Ry THUGC BAN THEG BON

T HUENG DAN SU DUNG THUOC

Vién nén

SILVASTEN

Thude ban theo don
84 xa tdm tay tré em
Boc ky hudng din st dung trude khi dung
Théryg bao ngay cho bac s¥ nhitng {a¢ dung
khéng mong mudn khi si deng thudc

PHAN 1. HUGNG DAN 58 DUNG FHUGC CHO NGUOT BENH

1.Thinh phin, ham lugng ciia thud,
MBI vién nén chira;

il in 20mg
Ezetimibe ~10mg
T4 duae: Cellactose 89, croscarmellose natrl, silicon dioxyd, tale, magnesf
stearat.

2. M4 t4 sdn phim: Vién nén dai mau tring, mét mit co dap loge JF , mit
ia ¢ dip gach ngang.

3. Quy cich 8éng géi: Hip 4 vix 7 vidn,

4. Thuée dilng cho bénh gi?

San pham SILVASTEN chia hai thinh phin chinh cé tac dung dugc 1y Ja
simvastatin va ezetimlbe, SILVASTEN duoc ding 9€ ha ndng &6 cholesterol
todn phan, cholestero! ®au (LDL cholesterol} va cac chat béo got B trglveerid
trong méw. Ngodi ra thudc cén tang ndng db cholesterol t6t (MDL
chofesterafl.

SILVASTEN ha cholesteral theo hat cich. Ezetimibe gidm hip thi cholestera!
& dutng tiéu hoa, Simvastatin, mét thudc thudc nhém statin, gidm sy .m_._m
hap cholesterol trang co thé ban,

SIVASTEN dugc str dung theo chl dinh cfia bac sy rong mat s trudng hgp
cy thé dé gidm ndng dd cholesteral trong mau khi ngudi bénh o6 ndng dé
cholestaro| qua cao vb khi vigc &n kiéng va luyén tap khéng 80 §8 ha néng
db cholesteral.

Cholesterol td mdt trong nhing chit béo duge tim thdy trong méu.
Chotesterol toan phin chil yeu gém LOL va HDL cholesterol.

LDL chelesterol duoc gei t cholesterol x3u vt ching 6 thé tich tu & thanh
d@png mach hinh thanh xo vi¥a. Sau cang cac ming xc viia néy 5& tich tu lai va
lar hep déng mach, gy cham hade tie ddng mau dén cac cef quan nhu tim
va nae. Bidu nay cd thé gay ra dau tim hoic dot quy.

HDL cholesterot Sugt got b chatesterol t5t v chiing <4 the gl cholesters!
x3u khong tich tu 4 ddng mach va phong ngifa banh tim.

Triglycerid 13 mat dang chit béo khac trong mau, ¢ thE gay ting nguy <o
bénh tim. ’

SILVASTEN chl duge dung trén bénh nhan khong thé kidm sodt ndng 40
chatesterol chl bing ché do an kiéng. Ban nén tidp tuc thyc hién ché dé an
kiéng ft cholesterol ki digu tri bing thude.

SILVASTEN dugi s¢f chi Ginh cla bic s§ nhu mot bién phdp hd trg ngodi 3n
kigng dé kiém soét chalesterol trong diéu tri ting cholesterol trong mdu
(chofasterol huyét tién phit (dj kop 12 gia dink v khiing gla dinh) hoac ting
ndng a5 chit béo trong méu (ting lipid huyét hén hap).

SHVASTEN khang fam gidm nguy c¢ dau tim va Gt quy thip hon so vai chl
dling simvastatin.

Chuia rd tinh an toan va hidu qua cda thudc & 1ré em Gudi 10 tdi hodc bé gai
chufz diy thi.

5. Nén ding thudc ndy nhu the nio va lidu vong?
Luén ding thudc chinh xde nhu hwidng dan clia bac sy hoae dude sy, Néu ban
chifa 16, hay hai lal cho chac chin,
Ban nén thee mét ché 48 3n itcholesterc] khi bt &3u sif dung thudc va tidp
1we theo ché 89 &n udng nay trong sudt thék glan didu tri
Ligu dang:
Liéu diing théng thudng cho ngudl [dn va 2 em trér 10 t0di 1 1 vign/ ngly.
Cach diing:
Udng SILVASTEN vai m&t ¢Be nude, nudt nguyén vién, khéng nhai hodc
nghién vién thude, udng mat 1in moi ngay vao budi téi, cd thé ubng lite &di
hodcno,
Néu bac s§ chl djnh SEVASTEN vof thude ha cholesteral chwa hoat chilt |
chelestyramin hodc cdc thude gén acid mat khac, ban nén s dung
SHVASTEN [t nhét 2 ity trudie hode 4 giéy sau khl ding thudc g3 acid mét.
6. Khi ndo khong nén ding thudc nay?
Khdng nén ding thiude nay néu ban:
- Man cdm voi simvastatin, ezetimibe hoac véi bit cif thanh phén nao clia
thude.
-Bang mang that hodc cho con ba,
- Ban dang bi bénh gan hodc cac van dé vé gan khdc,
- Ban dang sit dyng nhitng thudc saw
Hrraconazal, ketoconazal, posaconazol, hodc voriconazol thude tri namy}.
+Erythromydn, dlarithromycin, hodc telithromycin (thude khang sinh).
+Chit e ché HIV protease nhi indinavir, nelfinavir, ritonavir, vi saquinavir
{trj nhidm HIV).
+Boceprevir hoac telaprevir {
“iefazodon {tri trdm cAm},
+Cobicistat va cac thudc chita cobicistat.
+Gerfibrozil (thude ba cholesterol huyst).
+Cyclosporin {dling & ngudi ghép g quan).
+Danazol thormon nhéan tae 88 ti lac ndl mac tf cung, mot bénh mi nkém
mac & cung phat tridgn bén ngoat tif cung).
+Verapaml, diltazem, dronedaron {thudc im mach).
Khéng diing thudc néu ben gdp phii bt ki trudng hop nao & t2n. Tham
kho v ki€n ciia bic s3 néu ban chus chic chan,

viém gan sidu vi O},

7.Tat dung khéng mong musn

Nhw cde thude khic, SHYASTEN <4 thé gy tac dung khong mong mudn,

nhung khong phai ai cing gdp phai.

