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RXK ARDAK 10

(Vién nén simvastatin 10 mg)

RXK ARDAK 20

= (Vién nén simvastatin 20 mg)

RXKARDAK 40
(Vién nén simvastatin 40 mg)

RXK ARDAK 80

(Vién nén simvastatin 80 mg)

Dé xa tam tay tré em
Boc ky hueéng dén si dung trieée khi ding
Thuéc ndy chi dimg theo don thudc
Théng béo ngay cho bdc sy hodc dugc sy nhitng tdc dung khong mong mudn
gdp phdi khi sit dung thube

1. THANH PHAN CONG THUC THUOC

KARDAK 5

M&i vién nén bao phim c6 chira:

Thénh phan hoat chdt: Simvastatin 5 mg,

Thanh phzfn ta duge: Ascorbic acid, lactose monohydrat, microcrystallin cellulose, starch
pregelatinised, citric acid monohydrat, butyl hydroxyl anisole, magnesi stearat, opadry vang
20A52229.

KARDAK 10

MB&i vién nén bao phim c¢6 chira:

Thanh phan hoat chdt: Simvastatin 10 mg.

Thanh phén td duge: Ascorbic acid, lactose monohydrat, microcrystallin cellulose, starch
pregelatinised, citric acid monohydrat, butyl hydroxyl anisole, magnesi stearat, opadry hong
20A54239.

KARDAK 20

MG&i vién nén bao phim c6 chua:

Thanh phdn hoat chdt: Simvastatin 20 mg,

Thanh phcfn ta dwoc: Ascorbic acid, lactose monohydrat, microcrystallin cellulose, starch -

pregelatinised, citric acid monohydrat, butyl hydroxy anisole, magnesi stearat, opadry héng
20A54239.
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KARDAK 40
M&i vién nén bao phim c6 chia:
Thanh ph&n hoat chét: Simvastatin 40 mg. _
Thanh phén ta dwpc: Ascorbic acid, lactose monohydrat, microcrystallin cellulose, starch
pregelatinised, citric acid monohydrat, butyl hydroxyl anisole, magnesi stearat, opadry hdng
20A54211.
KARDAK 80

-M&i vién nén bao phim c¢é cha:
Thanh phan hoat chdt: Simvastatin 80 mg.
Thanh phan ti dwge: Ascorbic acid, lactose monohydrat, microcrystallin cellulose, starch
pregelatinised, citric acid monohydrat, butyl hydroxyl anisole, magnesi stearat, opadry hdng
20A54211.

2. DANG BAO CHE
Vién nén bao phim,

3. MO TA SAN PHAM

KARDAK 5

Vién nén bao phim hinh tron, mau vang, hai mit 18i, c¢6 khiic chit chit ‘A’ & mdt mit va s
‘15" & mit kia

KARDAK 10

Vién nén bao phim hinh tron, mau hdng nhat, hai mat 16, c6 khéc chit “A’ & mdt mit va sb
‘01’ & mit kia,

KARDAK 20

Vién nén bao phim hinh trén, mau hdng nhat, hai mit 161, c6 khic chir ‘A’ & mot mit va sb
‘02’ & mat kia.

KARDAK 40

Vién nén bao phim hinh tron, mau hong, hai mit 18i, c6 khiic chit ‘A’ & mét mit va sé 03’ &
mat kia,

KARDAK 80

Vién nén bao phim hinh vién nhong, mau hdng, hai mit 18i, cé khic chir ‘A’ & mot mit va sd
‘04 & mit kia.

4. CHIPINH

Diéu tri bénh tang cholesterol mdu: ‘

- Diéu tri bénh tiing cholesterol méu nguyén phat hay réi loan lipid m&u hén hop dé hd tro
cho ché @6 #n kiéng khi viéc &n kiéng va céc tri ligu khong diing thude khéc (vi du tip thé
duc, gidm cén) khong c6 dép (mg tot.
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- Dicu trj bénh ting cholesterol mau dong hop tir gia dinh dé hé tro cho ché d in kiéng khi
viéc &n kiéng va cdc tri lidu ha lipid méu khéc khéng c6 dap tmg tét.

Du phong bénh tim mach: _

Diing simvastatin dé h trg cho céc liéu phép bdo vé tim mach khac dé giam ty 1¢ mic va ty

1€ t& vong do bénh tim mach cho céc bénh nhén bj bénh tim mach do xo vira déng mach hay

dai théo dudng, véi ndng 49 cholesterol mau c6 thé binh thudng hofc ting.

-5, LIEU DUNG, CACH DUNG

Liéu ding;

Nguwoi lém:

Khoéng liu clia simvastatin 1d 5 dén 80 mg 1 ngay, ung 1 lin vao budi téi. Bit ddu diéu trj
véi liéu thap nhét ma thude c6 téc dung, sau d6 néu cin thiét, c6 thé didu chinh lidu theo nhu
cdu va dép Ging clia ting ngudi bing céch ting lidu timg dot céch nhau khong dudi 04 tuin
cho dén khi dat dwoc dap mg mong mudn va phai theo doi cic phan tmg ¢6 hai cua thudc,
d¥c biét 1a cac phan (g c6 hai d6i voi hé co. Liéu 80 mg chi ding cho cic bénh nhén bj ting
cholesterol méu niing va c6 nguy co cao bién chimg tim mach.

Diéu tri bénh tang cholesterol mdu:

Bénh nhan phai ding ché d6 #n kiéng it cholesterol tidu chudn va tiép tuc #n kiéng trong khi
diéu trj bing simvastatin. Liéu bit dau théng thudng 14 10 - 20 mg/ngady, udng mot 1An vio
budi t6i. Bénh nhan cin giam nhiéu LDL - C (hon 45%) c6 thé bit ddu bing lidu 20 - 40
mg/ngdy uéng 1 1in vao budi téi. Didu chinh lidu, néu cin phai céch it nhit mi 4 tudn.

Ditu tri bénh tiing cholesterol mdu dong hop tir gia dinh:

Liu khuyén dung I 40 mg/ngdy, ubng mét 1an vao budi tbi hay 80 mg/ngay, chia 1am 3 lan:
2 1dn méi 14n 20 mg vao budi séng va trwa va mot 1n 40 mg vao budi téi dé hd trg cho ché do
an kiéng khi vigc #n kiéng va va céc trj liéu ha lipid méu khac khong c6 dap éng tét.

Du phong bénh tim mach:

Liéu thuong ding 14 20 dén 40 mg/ngdy, ubng mot 1an vao budi tdi cho cic bénh nhén c6
nguy co cao bi bénh mach vanh tim, c6 hay khong c6 ting lipid mau. Ding thude dong thoi
v0i vige tap thé duc va #n kiéng.

