc nghi co thai.

* Thoi ky cho con bui: Chua rd simvastatin va cac cht chuyén hoa co bai tiét qua sia hay khdng
Vi ¢6 nhidu thudc duge bai 18t qua sia me va co thé gdy nhilng phan iing c6 hai nghiém trong
ndn ngudii me khong dutse cho con bu khi dang dung simvastatin

* Khd nang sinh sdn. Khong c6 di ligu vé tac ddng cla simvastatin ddi vol kha nang sinh sin o
con ngudi. Simvastatin khong c6 anh huding dén kha nang sinh san clia chut

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

Simvastatin khdng co hodic dnh huiing khoing dang k& d6n kha nang I4i xe va sil dung mdy mo
Tuy nhién, cdn phii luuy vi co thé gay chong mat



TUONG TAC, TUONG KY CUA THUOC:
Ny o bt o i co vin 1ang Ibn Khi ding 0Bng thin v fibrat (tris fenofibrat), liéu
sifmeastatin khOng vt qué 10mg/ ngay.
Tung tc duge g hoc v01 gemfibrozl lam ting nbng 6 simvastatin trong huyét 1wong.
Chat (e ché manh cytochrom PASO 3A4 lam ting nguy co bdnh co va tiby cg van vi lam tang
nbng ah chat Ge ch HMG - Coh trong huyBt tuong Ngung ding simvastatin nfu dibu trj bang
cac cht Oc chE CYPBA manh nhu fraconazol, ketoconazol, posaconazol, voriconazol,
erythromycin, clarithrorycin, telithromyein, cht e ché protease (nelfinavir), boceprevir,
telaprevir, nefazodor, nobicistal, clckosporin, danazol, gemfibrozil. Than trong khi ket hop voi
thaic (¢ ohé CYPAAA yBu ntu uconazol, verapamil, hodc diltiazem
Dlung chung simvastatin vii fluconazol, danazol, ciclosporin tng nguy oo bj bnh oo/ tiu cd van,
06 66, trhnh phisi hop e thulic trén
Nauy co bboh co, bao gbm t6u ca van (mt s6 truing hop s vong) c6 thé tang 18n khi ding
bty tha axit fusidic «% chc statin. G0 ché tuong tc ndy vin chua duge bit, Néu dibu tri bing
anit fusidic t cAn thigt, nén ngismg ding simvastatin
Dimg 66ng theh chAt chen kbt canxl (verapamil, diltiazem, amiodiping, amiodaron véi
sirnvastatin 40 - 80 mg tng nguy o bnh cd va tibu co van. C6 thé 14 do sy (¢ ch CYP3A4. Libu
simvastatio khibng duge vut qua 20mg/ ngay
Kiguy €0 bEnh ¢ va 1i8u co van ting 160 khi dung d6ng thi lomitapid vés simvastatin. (J bénh
nihan HoFH sl dung lomitapid, 118u ding simvastatin < 40mg/ ngay.
Thutie (e ch trung binh CYP3A4: GO thé tam tang nguy co bbnh co
Simvastatin ik chifit nén cia proteln vin chuyfn OATP1B1. Sif dyng 06ng 1hoi cac chit de ché
protein van chiyBn OATPIB1, chét Gc chi BCRP (ofbasvir, grazopreviry ¢6 thé 13m tang nbng
a0 sirvvastatin trong huyBt twong va ang nguy co binh co
Cée 1nmng hop hiEm gap cha blnh ¢ tibu co van khi dung chung simvastatin v6i niacin (axit
nicatinic) (~ 1 g/ ngay). Do acipimor ¢ cdu tric gln ging niacin, tuy chifa duge nghién clu
nfuig 69¢ tinti A8n co o the tuong ty nhy niacin
NudC 6p i chisen Uc chi CYP3A4. Ding luong 240 mi nubc bubil chim vao bubi sang va
sifvastatin vao bubi 61 1am vang 1,9 14n nbng 80 axit simvastatin trong huy#t tuong. Trénh
uling msbe bl chisr khil dibu tr] bing simvastatin
D4 o6 béo cao vb chiing dau o v tiu co van voi vibc s dung a6ng thol colchicin va simvastatin
& bnh it suy 1han. NBn theo 61 13m sang chat chi ki ding k81 hop nay
Hifampicin gly tam dng CYP3A4 manh, khi ding libu phap rifampicin kéo dai (vi dy 8i8u tr|
vant kaoy o6 thé m simvastatin hEE Wby qud. Nbng 0 axit simvastatin giam 93% khi ding
cung v rifarnpicin
Sierreastatin ¥hling o6 14c dyng (o ché CYP3A4. Do 06, simvastatin khdng 4nh huing dén nbing
a6 trond fiuyBt tung cia cac chit duge chuyBn hba theo co ché nay
Simmvastatin 20 - 40 tg/ ngay Vm tang hibu gud thubc chng d0ng mau cournarin, O bénh nhan
dung cournarin, (i gian prathrormbin phal duge xac dinh trude khi bt ddu, trong subt qua trinh,
Kk ¢4 hi thay 061 1iBus hode ngung ding simvastatin 0 dam bao khong ¢b sy thay dbi dang ké
thai gian prothrombin.
TAC DYNG KHONG MONG MUGN COA THUOC:
Thn sullt ndt hidn: REL phd bikn (> 1/10), thubing gap (- 1/100, <1/10), t gap (21/1000,
<1/100), viém gap (= 1/10.000, <1/1000), rft higm (<17 10.000), chua biét.
R4 Joan h§ thong may va bach huy#t:
+ Hifim gap: Thiu méau
A loan tdm thin
+ A4t hi€m: MAL gl
« Chua it Trdm cam
R6i loan b Ihan Kinh
- Ml ggp Whilc 04w, dj chm, chbng mat, bénh thdn kinh ngogi vi
+ P4 8. Suy giam trl nho
Rl logr ho hip, 16mg ngyc va trung that:
+ Chuss Uit BBnh phbi md vé.
ROt log i i héa
« HiEm g4p. Yo bon, dau byng, By ha, khés tiku, iy chiy, bufin nbn, ndn misa, viem tyy.
Al foan gan - myt
« Hifm gap Vibm gan/ vang da
+ RAL b Suy gan tll vong va khbng t vong
Rl logn da v mb dudl da
o Wil gap Phat ban, nga, ryng the
ROl logn co xuang v4 mo 1100 k6t
v Hibm gap B8nh o0 (bao gbm vikm o), ik C0 vAn of haje khbng cb suy thin cdp, dau co
chifp 1t o0
Al logn hé thdng sinh sdn vi vi
+ Ghita bt RO loan cuong duong