Lign h& ngay vdi trurig tim y t& gdn nhit ndu ban bj dau co, dau khicham

vao holic yéu cd. Do nhiing tridu chiling trén cé thé b du higu bénh co

nghi&m trong, tuy hiém khi gip phai bao gém tiéu covan gy suy than;

Va rdt hidm khi gay tirvang,

e dung khiing mong mubn thiding gdp:

- Pau £a.

-Tang két qud xét nghidgm chik ndng gan ftransaminase) vé/ hodc co (CK).

T dung khéing mong mudn it gdp:

-Tang két qui xét nghidm gan hosc mau, ting acid uric trong mdu, tang that
gian mat: 3dng, protein trong nude 13U, giim can.

- Chéng mat, dau déu, cim gidc ngia ran.

-Bau byng, kha tigu, ddy hat, nén, budn nén,

- Phat ban, ngtra, may day.

-Dau khdp, dau oo, dau khi cham vae, yéu hofic ca co, dau f, dau tay hode
chan, dau lung.

- Mét mai hadc yéu bt thudng, dau ngucsiing phis dic blgt & tay va chan.

- i loan gidc ngd, khé ngi.

v chay, khd migng, o chua.

- ThiEW mau, gide 1€ bae may, ¢o thé gay bam tim hoic chdy mau (gidm tiéu
cau).

-T& hojc véu tay va chan, ti nhd kém, mat ui nhd, 14 &n.

-Vin dé v& hd hip nhu ho kéo dii va/ hodc thd ngan hodc sét.

- Tao bén.

- Vidm tuy thuéing kém theo dau bung nghiém trong.

- Viém gan v6i tridu chitng nhie Vang da va médt, ngda, aude déu dam mau
hode phin ahat maw, ¢3m thiy mét hodc suy ydu, mat khau vi, suy gan, sdi
mat hoic viém tii mét (cd thé gdy dau byng, nén, budn nénl.

- Rung téc, mdn @8, 81 khi co tdn thuang hinh bia bin (hang ban da dang).

- Piéin tng qua mén bao gdm mét s& trong nhitng tréu chiing sau: Phan ing

ung bao gém phir mét, moi, ludi va/ hodc cf hong rd the giy khd thé,
khé nudt va cin didu tr] ngay, dau hodc vigm khdp, viem mach méy, bém
tim bét thudng, ban da vé sung, méay day, da nhay cdm vdi dnh sang, sét,
néng bimg, the ngan va cam thiy khang khée, bénh gidng lupus (bac gém
ndi min, bénh khdp va dnh huding trén bach cdu).

- Bau co, dau khi $¢ van, yéu cohodc chudt rat, tidy co van, bénh gin ddi khi
bign ching &t gan.

- Gidm khiu vi.

- hong biing, ting huyét ap.

-Bau

- R&i foan cuang duong.

- Tram cam.

-Thay d61 két qua xét nghiém mau hodc gan.

Tdc dung kho) da khdge 43 dvere brio edo vii mat vai statin:
- Rai fvan gife ngl, bao gém dc mong.

- Réi loan dhwic ndng tinh duc,

- D41 thdo duding: Thuding xay ra hon néu ban biting dudng huyérhodc tang
mé mau, thira can va 1ing huyét dp.

- Bau ca, dau khi cham vao, yéu cd kéo dai va <o the khang khal kil ngling
thuge,

Thudc c6 thé gdy ra cdc tdc dung khéng mong mudn khac hode cde tde dung

khéng meng mudn trd nén nohigm trong hon, théng bde ngay cho bac 57,

8. Mén tranh ding nkéng thudc hedc thyc pham gi khi dang sif dung
thudc nay?

Mot s& thude cé thé tueng téc vo SVASTEN nén phdi thong béo che bac si
ho#c dugc s ciim ban vé tit ol cac foal thuds ma ban dang st dung, bao gém
3 cic thudc ké dan hodc khdng ké don, cac vitamnin hodc thudc tr dugc ligu.
Ditng chung vdi cdc thude sau b thétang nguy co bénh ¢, thong bdo vl bde 57
&y ban st dung beft ky thudc nao dusi ddy:

Cyclosporin {ding & ngudi ghép co quan).

Danazo! (horman nhan tae dé tri lac néi mac $0 cung, mét bénh ma niém
mac tif cung phét trién bén ngoai tir cung).

Hraconazel, ketoconazol, posaconazol, voriconazol, fluconazo| {thude b
nem),

Fibrat nhu gemfibrozil va benzafibrat {thudc ha cholesterol).

Erythremycin, clarithromycin, telithromycin, acid fusidic (thudc khang sinh).
Chit ¢ ché HIV protease nhi indinaviy, nelfinavly, ritonavin, v saquinavir {e
nhigm Hiv).