Céc tri li¢u dong thoi:

Simvastatin ¢6 higu qua khi ding don ddc hojic ding clng véi cic din chét acid mat. Ding
simvastatin céch thoi diém ding din chét acid mét trude 2 gid hodc sau 4 gio.

Khong ding qué 10 mg simvastatin/ngdy khi sit dung phdi hop vé6i verapamil, diltiazem,
dronedaron. .Chéng chi dinh phéi hop céc thubc ndy véi ché phim c6 ham lwgng simvastatin
>20mg

Khong ding qua 20 mg simvastatin/ngdy khi sit dung phdi hgp véi amiodaron, amlodipin,
ranolazin.

Bénh nhan suy thin:

\ ol

4 [/ A3 D




https://trungtamthuoc.com/

v

¥

Khong cén thay d6i liéu lugng dbi véi bénh nhan bj suy than vira va nhe. Tuy nhién, & bénh
nhén bi suy thin ning (creatinin < 30 ml/pht), cén dic bigt than trong véi céc lidu trén 10
mg/ngay.
Nguwdéi cao tuéi: Khong cin didu chinh lidu cho ngudi cao tudi.
Tré em (dwdi 18 tudi): PO an toan vi hiéu qua cua thudc dung cho tré em chwa duge chimg
minh. Khéng ding simvastatin cho tré em.
Cach dung;:

~Thube dwge ding dwong uéng. Ubng simvastatin vao budi ti. C6 thé dung thubc ciing hodc
khéng cing thirc in.

6. CHONG CHIi PINH

- Qué mén véi simvastatin hodic bt ky thanh phin nio cia thuéc.

- Bénh nhén bi bgnh gan cép tinh hodc c6 sy gia ting transaminase trong huyét thanh dai
diing khéng 13 1y do. Bénh nhén bj bénh porphyria, bénh v& co.

- Phy nit ¢6 thai va cho con bu: thudc ¢6 thé c6 hai cho thai nhi va tré nho.

- Phdi hop véi ttrc ché CYP3A4 manh (nhimg thubc 1am ting AUC Ién hon 5 lan) nhur
itraconazol, ketoconazol, posaconazol, voriconazol, tic ché HIV protease (nhu nelfinavir)
boceprevir, telaprevir, erythromycin, clarithromycin, telithromycin, nefazodon, cic thudc
chira cobicistat.

- Phéi hop véi gemfibrozil, cyclosporin, danazol.

- O bénh nhén téng cholesterol méu c6 tinh gia dinh ddng hop tit, chéng chi dinh phéi hop
simvastatin lidu > 40 mg véi lomitapid.

7. CANH BAO VA THAN TRQNG KHI DUNG THUOC

Cén can nhic khi ding thubc thudc nhom statin d&i véi bénh nhan c¢6 nhitng yéu t6 nguy co
dan dén ton thuong co. Thudc thudc nhém statin cb nguy co gly ra c4c phan mg c6 hai dbi
voi hé co nhu teo co, viém co, dic biét cdc bénh nhén co yéu tb nguy co nhu bénh nhén trén
65 tudi, bénh nhén bi thiéu ning tuyén gidp khéng dugc kiém soat, bénh nhin bi bénh than.
Cén theo ddi chit ché cac phén g ¢6 hai trong qué trinh dung thudc.

Bénh co/Tiéu co vin

Ciing nhu céc thudc rc ché HMG-CoA reductase khac, simvastatin d6i khi giy bénh co biéu
hi¢n béi dau co, ciing co holic yéu co véi creatin kinase (CK) vuot qué 10 1dn giéi han trén
cia mirc binh thudng (LSN).

D6i khi bénh co thé hién dudi dang ti€u co véan c6 hoiic khéng c6 suy than cﬁp thir phat do
myoglobin nigu, nhung hiém khi gy tir vong. Nguy co bénh co ting 1én khi ting ndng do
chit {ic ché HMG-CoA reductase trong huyét twong (vi dy, ndng do simvastatin va acid
simvastatin cao), didu ndy c6 thé mot phin do tuong tic véi cdc thude gy can tré qua trinh
chuyén héa simvastatin va/hodic con duwdng van chuyén simvastatin.
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Gidng nhu cic thube e ché HMG-CoA reductase khdc, nguy co bénh co/tiéu co van phu
thudc vao lidu ding. Trong mét dir ligu nghién ctru 14m sang trén 41,413 bénh nhan di dugce
diéu tri véi simvastatin, 24,747 (khoang 60%) bénh nhin tham gia nghién ctru véi thdi gian
theo ddi trung binh it nhét 14 4 nim, ty 1¢ bénh co khodng 0,03%, 0,08% vi 0,61% twong ting
voi lidu dung 20, 40, 80 mg/ngdy. Trong nhitng nghién cttu nay, cdc bénh nhin di duoc theo
dsi cén thiin va mdt s6 loai thube c6 thé gdy téc dung phu khong dugc phép sir dung.

Trong mt thir nghigm ldm sang & nhimg bénh nhan c6 tién sir nhdi méu co tim di duee didu

- tri véi simvastatin 80 mg/ngdy (theo thdi gian theo ddi trung binh 13 6,7 ndm), ty 1€ bénh ly

co khoang 1% so véi 0,02% ¢ nhitng bénh nhan ding lidu 20 mg/ngay. Khoang mot nira cic
trudmg hop bénh 1y co xuat hign & nim diéu trj d3u tién. Ty 1¢ bénh 1y co & mBi nam tiép theo
1a khodng 0,1%.

Nguy co bénh co cao hon ¢ nhitng bénh nhén ding simvastatin 80 mg so v&i cac liéu phap
statin khéc voi higu qué ha cholesterol méau twong tu. Do d6, liéu 80 mg simvastatin chi nén
dwoc sir dung cho nhitng bénh nhan bj ting cholesterol méu nghiém trong va c¢d nguy co cao
bi bién chimg tim mach ma chua dat dugc hiéu qua didu trj véi cdc Tidu thip hon va khi loi
ich mong doi Ién hon nguy co tiém an. O nhitng bénh nhin dang ding simvastatin lidu 80 mg
ma cén dung mét tic nhén khac c6 twong tac, khuyén céo dung lidu simvastatin thdp hon
hojic phic db diéu tri bing statin thay thé khéc véi it kha ning twong téc thude hon.

Trong m¢t thir nghi¢m 14m sang & nhitng bénh nhin nguy co cao bj bénh tim mach duoc diéu
tri bing simvastatin 40 mg/ngdy (thoi gian theo ddi trung binh 14 3,9 ndm), ty 1& bénh co
khoang 0,05% ddi véi bénh nhan khdng phai ngudi Trung Quéc (o = 7367) so véi 0,24%
bénh nhin ngudi Trung Qudc (n = 5468). Do nhém bénh nhin chiu A dugc danh gia trong
thir nghi¢m 1am sang 13 ngudi Trung Qudc, cdn than trong khi ké don simvastatin cho bénh
nhén chau A va nén sir dung lidu cn thiét thép nhét.