A6 loan chung va tai chd

+ Hifm gap: Suy nhuge
HOI ching biéu hién qua m&n cam hi€m khi xay ra, biéu hign: phis mach, hi ching gidng
lupus, dau da co dang thdp, viem cd da, viem mach, giam tifu c4u, ting bach cdu 4i toan,
tang t0c d0 14ng mau, viem khép va dau khdp, may day, nhay cdm véi 4nh s4ng, sot, 49
bitng, kho thds va kho chiu.

Anh hudng trén chdn dodn:

+ Hifm gap: Tang transaminase huyBt thanh (alanin aminotransferase, aspartat aminotransferase,
¥ - gliamy! transpeptidase), ting phosphatase kiém, tang ndng o CK huyét thanh.

+ Tang HbA1c va nng db duing huy8t iic doi

+ C6 rdt it cic bdo cdo vé suy gidm nh4n thisc (vi dy. m&t trf nhd, chdng hay quén, quén, suy
gldm trl nho, nh&m 1An) li8n quan d€n vige sir dung statin, bao gbm ca simvastatin, thuiing
khong nghiém trong va c6 thé héi phyc khi ngung diing statin. Thisi glan bt ddu triu chiing
khéc nhau (1 ngay d&n nhiéu ndm) va thii gian hét cac triéu chitng khac nhau (trung binh 3
tudn)