Boceprevir hode telapravir {tr] viém gan siéu vi C).

Nefazodon {tr trdm cim).

Cobidistat va cac thude chifa cobicistat.

Amiodaron (t7j foan nh|p tim).

Veraparnd, diltiazern, amlodipin, dronedaron, ranolazin {thudc tim mach).
Lomitapid.

Niacin (= 1 g/ ngay).

Colchicin (diéu tr] gout).

Nudc ép budi,

Ldcthudic khdc.cd e tuiang t0c vaf SUVASTEN:

Thude gan acid mat nhy cholestyramin, colesevelam, colestipol, d€ ha néng
a5 cholasterol trong mau,

Cac thude ha cholesterol hoac triglycerid khac nhyr cac fibrat kidc

Thudc chdng ddng mau nhy warferin, fluindion, phenprocoumon hodc
acenocoumaral.

Rifampicin {didu i} lag),

Thudc khiang acid.

Weéu boan khing chac chan vé cat thudc minh dang st dung, lien hé vdi bde sy
hode digc sy,

SHVASTEN va thifc &n - 48 uéng:

Ban <o th# udng thudc nay cling hoac khang cling thix &n,

Tranh diing thude véi nude p budi.

Ratthan treng khi diing rfgu trong ths gian ding thudc do 6 thé Fam ting
nguy cotigu cd,

9, Cin lam gi khi mat Kin quén khéng diang thudc?
NEu ban quén khéng ding 1 4igy, khong diing 1iéu da quén ma dung thude
theo dung lich trinh ci. Khdng udng gdp doi lidu.

10. Néu ban muén ngiing thudc

Tiép tuc s dung thudc cho d&n khi bac 5§ bdo ban ngiing. Khong dugcty'y
nging thude, Néng dé cholestero! clia ban ¢6 the ting 1rd lal khi ban ngiing
diing thude.

Luén [am theo chi dn cla bacsy.

N&U ban ¢4 thic mac g khi s¢ dung thude ndy, hay lién hé v bic s§ hodc
dufgie gy,

11. Cin bda quin thude nay nhaf the nae?

Giid thude trong bao bt gée cia nhi sdn xust, day kin,

B thudc noi khé rdo, trénh anh sang, nhiét 4 khéng qua 30°C, va ngoal tim
vi clia tré em.

Ichdng sit dung thudc sau ngdy hét han ghi trén bao bl thdp va vl thuse),

12, Nhitng ddu higu va tridu ching khi ding thudc qua lidu

Diing thude chinh xac nhu hiténg din clia bac sj. Néu ban va § diing qué
fiéy, thang thuding sé khang gy hau qud nghlém trong. Tuy nhién, néu ban
dilng thudc nhiéu han chl d3n, ngung diing thude va lién lac noay voi bac sy
hedc trung tam v té gan nhat.

13, Can phai lam gi khi ding thudc qua li¢u khuyén cdo
Neung diing thude v Bén kac ngay véi bac s§ hodc trung tm y t& gin nhit.
Mang thee vién thude cling voi bao bl dd bac sir bigt ban da uéng thudc giva

€6 blgn phap xit ly kip thoi.

14, Nhiing diéu can than trong khi ding thudc nay

Trutdic va trong kRi dimg thuge nay, théng bdo cho bdc sf néu ban oé nhiing vin

g8 sau:

- Tinh trang sic khde cda ban, bao gém ca di dng.

-Nén ban uéng nhigu rudy hodt cd bénk vé gan.

- Nét ban sap phiu thujt.

- NEU ban fa ngudi chau A, vi ¢o thé phil s dung thudc véi fidu khic.

-Néu ban dang st dung thugc chéng dong nhu warfarin, acenecoumardd, idc
nay cin phai theo d&i INR than trong.

Bac 57 5& tién hink xét nghlém mau el ban &8 kidm tra chic ning gan trudc

khi hodc trong khi diéu tri néu cin thiét, Trong thif gian diéu tr], néu thiy cic

trigu chidng nhu mét mat, chan dn, kho chiu bung trén phia bén phal, nudc
tidu s3m may, vang da, vang mat. Bay o thé i cac tridu ching chi diu cho
t6n thuang gan.

Trong khl dimg thudc, bac s7 s& theo dbi ban 48 2 phang banh ddi thio

duéing hodc nguy co bj da7 thao dudng. Nguy o bi dal thio duéng ka: Ndng

d dudng va chat bée trong méu cao, thiiz <an va téng huydt ap.

Théng bae vk bic sy néu ban bi bénh phdl néng.

Trénh diing chung SILWASTEN voi fibrat, do chuz o théng tin khi s dung

phdi hop.

Lién h& ngay vdi trung tam y t& gdn nhét néuban bj dau co, dau khicham

vao hoje yéu cd. Do nhiing trigu chifng trén o thé ta diu i bénh o

nghiém trong, tuy hi€ém Xhi gép phéi, bao gém tiéu co vin gay suy thin;

Va rét hi€m khbi gay tivong.

Nguy ro tidu covan ting néu ban ding thudc Béu cac, nguy co nay ciing lon

han & mdts& banh nhin. Thng bdo vai bic sy néu ban:

- 8] bénk thin.

- Bi bénh tuyén giap.

- LA ngudE cac tudl z 65 tu

- La phu ni,

- i titng bi bénh oo khi didu tr] vdi thude ha cholestero! gol 3 "statin® nhu
(simvastatin, atorvastatin, va rosuvastatin} hodc fibrat (nhu gemfibrozd va
benzafibrat).