Suy gidm chire néing ciia protein viin chuyén

Viée suy giam chirc ning ciia cac protein van chuyén OATP gan c6 thé lam ting tiép xic cia
acid simvastatin va lam téing nguy co bénh co va tiéu co van. Sy suy giam chirc ning nay xdy
ra c6 thé 1a do két qua cita sy @ ché b cac thube twong thc (nhu cyclosporin) hodc & nhitng
bénh nhén mang kiéu gen SLCO1B1 ¢.521T > C.

Bénh nhén mang gen SLCO1BI alen ¢.521T>C mé héa cho mét protein OATPIBI it hoat
tinh c6 sy gia ting mic tiép xlc todn thin cta acid simvastatin va ting nguy co bénh co.
Nhin chung, nguy co mic bénh co lién quan dén lidu cao simvastatin (80mg) 1a khoang 1%,
ma khéng cdn xét nghiém di truyén. Dua vao céc két qua cta thir nghiém SEARCH, bénh
nhan mang alen C ddng hop tir (CC) duge didu tri voi lidu 80 mg ¢6 15% nguy co mic bénh
co trong vong mot ndm, trong khi nguy co ndy 1a 1,5% & bénh nhin mang alen C dj hop fir.
Nguy co tuong (ing & nhitng bénh nhan c6 kiéu gen phd bién nhit (TT) 1a 0.3%. Khi c0 thé,
vige xdc dinh kiéu gen khi c6 sy hién dién cua alen C nén dugc coi 1a mdt phan cia viéc ddnh
gi4 loi ich — nguy co trude khi ké liu simvastatin 80 mg cho bénh nhan va tranh dung lidu
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cao ¢ bénh nhdn mang kidu gen CC. Tuy nhién, si ving mit cia kidu gen nay khong loai trir

kha nang xay ra bénh co.

Do creatin kinase _

Khong nén do creatin kinase (CK) sau khi tip thé duc cudng @5 manh holic néu c6 bt ky

nguyén nhin gdy tdng CK ndo vi giy khé khin trong viéc x4c dinh két qua. Néu ndng d§ CK

ting 1&n dang ké so v&i mie binh thudng (> 5 x ULN) thi cin do lai trong vong 5-7 ngdy sau
do.

_Tat ¢4 cac bénh nhén bit diu didu trj voi simvastatin hodc bit diu tang liéu simvastatin nén

dugc théng bdo vé nguy co bénh co va phii bdo céo ngay 1ap tirc néu cé bét ky hi¢n tugng

dau co hodic yéu co khong ro nguyén nhan.

Cin thén trong & nhitng bénh nhén cé cdc yéu té sin ¢6 cia tiéu co van,

Céan nhéc theo dbi creatin phosphokinase trong trudng hop:

- Trude khi diéu tri: xét nghwm creatin phosphokinase cho cic truong hop: suy giam chic
nang thin, nhuge giap, tién st bén than hodc tién sir gia dinh mic bénh co di truyén, tidu
sur bi bénh co do sir dung statin hoic fibrat trudc do, tién sir bénh gan vi/hoiic udng nhiéu
rugu, bénh nhin cao tudi (> 70 tu61) c6 nhiing yéu t6 nguy co bi tiéu co vén, kha niing
xdy ra tuong tac thude va mot sb dbi turgng bénh nhin dic biét. Trong nhitng truomg hop
ndy nén cn nhic lgi ich/nguy co va theo ddi bénh nhén trén 1am sang khi didu tri bing
statin. Néu két qua x¢ét nghi¢m creatin phosphokinase > 5 14n gi¢i han trén ciia mic binh
thudmng, khong nén bit diu didu tri bang statin,

- Trong qué trinh diéu trj bing statin, bénh nhan cin phai théng béo khi cé céc bidu hién vé
co nhir dau co, cling co, yéu co... Khi ¢6 cic bidu hién ndy, bénh nhin cin lim xét
nghigm creatin phosphokinase dé c6 cac bi¢n phap can thiép phu hr,rp

DA c6 nhitng bio cdo rit hiém gﬁp vé bénh co hoai tir do trung gian mién dich (IMNM) trong

hodc sau khi didu trj bing mot s statin. IMNM dugc dic trung lam sang béi yéu co lién tuc

vi ting creatin kinase huyét thanh, ngay ca ngung diéu trj statin.

Néu céic trigu chimg ndy duoc gidi quyét va ndng d6 CK tré lai mite binh thudng thi viée tai

sir dyng statin do hofic diing mt statin thay thé c6 thé duoc xem xét & lidu thip nhét va c6 su

theo d&i chit ché.

Ty 1§ bgnh co cao hon da duge quan st thy & nhirng bénh nhan dugc chudn lidu simvastatin

80 mg. Khuyén cdo do CK dinh ky vi két qua xét nghiém c6 thé c6 fch dé xdc dinh céc

trrong hop cén ldm sang clia bénh co. Tuy nhién, khong dédm bao ring viéc theo ddi nhu viy

s€ ngén ngira duge bénh co.

Nén tam ngimg diéu trj véi simvastatin mot vai ngay tude khi dai phiu.

Céc bi¢n phép gidm nguy co mic bénh co do twong tic thudc

Ngwy ¢o mii¢ bgnh co va tiéu co van ting 1én dang ké khi sit dung ddng thei simvastatin véi

cdc chit {rc ché CYP3A4 manh (nhu itraconazol, ketoconazol, posaconazol, voriconazol,