+ Céc phdn (ng phy khac da duge bdo cho vi mot s6 statin: Rei loan gidc ngl, r6i loan chic

nang tinh duc, duing huy8t (phy thudc vao sy 6 mat céc y&utd nguy ca nhu dudng huyét lic |

a6l > 5,6 mmol/ L, BMI > 30 kg/ m’, t4ng triglycerid, tién s cao huy8t dp)
QUA LIEU VA CACH XU TRI:
T4t ¢4 bnh nhan déu héf phyc khdng dé lai di ching. Khong co difutri d3c hidu trong trudng hop
ding qué fifu. Trong truting hgp ndy, c4n 4p dung cAc bign phap hb trg va didu tri tridu ching
DAC TINH DUGC LUC HOC:
Nhom dugic Iy Nhom cht (e ch& HMG - CoA reductase
M3 ATC: C10A AD1
Simvastatin 12 mot lacton khéng c6 hoat tinh, by thity ph&n trong gan thanh dang beta-
hydroxyacid, la chat (c ché manh HMG - CoA reductase Dy 14 enzyme xic tdc chuyén hoa
HMG - CoA thanh cholesterol.
Simvastatin tam gidm néng d9 cholesterol ty trong thép (LDL - C) liic binh thubng va ca khi ting
a0, LOL duge hinh thanh tif protein ¢6 ty trong rat thap (VLDL) va bj d hba chi y€u bdi thy thé LDL
ob 4 lyc cao. Simvastatin 1am gidm ndng d LOL - G, VLDL - C v cAm (ing thy thé LOL, din dén
gidm san xudt va tang sy dj hoa LDL - C. Simvastatin ciing 1am giam Apolipoprotein B, ting
oholesterol t trong cao (HDL - C) va giam triglycerid (TG) huy8t tuong. Do nhimg thay d6i nay nén
ty 12 cholesterol todn phAn/ HDL - C va LDL - C/HDL - C gidm.
DAC TINH DUGC DONG HOC:
* Hap thu
Simvastatin dugc hdp thu nhanh va chuyén hoa I4n ddutai gan. Dudi 5% liéu dung dubing ubng
duge tim thdy trong hd thdng tudn hodn & dang beta-hydroxyacid. Néng do t6i da trong huyét
tugng clia dang c6 hoat tinh dat duge khoang 1 - 2 gits sau khi diing thudic. Thitc &n khong anh
hubing dén sy hdp thu, khdng c6 sy tich ty thudc khi ding nhiéu 14n
Phan b
Ty 18 1ibn k&t protein cla simvastatin va ch4t chuyén h6a c6 hoat tinh ciia n6 > 95%
Chuy8n héa va thai trir
Simvastatin 14 chdt nén cla enzym CYP3A4. Chét chuyén hba chis yéu 12 beta - hydroxyd va 4
chét chuyén héa c hogt tinh khac
Sau khi ung, 13% duge bai tigt qua nudc tidu va 60% trong phan trong vong 96 gi6. Thoi gian
b4n théi trung binh cla ch4t chuyén hba beta - hydroxyacid khodng 1,9 git. Chi 0,3% dugic bai
tiét qua nubc tifu sau khi diing tiém finh mach
- Axit Simvastatin dugc van chuyén tich cyc vao t& bao gan bdi chat van chuyén OATP1B1
Simvastatin 1 chdt nén clia chdt vin chuy8n BCRP
- Da hinh SLCO1B1: Gen SLCO1B1 ¢.521T > C quy dinh hoat tinh OATP1B1 th4p hon, Sy co mat
cira hot chat chinh, axit simvastatin 1a 120% & cdc nhém mang di hop tir alen C (CT) va 221%
& nhiing ngubi mang déng hgp tis alen C (CC) so vési nhilng ngudi ¢ kidu gen phd bign nhat (TT)
CG chifm 18% & ngudi Chau Au. G nhiing bénh nhan c6 gen da hinh SLCO1B1, ting sy c6 mat
clia ait simvastatin, c6 thé 1am tang nguy co tiéu co van
QuY CACH DONG GOI: VI 10 vian - HOp 03 vi
DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG CUA THUDC:
D16u kign bao quan: Nhiét do khong qué 30 °C, tranh 4nh séng va dm
Han diing eda thufe: 36 thang ké ti ngay sdn xudt

Tieu chudn chat lugng: TCCS
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