- Gia dinh ban ¢ bénh co di truyén,

Thing bio cho bac s§ néu ban bi yéu cd kéa dai,

SILVASTEN c6 chifa factase, théng béo cho bic 57 didu tr] néu ban d3 ting

dugc cho biét ban khéng <6 kha ning dung nap bat ki loal dudng no.
ding thude che trd em:

Khdng ding thudc cho tré em dudl 10 wél

P nit e i hiod: con bti:

Khésng diing SHVASTEN cho phu nif €6 thai va che con bi,

Trang théi gian st dung thude, nén sit ding bign phép tranh thai phis hop,

Khi phat hlén minh dang mang thal, cdn phai ngiing thudc va thong bdo

ngay cho bae s§.

1180 b v béac s hodc duge sy ndu ban cdn thém thong tin.

Lefi xe vé vdn hédnh mdy mée:

Luuy khi s dung thudc cé thé gay chéng mat, do d cin phai than trong khi

&l st hodic van hanh méy trong khl van cdn cac trigu chifng trén.

15, Xhi nae cidn tham vin bac s, dudc s§7
Néu c&n thém théng tin xin haly kién bic sy hode dude sp.

16. Han dimg ciia thude: 36 thang k& 1l nghy sin xusdt,
PHAN 2, HUGNG DAN SUDUNG THUGC CHO CANBO Y TE

1. B TIOH DUICHC LUTC HOG:

Nhém duge I: Chat o ché HMG-CoA reductase k&t hop vdi thudic didu héa
ipid khde, M8 ATC: C10BAQ (Simvastatin vé ezetimibe)

Cholesterol huyét teong <6 hal ngudn gée: Ngudn gdc ngoal sinh thap thu i
UG} va ngudn géc ndi sinh {ce thé tf 1dng hap). SUVASTEN I3 thudc phdi
hap hal chit simvastatin va ezetimlbe, 6 tac dung 1am gldm cholesterol
huyét tuong bang c3 hai cach ifc ché su hip thu va sutdng hop.
Simvastatin

Nhém duge 3: Chéng ting lipld huyét (nhém chit (e ché HMG-CoA
reductase, nham stating. M3 ATC: C10AAD7.

Satt khi uéng, simvastatin - mot lacton khdng co hoat tinh - b thiy phan
trong gan tao thanh dang B-hydroxyacid, ¢6 hoat tinh e ché manh
HMG-CoA reductase {3-hydroxy-3-methylgluzaryl-coenzym A reductese).
Enzym nay xGc tac qua trimh chuyén dél HMG-CoA thanh ackd mevalonic, 1a
glal daan s8m va budc gid han téc dé trong con dudng sinh téng hap
cholesteral.

Simvastatin cho thiy tac dung glam LDL-C & ¢ bénh nhain ¢ ndng 43 LDL-C
Bitnh thuéing va tang, LDL dugc tao thinh tY ViDL va b éa chil yéu bdi thy
thé LDL c6 & lyc cao. Co ché gidm néng 66 LEL-C clha simvastatin @ thé ilén
quan dén ci sy gidm ndhg 68 VLDL-C vi ¢im ing thy thé LDL, din d8n gidm
téng hgp va téng di héa LDL-C. Apolipoprotein B ciing gim dang ké khi digu
tri bing slmvastatin. Ngoai ra, simvastatin cing fam tang vifa phal HDL-C va
gidm triglycerid todn phin trohg huyét tuong. Két qud Idm gidm ty ié
chalesterol todn phir/ HOL-C va LDL-C/ HOL-C.

Ezetimibe

Nhom dugle Iy: Mhdm thude didu haa lipid khac. M ATC: C10AX09.
fretimibe thudc nhém thudc ha lipid mh, thudc dc ché sy hap thu
chotesterol vi steral thifc vat & rudt non. Ezetimibe 6 hoat tinh khi diing
duding udng vi & cd ch& khic cde nham thudc hz lipid huyét khic (phu
statin, thude gn acid mat (resin}, din xudt acid fibric, va cdc stanol thc vat).
Phan tI muc tiéu cda ezetimibe |3 chit van chuyén sterol, Mlemann-Pick
Ct-Elke 1 [NPCIL1), 6 vak tsb trong sy hip thu chelesterol va phytosterat &
Gt non.

Ezetimibe khu tri: tai bi ban chdi rudt non va tc ché sy hdp thu cholesterol,
lam gidm su van chuyén cholesterol & rugt non 1ot gan, trong khi cac statin
lam gidm sinh tdng hap cholesteral d gan, v kbl dithg phél hep, hal co ché
khéc bigt trén cho tac dupg ba trd trong tée déng ha lipid huydr

2. BAC TINH DUQC DONG HOC:

Khéng c6 tudng téc dugc dong hoc ddng ké khi phdi hop ezetmlbe vai
simvastatin,

Vian két hop simvastatin va ezetimibe ¢6 duge dang hoc tuong T véi kii
udng hai vién simvastatin v ezetimibe rifng 18,

Simvastatin

Hip thi:

Simvastatin chuyén hoa va thai trlf budc ddu qua gan manh, lugng chdt
chuyén héa co heat tinh B-hydroxyacld dugc fim thiy trong tuedn hodn say
khl udng mat {léu simvastatin chiém It han 5% [Iéu ung.