erythromycin, clarithromycin, telithromycin, thudc @rc ché HIV protease (nhu nelfinavir),
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boceprevir, telaprevir, nefazodon, va cédc thudc c6 chira cobicistat), cling nhu véi gemfibrozil,
ciclosporin v danazol. Chong chi dinh si dung céc thuéc nay.
Nguy co bénh co va ti€u co van cling ting 1én do sir dung ddng thoi amiodaron, amlodipin,
verapamil hodc diltiazem vdi liéu simvastatin nhAt dinh. Di véi bénh nhan tang cholesterol
méu ddng hop tir gia dinh (HoFH), nguy co ndy c6 thé ting 1én khi sir dung dbdng thoi
lomitapid va simvastatin. _
Do dé, lién quan dén céc chit trc ché CYP3A4, chéng chi dinh sir dung simvastatin ddng thoi
~véi itraconazol, ketoconazol, posaconazol, voriconazol, cic thuéc (rc ché HIV protease (nhur
nelfinavir), boceprevir, telaprevir, erythromycin, clarithromycin, telithromycin, nefazodon va
céc san pham thue c6 chira cobicistat. Néu didu trj bing cac chét rc ché CYP3A4 manh (cic
thudc 1am ting AUC khoang tix 5 I2n tré 1én) 1 khong thé tréanh khoi, phéi tam ngimg diing
simvastatin (va xem xét sir dung mét statin thay thé) trong qua trinh diéu tri. Ngoai ra, cin
thin trong khi két hop simvastatin v&i mét sé thudc G ché CYP3A4 yéu hon; fluconazol,
verapamil, diltiazem, Nén trénh sir dung ddng th&i simvastatin va nude €p budi chum.
Chéng chi dinh st dung simvastatin véi gemfibrozil. Do ting nguy co bénh co va tiéu co vén,
liéu simvastatin khéng nén vuot qua 10 mg/ngdy & nhiing bénh nhin dung simvastatin véi
céc fibrat khac, trir fenofibrat. Nén than trong khi ding fenofibat véi simvastatin, vi mét
trong hai thuéc ndy c6 thé gay bénh co khi ding ding riéng bigt.
Simvastatin khong dugc sir dung déng thdi hodic trong vong 7 ngdy sau khi ngimg diéu trj véi
acid fusidic. O nhimg bénh nhén bét budc phai diéu tri bing acid fussidic toan than, nén
ngimg didu tri v6i statin trong sudt thoi gian didu tri véi acid fusidic. D co bao cdo vé tiéu
co vén (bao gdm ca mét s6 trudng hop tir vong) & nhiing bénh nhan si dung phdi hop ca hai
thudc ndy. Bénh nhan cin tur vén y té ngay lap tic néu gip bét ky tridu chirng yéu co, dau
hoic ciing co. Ligu phap statin c6 thé dugc sir dung lai sau 7 ngay dung liéu cudi cung acid
fusidic. Trong truéng hop dic biét, khi cAn ding acid fusidic duong diung toan than kéo dai,
nhur diéu trj nhiém khuén niing, viéc sit dung ddng thoi simvastatin va acid fusidic nén duge
xem xét trén ting trudng hop cy thé va dudi sy gidm sét y té chit ché.
Tranh sir dung phdi hop simvastatin & lidu cao hon 20 mg/ngdy v6i amiodaron, amlodipin,
verapamil hofic diltiazem. O nhitng bénh nhan ting cholesterol mau dong hop tir gia dinh,
trinh sit dyng dong thoi simvastatin lidu cao hon 40 mg/ngay véi lomitapid.
Bénh nhan dang sir dung céc loai thudc khac cb tac dung tc ché vira CYP3A4 dﬁng thoi vai
simvastatin, diic biét & lidu simvastain cao hon, ¢6 thé 1am tang nguy co b¢nh co. Khi ding
dong thdi simvastain véi thubc (e ché vira CYP3A4 (tic nhan 1am ting AUC khoang 2-5
lén), 6 thé cin didu chinh lidu simvastatin. DSi véi mét s6 thudc e ché CYP3A4 vira nhu
diltiazem, khuyén céo diing liéu t5i da simvastatin 14 20 mg.
Simvastatin [3 chat nén cia chét vin chuyén protein chdng ung thu vt (BCRP). Sit dung ddng
thoi cac thudc e ché BCRP (nhu elbasvir va grazoprevir) cé thé lam ting ndng do
simvastatin trong huyét fwrong va ting nguy co bénh co, do dé, nén cin didu chinh lidu
simvastatin. Chua ¢6 dit ligu vé viéc sir dung dong thoi elbasvir va grazoprevir voi
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simvastatin, tuy nhién, liéu ding ciia simvastatin khong dwgc vuot qué 20 mg/ngdy & nhitng
bénh nhén diing ddng thdi véi cac thude c6 chira elbasvir va grazoprevir.

Céc trudng hop hiém giip ctia bénh co/tiéu co vén c6 lién quan dén viéc sit dung ddng thoi
céc thude tre ché HMG-CoA reductase v niacin (acid nicotinic) véi lidu didu chinh lipid (> 1
g/ngay), mot trong hai thudc ndy c6 thé gy bénh co khi st dung don dgc.

Trong mét thir nghiém 14m sing (thoi gian theo ddi trung binh 13 3,9 nim) bao gbm nhiing
bénh nhan c6 nguy co cao bj bénh tim mach va ndng 6 cholesterol duoc kidm sodt tét khi

~ding simvastain 40 mg/ngy c6 hogic khdng c6 ezetimibe 10 mg, khdng c6 loi ich ting thém

dbi véi tac dung trén tim mach khi diing bé sung niacin & liéu diéu chinh lipid (> 1 g/ngay).
Vi vy, céc bac s§ khi ké don cn dénh gia cdn thin ty 1& loi ich/nguy co ciia viée két hop
simvastatin v6i niacin (acid nicotinic) & liéu diéu chinh lipid (> 1 g/ngay) hodc voi céc san
phém ¢6 chita niacin (acid nicotinic). Ngodi ra, cdc triéu chirng ctia dau co, cing co va yéu co
ciing cn dugc theo ddi chit ché, diic biét 1a trong thang diu tién cia viée didu tri va khi ting
lidu diing cuiia mét trong hai thudc nay. |

Ngoai ra, trong thir nghiém nay, ty 18 bénh co khoang 0,24% dbi v&i bénh nhan ngudi Trung
Quée diéu tri voi simvastatin 40 mg holic ezetimibe/simvastatin 10/40 mg so véi 1,24% dbi
v6i bénh nhan ngudi Trung Quée khi ding 40 mg hojic ezetimibe/simvastatin 10 mg/40 mg
két hop véi niacin phong thich kéo dai/laropiprant 2000 mg/40 mg. Trong khi nhom bénh
nhéin chiu A duy nhét dwoc dénh gia trong thir nghi¢m I3m sang 13 ngudi Trung Quéc, do ty
I¢ bgnh co & bénh nhén ngudi Trung Qudc cao hon & bénh nhén khong phai ngudi Trung
Quéc, khdng khuyén céo ding két hgp niacin & lidu diéu chinh lipid (> 1 g/ngdy) trén bénh
nhén chau A.

Acipimox ¢6 chu tric lién quan dén niacin (acid nicotinic). Mic du acipimox khéng dugc
nghién ciru, nguy co gy doc hé co cuia acipimox c6 thé twong ty nhu niacin (acid nicotinic).
Daptomycin

Céc trudng hop bénh co va/hodc tiéu co van da duge béo céo khi sir dung ddng thdi cic thube
ttc ché HMG-CoA reductase vdi daptomycin, Nén thén trong khi ké cac thude trc chd HMG-
CoA reductase véi daptomycin vi mdt trong hai thudc nay c6 thé giy bénh co vi/hodc tidu co
van khi sir dung riéng lé. Nén can nhic tam ngimg sit dung simvastatin & nhitng bénh nhén
dang st dung daptomycin trir khi lgi ich clia viéc sir dung ddng thoi hai thudc ndy vugt troi
hon so vé&i nguy co. Tham khdo thong tin ké don ctia daptomycin dé c6 thém thong tin vé kha
ndng twong téc véi cac thudc e ché HMG-CoA reductase (nhu simvastatin) va cd huéng din
thém lién quan dén viéc theo ddi.