Dugic dng hoc clia chit e ché hoat ddng va tdng cic chat o ché trong
huyét twong khéng bi dnh hudng khi udng simvastatin ngay trude bz 8n it
chit béa,

Phin b
4 simvastatin va dang B-hydraxyacid oén véi protefn huyét tuong ngués
{959}, Néng dd dinh cda cic chit e ché dat duge 1,3 - 2,4 6 sau khi udng.
Khi cho chudt udng simvastatin cd gan déng vi phéng xa, dan xudt gan ding
phéng xa cla simvastatin di qua dugc hang rao mau nao.

Cheyén héa:

Simvastatin Iz mot lacten khong oo hoat tinh, dé thly phan in vive tac thanh
dang B-hydroxyacid, mdt chét dc ché manh HMG-CoA reductase. Suf thiy
phan didn ra chil yéu & gan; Tac 45 thily phan trong huy8t tudng ngudi rat
chérm.

Mic dd dc ché HMG-CoA reductase dugc ding tam <o sif d8 ddnh gid digc
dang hoc chdt chuyén hoa B-hydraxyacid {chdt co hoat tinh e chél va clia
t8ng cac chat tc ché trong huyét tuong sau khi udng simvastatin, Chat
chuyén hoa chinh hign dién trang huyét tuong nguis 1 B-hydroxyacid cia
simvastatin va cac dan xugt 6'-hydroxy, 6-hydroxymethy] vh 6-exomethylen
clia nd.

& nguis slmvastatin dugc hdp the tot va trdi qua chayén hds va thii tril bude
ddu & gan. Sif chuyén hia vl thil tr & gan phu thude vie t6c @6 dong méu
dgan. Gan I noi chuyén hda va thii trizchinh, w1 phin o thal trir cda thude
qua mit. Do d6 lugng chét <o hoat tinh trong tudn hoan hé thong thip.

Sau khi tiém tinh mach chét chuydn hoa B-hydroxyacid, thi gian ban thai
trung binh & 1,9 gid.

Thai frir:
Simvastatin duog Gua vao t€ bao gan theo o ché chi dgng bang chdt van
chuyén CATPIB1.

& ngui, sau khi udng 1 kéu simvastatin danh diu 145, 13% lidu thai trir qua
NGE tHEu va 60% qua phan trong 96 gid. Lugng thudc thal trif qua phin bao
gdm ugng thudc duge hap thu taftn qua mat va ling thude khang duge
hiap thu. 5au khi tiém tinh mach chat chuyén héa B-hydroxyacid, trung binh
chi ¢4 khodng 0,3% fiéu tigm dugc thii trif qua nude tidu dudi dang chit Gc
ché.

Ezatimibe

Haép thet;

Sau khi udng. ezetimibe dugc hdp thu nhanh va két hop thanh dang
ezetimibe-glucuronid, Nong db o] da trong huyét twong {Cu.t dat duge
khodng 1 - 2 gidr sau khi udng d6i voi ezetimibe-glucuronid, v khoang 4-12
aid sau khi udng 451 véi ezetimibe. Thiic &n khdng cé dnh huding dén sinh
kha dung cla ezetimibe.

Phin bé:

Ezetimlbe va ezetimibe-giucurantd gén két v proteln huygt tiong & tf |2
99, 7% va 88 ~ 52%.

Chetyén hda:

Ezetimibe dugc chuyén hoa chi y&u & rust non va gan thang gua sif két hop
giucuronid. Ezetimibe v ezetimibe-glucuronid i céc hop chét chinh dugc
i thiy trong huyét tdemgy, ezetimibe chidm 10 - 209 va ezetimibe-glucure-
nid chiém B0 - 90% t8ng iugng thudc trang huyét tuong. C3 ezetimibe va
ezetimibe-glucuronid dugc thal trif cham khék huyét twong do chu tAink gan
rudt. Thid gian ban iy cda ezetimibe vi ezetlmlbe-giucuron(d b khodng 22
gidt.

Sau khi usng 14%-ezetimibe (20 mg), khodng 93% ezatimibe hign dién trong
huyét tuong. Sau 48 gig, khdng con tm thay thudc hién diégn trong huyét
tuaing, Khodng 78% vi 11% duge tim théy trong phan vé nuoc téu trong
vang 10 ngay.

D&i twgng dic bidt:

Tré em;

Ezetimibe: Duge déng hoc ezetimibe Tuong 1y & rd em 10 - 18 tudi vi ngudl
i6n.

Chua cé thong tin ddy a6 vé dude ddng hoc cla dang phdt hop trén trd em
{xem thém muc "céc triidmg hap than trong khi dang thudc').

Noudi cao tudi:

Simvostatin: Trong mét nghién cu bao g8m 16 ngudi cac twdi {70 - 78 twdi)
sif dung simvastatin vdi idu 40 mg/ ngly, mifc 40 e ché HMG-CoA trung
binh trong huyét twong & ngudi czo tudi ting khodng 45% so voi T8 ngudi
trand dé twdl 18- 30 wdi,

Ezetimibe: Nong &G huyét tugng ciia ezetimibe cao hon 2 Hn & ngudi cao tudl
(2 65 tudi} so voi ngudi tré tudl {18 1ai 45 twéi). Téc dung gidm LDL-C va an
rodn cla thude tidng wond 9ilia ngudlh cap tudi va ngudi tré tudi,

Suygan:

Ezetimibe: AUC cita zetimibe ting & bénh nhan suy gan. Khdng c2n chinh
fiéu & bénh nhan suy gan nhe {Child-Pugh 1T 5 - 6}, Do chua b1&t dnh hudng
cia tang AUC trén bénh nhan suy gan trung binh {Child-Pugh tr 7 - 9) hojic
nang {Child-Pugh > ), khéng khuyén cdo sif dung ezetimibe trén bénh nhan
nay.