Anh hwing 1én gan

Trong céc nghién ctu 1am sang, transaminase huyét thanh ting lién tyc (dén > 3 x ULN) da
xdy ra ¢ mot vai bénh nhén ngudi 16n st dung simvastatin. Khi ngung hodc sir dung khéng
lién tuc simvastatin & nhitng bénh nhén nay, ndng do transaminase thuémg giam tir tir xubng
mire trude khi diéu tri.
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Nén thue hién xét nghiém enzym gan trudc khi bit diu didu trj va trong trudmg hop chi dinh
lim sing yéu cdu xét nghiém sau d6.

Cin chil  djic biét dén nhitng bénh nhén c6 tién trién nbng dd transaminase huyét thanh ting
cao, va & nhitng bénh nhan nay, nén do lai ndng 46 transaminase huyét thanh ngay sau khi
ding thuéc va sau 46, do dinh ky thudng xuyén hon. Néu cé tién trién ting ndng d6
transaminase, déc bi¢t khi ting 1én mic 3 x ULN va dai ding, nén ngimg sit dung
simvastatin. Ting ALT véi CK c6 thé 1a tﬁéu chirng ctia bénh co.

-Hiém c6 nhing bio co sau lwu hanh vé suy gan gy tir vong va khong gy tir vong & bénh

nhén diing statin, bao gbm simvastatin. Néu ton thwong gan nghiém trong véi céc tri¢u ching
lam sang va/hodc ting bilirubin huyét hodic vang da xay ra trong khi diéu trj véi simvastatin,
can ngung diéu tri ngay lap tic. Néu khéng tim thdy nguyén nhén gdy bénh, khong dugc
dung lai simvastatin,

Simvastatin nén duoc sir dung thin trong & nhirng bénh nhan uéng r;hiéu ruou.

Nhu céc thude ha lipid khéc, ndng do transaminase huyét thanh ting vira phai (<3 x ULN) da
duge béo cdo sau khi diéu trj v6i simvastatin, Nhiing thay d6i ndy xufit hién ngay sau khi
khéi ddu ding simvastatin, thuong thoang qua, khong kém theo bét ky trigu chimg nao va
khéng cén ngitng thudc.

Dii thao dwomg

M§t s bing chimg cho thiy ring statin lam tang glucose mau va & mot sé bénh nhan, co
nguy co cao s& mic bénh dai thio dudng, statin cé thé gy ting ndng do glucose huyét nén
can diéu trj bing thubc dai thio dudng thich hgp. Tuy nhién, nguy co ndy dugc ha thip do
gidm nguy co mach mau véi statin va do d6 khéng cAn ngirng didu tri statin. Bénh nhén c6
nguy co (ndng d6 glucose lic do6i tir 5,6 dén 6,9 mmol/L, BMI > 30 kg/m2, ting triglycerid,
ting huyét ap) cdn dugc theo ddi ca vé mit 14m sing va hod sinh.

Bénh phi k&

Cic trudng hop bgnh phéi k& da duoc bdo cdo véi mdt sb statin, ké ca simvastatin, dic biét 13
khi diéu trj lau dai. Cdc tridu chimng c6 thé bao gbm kho thé, ho khan va suy giam stc khoe
néi chung (mét moi, sut can va sbt). Néu nghi ngd bénh nhén ¢6 tién trién bénh phdi k&, nén
ngung diéu tri véi statin,

Tré em

Tinh an toan va hi¢u qua clia simvastatin & bénh nhan tir 10-17 tudi b taing cholesterol méu
di hop tit gia dinh di dwgc dénh gid trong mét nghién ciru 13m sang c6 kiém sodt & céc bé trai
trong giai doan ddy thi thir IT trd 1én (theo Tanner) va & nhitng bé gai c6 kinh nguyét it nhit
mét nim. T4c dung khéng mong mudn & bénh nhin duge didu tri bfmg simvastatin nhin
chung twong ty nhw bénh nhan dugc didu trj bing gia duge. Liu ding trén 40 mg chua duge
nghién cfm & nhém bénh nhin ndy. Trong nghién ctu c6 kiém soét ndy, khong théy anh
huéng dén sy ting truong hoidc phét trién sinh duc & bé trai va bé gai, hodc anh hudng dén
chu ky kinh nguyét & bé gai. Bé gai & tudi vi thanh nién cAn dugc tw van vé cac bién phap
trénh thai thich hop trong khi didu trj v6i simvastatin. O nhirng bénh nhén dudi 18 tudi, higu
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qua va d9 an todn chua dugc nghién ctu trong thdi gian didu tri 16n hon 48 tudn va anh
huéng lau dai dén su truéng thanh vé thé chét, tri tué va tinh duc chua dwoc bidt 15.
Simvastatin chua dwgc nghién ciru & nhiing bénh nhén duéi 10 tudi, ciing nhu & tré em trong
giai doan tién day thi.

Té dwge

San phim ndy chira lactose. Khong sit dung thude ndy cho bénh nhan bj cc vén d& di truyén
hiém gip nhur khéng dung nap galactose,-thiéu hut lapp - lactase hay kém hip thu glucose -
-galactose.

8. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir ¢é thai

Khong diing thudc cho phu nit ¢6 thai.

Chua c6 nghién ciru v& tinh an toan ctia simvastatin trén phu nit c6 thai. Chua tién hanh céc
thit nghiém 14m sang c6 kiém soét khi dung simvastatin trén phu nit c6 thai. Hiém c6 béo cdo
vé dj tat bim sinh sau khi bao thai tiép xtic véi céc chét irc ché men khir HMG-CoA. Tuy
nhién, mgt phan tich trén khodng 200 ngudi ¢b thai ding simvastatin hoiic chét (rc ché men
khir HMG-CoA twong ty trong 3 théng ddu thai ky, ty 18 di tt bAm sinh 13 twong tw véi nhém
dan s6 néi chung. Con sé ndy cia phy nif ¢6 thai 14 ¢6 ¥ nghia théng ké dé loai trir tang di tat
bim sinh > 2,5 14n so véi ti 1§ chung.

Mic dit khéng c6 bang chimg ring ti 1§ dj tat bdm sinh & con ciia nhing bénh nhén ding
simvastatin hodc chét {rc ché men khir HMG-CoA tuong ty co khéac biét so véi con ctia nhoém
dan s6 néi chung, didu tri bing simvastatin cho ngudi me cb thé gy giam ndng dd
mevalonate la tién chét cua sinh tdng hop cholesterol. Xo vita dng mach 1a mét qua trinh
man tinh, va ngimg diéu tri cac thude ha lipid thong thuong trong khi mang thai it anh huong
dén nguy co lau dai lién quan dén ting cholesterol mau nguyén phat. Vi nhitng 1y do nay,
khéng ding simvastatin cho phy nit ¢6 thai, cd ging cé thai hodc nghi ngo co thai. Nging
simvastatin trong khi c6 thai hoiic cho dén khi x4c dinh la khong cd thai.

Phu nif cho con bi.

Chua biét ligu simvastatin va cdc chét chuyén hoa ciia n6 c6 dugc bai tiét vao sira me hay
khéng. Vi nhiéu san phim thudc dugc bai tiét trong sita me va do céc phan g phu nghiém
trong, phu nir cho con bii khéng duge ding simvastatin.

9. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Simvastatin dnh huong khong déng ké dén kha néing li xe va vin hanh may méc. Tuy nhién,
triéu chimg chéng mit di duge bao cio hiém giip sau khi thubc duge dua ra thi trudong. Vi
vy, cin cin nhic khi 14i x¢ va vén hanh may méc trong qua trinh sir dung thubc.

10. TUOGNG TAC, TUONG KY CUA THUOC
Twong tic ciia thude
10
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Twong tdc dwoc luc hoc
Twong tic véi cic thudc hg lipid méu cd thé gdy va bgnh co khi ding don djc

Téng nguy co ton thuong co khi ding statin ddng thai vai cc thube: gemfibrozil, c4c thude
ha cholesterol mau nhém fibrat khéc, niacin lidu cao (> 1 g/ngay) va colchicin.

Cé mét sy tuong tac duge dong hoc véi gemfibrozil din dén tang néng d6 simvastatin trong
huyét twong. Khi simvastatin va fenofibrat dugc ding ddng thdi, khong cé bing chitng cho
thiy nguy co v6i bénh co vurgt qué tdng nguy co clia ting duge chit.

Khong c6 dit ligu nghién ciu ddy di cho céc fibrat khéc. Céc trudng hop hiém bénh co, tidu
vén co da duoc nhin thiy khi két hop simvastatin v6i céc lidu niacin 1am thay déi lipid (> 1
g/ngay).

Twong tac dwoc dong hoc
Céc khuyén nghi vé céc thudc c6 tuong tic véi simvastatin duge liét ké tom tit trong bang

sau,

Céc twong tic thudce lién quan dén ting nguy co Bénh co/ Tiéu vén co

Thude twong téc Khuyén nghi, chi dinh

Céc chit trc ché manh CYP3A4:
Itraconazol

Ketoconazol Chdng chi dinh véi simvastatin
Posaconazol

Erythromycin

Clarithromycin

Telithromycin

Cac chét (c ché HIV protease
(Vi du: nelfinavir)

Boceprevir

Telaprevir
Nefazodon
Gemfibrozil
Cyclosporin
Danazol

|Cac fibrat khac (trir fenofibrat) Khéng dung qué 10 mg simvastatin / ngdy
Verapamil
Diltiazem
Dronedaron

Amiodaron Khoéng ding qua 20 mg simvastatin / ngay
Amlodipin
Ranolazin

Fusidic acid Bénh nhén cin dugc theo dbi chiit ché. Tam

11

4l
5




https://trungtamthuoc.com/

| 4

dinh chi diu tri bing simvastatin c6 thé
dugc xem xét.

Nudc budi Tranh dung khi dang sir dung simvastatin

Anh hwéng ciia cic sin pham thudc khdc 1én simvastatin

Twong tac lién quan dén chdt irc ché CYP3A44

Simvastatin 1 mdt chit nén cia cytochrom P4503A4. Chét trc ché manh ciia cytochrom
ﬁP4503A4 lam ting nguy co bénh co va tiéu co vin béng cach ting mire d6 cia hoat dong trc
ché HMG-CoA reductase trong huyét tuong khi trj liéu bing simvastatin. Céc cht trc ché nay
bao g&m itraconazol, ketoconazol, posaconazol, erythromycin, clarithromycin, telithromyein,
thudc e ché HIV-protease (VD: nelfinavir) va nefazodon. Dung d(’ing thoi voi itraconazol
din dén mot sy gia tang hon 10 lan tiép xtc v&i acid simvastatin (chdt chuyén hoa beta-
hydroxyacid hoat tinh). Telithromycin 1am ting 11 14n tiép xtic v6i acid simvastatin. Do d6,
chéng chi dinh két hop thudc véi itraconazol, ketoconazol, posaconazol, thuéc tic ché HIV-
protease (VD: nelfinavir), erythromycin, clarithromycin, telithromycin va nefazodon. Néu bét
budc phai diéu tri véi itraconazol, ketoconazol, posaconazol, erythromycin, clarithromycin
hoc telithromycin, phai ngung sir dung simvastatin. Cén thin trong khi két hop simvastatin
véi mt sb chit trc ché CYP3A4 khac it manh hon nhu; fluconazol, cyclosporin, verapamil va
diltiazem.

Fluconazol

Pi c6 bio cdo vé truong hop hiém cia bénh tiéu co van khi sit dung ddng thoi simvastatin
voi fluconazol.

Cyclosporin

Nguy co clia bénh co / tiéu co vén ting Ién khi cyclosporin dugc sit dung ddng thai véi
simvastatin. Do d6, chéng chi dinh simvastatin cho nhimg bénh nhén dang ding déng thoi
cyclosporin,

Danazol

Nguy co bénh co va tiéu co van ting 1én khi ding dong thoi danazol véi liéu cao simvastatin.
Gemfibrozil

Gemfibrozil 1am ting AUC cua acid simvastatin 1,9 lan, ¢6 thé 1a do sy trc ché cua qué trinh
glucuronid hoéa. |

Amiodaron

Nguy co bénh co va tiéu co van ting lén khi ding dong thdi amiodaron véi lidu cao
simvastatin, Trong mdt thir nghiém 14m sang, bénh co d3 duge bao cdo trong 6% bénh nhan
nhin simvastatin ding Liéu 80 mg véi amiodaron. Do 6, cAc lidu simvastatin khéng gt qué
20 mg hing ngdy & nhimg bénh nhan dang dig simvastatin déng thdi véi amiodaron, trir khi
loi ich 1am sing 6 thé 16n hon nhimg nguy co bénh co va tiéu co van.