Suy than:

Simyastatin: Nghién aiu e ddng hoc trén statin khic eé cling ditéing thal
trif vi simvastatin cho thdy vai ciing I'éu lugng phot nhidm hé théng co thé
tang lén & bénh nhan say than nang.

Ezetimibe; (3 bénh nhan suy then nang (Cle, 5 30 mL/ phaty 1,73 m2) AUC Bng
1,5 1n so voi ngudi khde manh. Sy ting nay khong cé ¥ nghia lam sang,
Khang ¢an chinh léu ezetimibe.

& bénh nhan ghép thin va s dung nhidu thude, bao gém c& cyclosporin,
phei nhiém vdi ezetimibe ting 12 1dn.

tink:

Ezetimite: Nong 86 huyét tudng & phu nit hei cao han nam
20%;}. Higu qua gidm LDE-C va an toan cla thudc tuong duong g
ni. Khang cdn chinh lidu thee gidi tinh.

Bt hinh kidu gen:

Simvastatin: & nouis cé kidu gen SLCO1B1 €5217 » C, OATPIB1 06 hoat tinh
thap hen. Phai nhiém trung binh cda chat chuyén
héia ed hoat tinh chinh, acid sirmvastatin 1 120% &
ngudt 6 afen C di hop w0 {CT) va 221% & ngudi cd
alen C déng hap v () so vdl ngudl cd Ku gen
thuiing gap nhat (TT). Alen C cd tin sudt 18% &
dén s chaw Au & nguin &a hinh Kidugen SL.CO181
o nguy co tang phol nhiém hE théng véi
simvastatin, co thé gay ting nguy cd tiéu cd van,
3. CHI PENM:

Bidu trj vdi cac thudc 1am thay 351 lipid chl nén 1a
matthanh phdn trong nhidu bién phip canthiép &
bénh nhan ¢ nguy oo cae bi xo vila dong mach do
tang cholesterol huyét, Cac thude lam thay @8t
lipid nén duge diing € hd g cho ché 4 En {han
ché chat bée bao hda va cholesterol) va khi dip
g v ché 46 an v lidu phdp khong ditng thude
khas s khang déy dd,

[ {khoing
nare va




Téng cholesseral Buyét nguyén phit:

SILYASTEN &ude chi dinh dé Jam giam cholesterol
1oan phan, lipoprotein cholesters! tf trong thip
(LOL-C), apofipoprotein (Apo B), triglycerides (TG)
va lipoprotein cholestero! khang phal ty trong cao
{non-HDI-C}, vA tang lipoprotein cholesterol ty
trong cao {HDL-C} & bénh nhan tang cholesterol
huyét nguyén phat (giz dinh di hop 18 hodc
khang) hodc ting fipid mayét han hap.

Tang choiesterol huyét gia dinh déng hop tir
(HoFH):

SHVASTEN duoc chl dinh g€ fam gidm cholesterol
toin phin va LDL-C & bérth nhan tang cholestarel
huyét gia dinh déng hop tl nhy 18 mét liew phip
ho tro cho cac ligu phép ha chalesterol khac (nhu
phén tach £DL} hodc néu khing <o lidu phip khic.
Gidl han <hi dinh:

Khaing ¢6 sy gla tang loi [ch cda vidn két hap trén 4 3& mic bénh va tif vang
de tim mach 50 voi simvastatin,

Vign két hop chua duge nghidn clu trén 5 toan lipid huyét typ |
Fredrickson.

¥ vsV

4. LIEY DUNG- CACH DUNG:

Cach diing:

SILVASTEN dugc s¢r dung duéng udng, mét 1an méi ngay vao busl 16], khong
by dnh hudng ba thic an. Khdng dugc bé vién thudc

Bénh nhan nén theo mat ché dé én it choiesterol khi bat déu sir dyng thudc
va tiép tuc theo ché 36 An udng nay trong sust thés glan diéu
Lidy diing:

Ngudiién: Lidy ding thong thuding 12 1 vign/ ngdy.

Liéy ding simvastatin nén dugc diéu chinh theo timg bénh nhan dia trén
mifc 5 lipid huyét tiong, Mén bat d8u d12u tr] vl idu thép nhat ma thudc cd
tac dung, sat @& néu cin thidy, ca thé didu chinh lidu theo nhu cdu va dip
\ing tiia tifng nouti bing cich ting éu ting dot cach nhav khong dudl 4
1uin va phai theo dai phan (ng co hai ciia thude, d3c biét [ phin Gng <6 haj
Gal véi hé o,

1idu khdi dau simvastatin thudng 1 10 mg hodc 20 mg/ ngdy, ting kéu sau 4
fudn néu can thigy, [idu 14l da 1a 80 mg/ ngdy. Do nguy co tac dung khéng
mong mudn, [idu t8i @2 40 mg chl sif durg khi that cin thiét vh dudl sif theo
doj ctta cac bic sf chuyén khoa.

Vign SILVASTEN |2 dang vign k&t hep chiia simwvastatin 20 mg/ ezetimibe 10
mg, duge st dung GE thay thé vién simvastatin 20 mg v& ezetimibe 10 mg
riéng I& hodc duoc ding dé phdl hep thém ezetimibe khi didu i bang
slmvastatin 20 mg khdong dat duge muc tig digu 1ri. SIEVASTEN khéng thich
hgp v chl dinh didu trf vai lidu lugng khac.

Mg cao tudi: Khéng cdn didu chinh Béu & cic bénh nhan nay.

Tré em: Khé ddu didu tri nén duoc tién hanh dudi su theo ddi cla béc 5§
chuyén khoa.

Tré ern = 10 1udl {tinh trang ddy thi: Bé trai co chl 56 tanner 1 va bé gai it
nhit 1 ndm sau khi ¢é kinh nguyet): Thong tn Bm sang trén trd em (10- 17
tubi} con gioh han. Lidu simvastatin nén duge diéu chinh theo ting bénh
nhén, (16w khdi d8u thudng 10 mg/ ngay, ti da 1a 40 mg/ nady.

Tré emt < 10 tudl: Khong khuyén cée sif dung SEVASTEN trén trd em < 10 tudi
do chua day dd diiguvé an toln v hidu qua. Kinh nghim trén tré em truec
khi diiy thi con han ché.

Bénh nhéin suy gan: Khéng ein chinh éu & bénh nhan suy gan nhe (chl 58
Chilld-Pugh 5 - ). Khing khuyén cdo st dyng SIEVASTEN trén bénh nhén suy
gan trung binh (chl 58 ChHd-Pugh 7 - 9) va nang {chl 58 Child-Pugh > 91
Chéng chi dnh cho bénh nhan cd bénh gen tién kién hojc ting
transaminase huy&t thanh keo dal ma khéng 18 nguyén nhan.

Bénh nhén suy than: Khéng cdn chink lidu @ bénh nhan suy than nhe imdcipe
<4y thin 2 60 mi/ phat! 1,73 m?), & bénh nhan suy thén man vi o mic loc
cdu thin < 60 mL/ phat/ 1,73 m?
udng 1 lan vao budi tdt Than trong xj_ sir dung liu cao han,

Ding chung véi amicdaron, ipin, fazin: Khong nén ding qua 20mg
simvastatin/ ngay.

Dinyg dong thidl verapam, diftiazern, dronedaren: Chdng chi dinh.

Diing déing thoi Jomitapid: Khéng diing simvastatin qua 40 mg khi phéi hop
cing véi lomitapld.

5. CHENG CHI BINH:

Bénh nhan man cim vii simmvastalin, ezetimibe hadc bat ky thanh phan nao
clia thude.

Phy nit mang thai hodc cho con b,

Bgnh nhan <6 bénh gan tin trién hoac ting transaminase huyét thanh kéo
dai ma khéng rd nguyén nhan.

Sir dung chung vdl chit g ché manh CYP3A4 {nhu itraconazol, ketaconazel,
posacenazol, voriconazal, erythromycin, clarithromyein, telithromydin, chat
e ch€ HIV protease (nhu nelfinavir), boceprevir, telaprevly nefazodon,
gemfibrozil, cyclosporin, danazel va cc thuds chiia cabicistat),

Phdl hap wdi veraparmil, diltiazern, dronedaron.

Khéng diing simvastatin qua 40 mg khl phél hgp eling vdi loraitapid.

6. CANH BAG VA THAN TRONG KHI 5t DUNG THUBC:

Trudic via trung khi diéu i vai statin, nén két hgp kiém sodt cholesterol huygt
béng cic bién phap nhu ché do dn, giam can, t3p th due, va difu i cicbénh
€6 thé [3 nguyén nhan clia tang lipid. Phai dinb ky kiém tra lipid huyét va didu
nZs: éu ugng theo dip ::m clia ngué bénh voi thudic, Muc Hau didu tri 14
m cholasterol LDL, viviy cén st dyng ndng da cholesterol LDL d€ bt §3u
digu tr] va dénh glé ddp dng didu tri. Chi khi khong xét nghiém duge
cholesterol LDL, méi sif dung cholesterel toan phin @4 theo doi difu tri.
Bénh cof tiga co' van:

Bénh co va tiéu c¢ van @3 dudc bio cdo khi st dung ezetimlbe, HAL hét bao
€0 tiéu oo van xdy ra trén benh nhan sif dung ezetimibe két hop voi statin.
Tuy rhign 2w ¢a van rit hifm gap & bénh nhan st dung ezetimibe don t
ciing nhu khi sif dung déng thl sxetimibe & cac thudc khic oo thé tang
nguy co tlgu cd van, Nouy cd téu oo van ting khi hoat tinh dc ché HMG-CoA
reductase trong huyét ong cao.

Phai can nhac banh oo & bat el ngudl bénh nao dang diéu tr] statin ma co dau
et o téa, co yéu hodc ndn vao dau, vi/ hodc o néng d4 CK huyét thanh
ting cao {Ion hon gip 5 ln gidi han cao cia binh thuiing). Phii ngiing
phap statin néu ndng 6 CK huyét thanh ting can hode néu chin doan hodc
nghi ngds banh cof. NEu dau o' ma khong tang hodc tang vifa phai CK huy£t
thanh {< 5 I3n gidi han cac <la binh thudng), phéf glém sdtngudi bénh hang
tudn, cho toi khi cac triéu chaing &8 néu xu &i, phai ngiing thudc

Liét phap statin phii tam nglng hodc thdi hin & bat o ngudi bénh nao <
bigu hign b bénh e cdp va ndrg hodc cd yéu 18 nguy co dé bi suy than cip
do tiéu o van, thi dy nhu nhiém khuin cdp rang, ha huygt ap, phiu thuatva
chdn thuong jén, bat thiting v& chuyén hda, noi tiét, dién gidi hode co glat
khang ki€m sodt duge.