Thudc chen kénh calci
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- Verapamil
Nguy co bénh co va tiéu co van ting 1én khi ding dbng thoi verapamil véi simvastatin lidu
40 mg hodc 80 mg. Trong mdt nghién ciru dugc ddng hoc, ding ddng thoi véi verapamil din
dén mot sy gia tang 2,3 lan trong tiép xtic cia acid simvastatin. Do d6, céc liéu simvastatin
khéng vuot qua 10 mg hing ngdy & nhiing bénh nhin dang ding thudc dong thoi voi
verapamil, tri khi lgi ich 1dm sang c6 thé 16n hon nhing nguy co bénh co va tiéu co van.
- Diltiazem -

“Nguy co bénh co va tiéu co vin ting 1én khi ding déng théi diltiazem véi simvastatin lidu 80

mg. Nguy co ciia bénh co & bénh nhén ding simvastatin liéu 40 mg khong ting khi sir dung
dbng théi véi diltiazem. Trong mét nghién ciru duge ddng hoc, ding ddng théri véi diltiazem
gdy ra mft sy gia ting 2,7 l4n trong tiép xtic ctia acid simvastatin. Do d6, céc lidu simvastatin
khéng vuot qua 10 mg hing ngdy ¢ nhitng bénh nhin dang ding thudc dbng théi véi
diltiazem, trir khi lgi ich 1dm sang c6 thé 16n hon nhitng nguy co bénh co va tiéu co van.
- Amlodipin
Nhimg bénh nhin dang diéu trj ddng théi amlodipin véi simvastatin lidu 80 mg bi ting nguy
co bénh co. Nguy co ciia bgnh co ¢ bénh nhan diing simvastatin lidu 40 mg khong ting khi sir
dung dong thoi v6i amlodipin. Trong mét nghién ciru duge dong hoc, ding ddng vé6i thoi
amlodipin gdy ra mt sy gia ting 1,6 1an trong tiép xtc cia acid simvastatin, Do d0, céc liéu
simvastatin khong vugt qué 20 mg hang ngdy & nhiing b¢nh nhén dang ding thubc ddng thoi
véi amlodipin, trir khi lgi ich 1dm sang c6 thé 16n hon nhitng nguy co bénh co va tidu co van.
Niacin (nicotinic acid)
Trudng hop hiém ciia bénh co/ tidu co vén d4 nhin thiy khi két hop véi simvastatin v6i chét
diéu chinh lipid (= 1 g/ ngay) niacin (acid nicotinic). Trong mét nghién ctu duge dong hoc,
két hop liéu giai phong kéo dai 2 g acid nicotinic v&i simvastatin 20 mg din t6i ting nhe
AUC cua simvastatin/simvastatin acid va ndng do simvastatin cao nhét trong huyét tuong
Cmax.

Acid fusidic
Nguy co ciia bénh co c6 thé ting 1én khi ding ddng thoi acid fusidic v6i statin, bao gdm
simvastatin. Truong hop ca biét bénh co tiéu van di duoc bao céo vdi simvastatin. Tam dinh
chi diéu tri b.%ng simvastatin. Néu viée trj liéu df:‘-ng thoi acid fusidic va simvastatin dugc cho
la cdn thiét thi bénh nhan cin dugc theo dbi chit ch. -

Nucde budi

Nude budi tic ché cytochrom P4503A4. Ding trén 1 lit nuée budi mdi ngady voi simvastatin
lam ting 7 1&n tiép xtic véi acid simvastatin. Uéng 240 ml nu6c budi vio budi séng vi ding
simvastatin vao budi t6i cing 1am ting tiép xtic 1én 1,9 lén. Do do, khong ding nude budi khi
dang diéu tri bang simvastatin.

Colchicin
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Dd ¢6 béo cdo vé bénh co va bénh tiéu co van & bénh nhén suy thin khi ding ddng thoi
colchicin va simvastatin. Nhitng bénh nhén ndy cin theo ddi ldm sang chit chg khi sir dung
thude dong thong thoi véi colchicin.
Rifampicin
Béi vi rifampicin 1a cdm tng CYP3A4 manh, simvastatin c6 thé bji mét tac dung trén bénh
nhan diéu trj bang rifampicin dai han (vi du didu tri bénh lao). Trong mét nghién ctru duge
dong hoc & ngudi tinh nguyén binh thu&r-ig, AUC ctia acid simvastatin gidm 93% khi ding
ddng thdi véi rifampicin.
Anh hudng ciia simvastatin lén cdc sin phim thuéc khic
Simvastatin khong ¢6 tic dung (rc ché cytochrom P450 3A4. Do d6, simvastatin dwgc cho 14
khéng anh huéng dén ndng d6 trong huyét twong cia cic chit chuyén héa béi cytochrom
P450 3A4.
Thudc chong déng dudng uong
Simvastatin lam ting nhe tac dung cta céc thudc chng déng méu nhém coumarin, cin do
thdi gian prothrombin trude khi bét diu ding simvastatin va thuong xuyén kiém tra trong giai
doan déu didu tri d¢ dam bao khong c6 thay dbi dang ké vé thoi gian prothrombin.
Twong ky ciia thube
Do khéng c¢6 cic nghién ciru vé tinh tuong ky ctia thudc, khéng tron 13n thube nay vadi céc
thudc khac.
11. TAC DUNG KHONG MONG MUON CUA THUOC
Cic tic dyng khong mong mudn dugc liét ké dudi ddy theo céc hé co quan va tin suét. Tén
sudt dugc x4c dinh nhu sau: rit thuong gip (> 1/10), thuong gip (= 1/100 va <1/10), it gip (=
1/1000 va < 1/100), hiém gip (= 1/10000 va <1/1000) va rét hiém gip (< 1/10000), chua xac
dinh (khong thé dy dodn tir s6 liéu c6 sin)
Réi logn mdu va hé bach huyét
- Hiém géip: thiéu mau
Réi logn tam thin:
- Rét hiém gip: mét ngd
- Chua xéc dinh: Trim cam
Roi logn hé thin kinh:
- Hiém giip: nhirc déu, di cdm, chong mit, dau thin kinh ngoai vi,
- Rathiém gip: tri nhé suy gidm
Ri logn hé hip, long ngwce va trung thit
- Chura x4c djnh: bénh phdi k&
Roi loan tiéu héa:
- Hiém giip: tho bén, dau bung, diy hoi, khé tiéu, tiéu chay, budn nén, nén, viém tuy.
Réi loan gan mét:
- Hiém giip: viém gan / vang da
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- Rét hiém gip: gy tit vong va suy gan khéng gy tir vong

Roi loan da va mé dwdi da:

- Hiém gap: phat ban, ngta, rung toc

Co xuwong khép va mé lién két rdi loan:

- Hiém gip: bénh co * (bao gbm viém co), tiéu co vin ¢6 hoic khong ¢ suy than cép, dau
co, chudt rat co bép

* Trong mét thir nghiém 1&m sang, bénh co xay ra thuong & nhitng bénh nhin dwgc diéu tri

-~ véi simvastatin 80 mg/ ngdy nhiéu hon so véi nhitng bénh nhan duoc diu tri bing 20 mg/
ngay (1,0% so vai 0,02% tuong (ng)

Réi loan hé sinh sin:

- Chua x4c dinh: rbi loan chirc ning cuong duong.

Réi loan chung va tai vi tri ding thuoc:

- Hiém gap: suy nhugec.

Ting HbAlc va ndng d6 duong huyét luc d6i di dugc bao cho véi statin, bao gdm ca

simvastatin.

Di ¢6 béo cdo hau tiép thj hiém vé& suy giam nhén thirc (mét tri nhé, 14 14n, hay quén, suy

giam tri nho,...) lién quan dén viéc sur dung statin, bao g(;‘)m simvastatin. Céc triéu chirng noi

chung khéng nghiém trong va c6 thé hdi phyc khi ngung ding statin.

12. QUA LIEU VA CACH XU TRi

Qui lidu

Mot vai trudmg hop ding qué liéu simvastatin di dwgc béo cdo. Khong c6 tridu chimg dic
higu ndo ctia viéc ding qué lidu va tt ca cac bénh nhin déu hdi phuc ma khéng cé di chimg,
Liéu t§i da da ding 1a 450 mg.

Céch xir tri khi ding thudc qu4 liéu

Khi ding qué lidu, cn 4p dung céc tri liéu hd trg théng thudng. Do simvastatin gén protein
huyét trong cao nén thdm tAch miu khong gitip thai trir déng k& statin.

Tich cyc theo ddi dé c6 bién phap xir tri kip thoi.

13. PAC TINH DUQC LUC HQOC

- Nhém dwge Iy: Simvastatin - thudc tri i loan lipid mau.

- MiATC: C10AAO01.

- Co ché tic dung:
Sau khi uéng, simvastatin & dang lacton khéng c6 hoat tinh dwgc thiy phan & gan thanh dang
acid beta-hydroxy c6 hoat tinh twong g 1a dang c6 hiéu luc Gc ché HMG-CoA reductase @3
hydroxy - 3 methylglutaryl - CoA - reductase). Enzym nay xtc téc sy chuyén hoéa ciia HMG -
CoA thinh mevalonat, giai dogn diu va gi¢i han téc do trong qué trinh sinh tong hop

cholesterol.
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Simvastatin cho thdy lam gidm ndng @6 LDL - Cholesterol & ca mitc binh thudng va cao.
LDL duwgc tao thanh tir protein ty trong rét thip (VLDL) va duge giang hoa chu yéu boi thu
thé LDL 4i lyc cao. Co ché ciia tic dung lam gidm LDL clia simvastatin c6 thé ¢ lién quan
dén ca kha ning lam giam ndng d6 VLDL - cholesterol (VLDL - C) va sy cam tmg thy thé
LDL, din dén giam san xudt va ting chuyén hoa LDL - Cholesterol. Apolipoprotein B ciing
gidm déng ké trong qua trinh didu trj v6i simvastatin. Hon nita, simvastatin lam tiing vira phai
HDL - Cholesterol va giam TG huyét twong, Két qua 1 ty 1¢ cholesterol todn phan/HDL -
-Cholesterol va LDL - Cholesterol/HDL-cholestrol gidm.

14. PAC TINH DUQC PONG HQC

Simvastatin ¢ dang lacton khéng ¢ hoat tinh d& dugc thily phén in vive thanh dang acid beta
- hydroxy ¢6 hoat tinh twong tng, mét chit (tc ché HMG - CoA - reductase ¢6 hi¢u lyc. Sy
thity phén xdy ra chi yéu & gan; téc d6 thiy phén & huyét twong n guoi rat chim.

Céc ddc tinh duge dong hoc di duge danh giad ¢ nhitng ngudi trudng thanh, Hién chua cb céc
dit liéu duge dong hoc & tré em va thanh thiéu nién.

Hip thu

0 nguoi, simvastatin dugc hép thu manh va trai qua sy dao thai lan diu qua gan manh. Sy
dao thai & gan phy thude véo luu lugng méu qua gan. Gan 13 co quan chii yéu chiu tic dong
ciia dang c6 hoat tinh. Dang acid beta - hydroxy c6 mit trong h¢ tudn hoan sau khi uéng mot
lifu Simvastatin thip hon 5% lidu dung. Ndng d6 huyét twong tdi da ciia céc chit trc ché cé
hoat tinh dat dugc sau khoang 1 - 2 gid sau khi uéng simvastatin.

Vigc ubng thudc cing véi thirc in khong anh hudng dén su hép thu.

Dugc ddng hoc ctia simvastatin don lidu hay da liéu cho thiy khéng c6 sy tich liiy thubc sau
khi diing nhiéu lidu.

Phin phéi

Ty I¢ géin véi protein huyét twong ciia simvastatin va chét chuyén héa ¢é hoat tinh ciia né la
>95%.

Chuyén hod

Simvastatin dugc chuyén hod & gan boi CYP3A4. Cac chit chuyén héa chu yéu cia
simvastatin c6 mit trong huyét twong ngudi 14 acid beta - hydroxy va 4 chét chuyén hoa co
hoat tinh khac. :

Thai trir

Sau khi uéng mt liéu simvastatin danh déu phéng xa & ngudi, 13% dang danh déu phong xa
dugc ddo thai qua nudc tiéu va 60% duge dao thai qua phan trong vong 96 gio. Simvastatin
bai tiét chit yéu theo phan qua mat & dang céc chit chuyén hoéa. Thei gian ban thai cia chét
chuyén héa c6 hoat tinh acid beta - hydroxyl 13 1,9 gio.

Simvastatin dugc hép thu tich cyc vio trong céc té bao gan nher chit vén chuyén OATPI1BI.
Simvastatin la mét chét nén ca chét van chuyén ra BCRP.
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15. QUY CACH PONG GOI
Hop 10 vi x 10 vién nén bao phim.

16. PIEU KIEN BAO QUAN
Bio quan khdng quéa 30°C. Tranh dm.

17. HAN DUNG CUA THUOC
36 thang ké tir ngdy san xuit. Khong dung thude qué han sir dung.

18. TIEU CHUAN CHAT LUQNG CUA THUOC: TCCS.

19. TEN, PIA CHI CUA CO SO SAN XUAT THUOC

Co s sin xuit: Aurobindo Pharma Limited

Dia chi: Unit I1I, Sy. No. 313 & 314, Bachupally, Bachupally Mandal, Medchal - Malkajgiri
District, Telangana State, India (An D9).