Glam chikc néng cla protein vén chuyén:

Giam chifc Rang clr protein van chuyén OATE & gan co thé Q:m phai ahidm
¢ théng clia acid simvastatin va t3ng nguy co b&nh cg v tidu od van.
Nguyén nhan ¢ thé do (¢ ché bai tuong téc thudc (nhu cyclosporin) hode &
béph nhin mang gen SICO1B1 c321T > C.

Theo dbi creatin kinase (CK)

Can nhac theo ddl creatin kinase {CK) trong trudng hop:

Tresde khi diéu tri:

xmn :mz_m_: nx mma duge tidn hink trong cac trubing hop: Suy giam chi
i, nhugc gidp, tién st bén than hodc gia dinh macbénh cor
di :Emz gm: sif bt banh ¢a do s dung statin hodc fibrat trudc d9, tidn s
bénh gan v/ hoac udng nhigu riugu, bénh rhin cao tudi (> 70 tudl) cé nhing
yéu 18 nguy co b tidu ca van, kha ning xay ra twang tac thude vi mot s6 dGi
tuigng bénh nhan dicbigt. Trang nhing truding hop nay nén can nhicigiich/
nauUy co va theo doi trén lam sang khi diéu tri bing statin,

Néu k6t qua xét nghiém CK > 5 13n ULN khéng nén bat dau diéu tri bang
statin.

Trong qud trinh diéu b béing statin:
8&nh nhan can phai thong bée ngay vé dau co, yéu co hodc co cing cokhdng
1@ nguyén nhan, G3c bigt kém vl kho chiu vi sdt.. Khi cb cac bidu hign nay,
bénh nhin cin lam xét aghiém CK 48 6 cic bién phip can thigg phi hop.
Enzym gan:

Trong cic thi nghiam km sang, mét s6 [t ngud banh udng ezetimibe két
hop vdf simvastatin thily tang rd rét transaminase huyst thanh (> 2 Hn ULN),
Khuyén cdo lam xét nghiém enzym gan truéc khl bat ddu didu 1] va trong
trudng hop chi dinh Hm sing yéu ciu xét nghiém sau 66 (nhu ¢ ce bidu
i got ¥ €6 t8n thwong ganl. Gidm sit dink k§ chide néng gan nhu’ khuyén
cao trude day thuding khang gitp Ich vi t8n thuong gan nang do ding statin
hiém xdy ra vi khéng tién dedn dugc & mal ngudi bénh, cin than trong khi
ding simvastatin & bénh ahan nghlén ruou ring va/ hodc o6 tién sif bénh
gan. Nén ngung kedc gidm |idu simvastatin néu néng &6 transaminase huyét
thanh gép 3 fan han tr3h cfla mie bink thudng. Luu § ALT ¢ thé ¢
nguén g tir cd, do 6 néu ALT tEng cing véi CK ¢6 thé 1 ddu higu benh co.
Suy gan;

Do chua bigt &nh hudng khi ting néng &6 ezetimlbe & bénh nhan suy gan
vita hodc nang nén khong ding thude cho nhitng bénh nhan nay.

Bénh d4) thio duimg:

Nhom statin <4 thé ting duiing huyét, HbAlc & mét s6 bénh nhin. Can theo
d6i duding huyét & bénh nhin cé nguy ¢g, vé o bign phap diéu tri thich hep

néu tang dudng huyét. Loi ich giam nguy corbién ¢ tm mach IS0 hon nguy

co dai thao dudng, khdng nén ngiing didy ti statin,

Tré em:

An toan va higu qud khi sif dung phdl hop simvastatin va ezetimibe trén tré

e 1 10 - 17 tubi bi tang cholesterol huydt di hag 1 gla dnh d8 duge danh

gia trong mét nghién ciiu |am shng & bé trai {chi s Tanner = 1) va bé géi ft

nhdt 1 ndm sau khl €d kinh nguyét.

Trong nghién ciiu trén khong phét hién ¢o Anh hudng nao trén sy phat trién

v trudng thanh ciia bé trai vi bé gai, hoac anh hudng trén chu ky kink

neuydt cda bé gai. Tuy nhién 3nh huding cha ezetimlbe trén sir phat trién va

truding thanh khi st dung lkéo dai > 33 win chua duge nghién cdu.

Ezetimibe chuz dugc nghién cu trén tré em < 10 tudi hojc bé géi chua <6

kinh nguyét.

Hiéu qui khi sir dung ezetimibe kéo dai trén tré em < 17 tuéi dé gidm banh

tét va tdf vong ki trudng thanh chua dugc nghién ol

Cac fibrat;

Chua co théng thn vé an toan va hidu qua cha ezeti

$i dung ddng thiri véi thudc chiéng déng couma

Khi sif dung SHVASTEN ciing vi warfarln hojc cée thude chdng déng kidu

coumarin, hode flulndion, cin theo dai INR mot cich thin trong.

Bénh phdi ke:

DA b bée céo bénh phéi ké voi mot s6 statin, bao gém ¢a simvastatin, Jac
3 - Bidu hign ¢6 thé bao géim kb thé, ho khan va suy

m_m:._ sde khde {mét mol, gidm can va sdt). Néu ¢ nghl ngd bénh nhén bj

binh phdi k&, nén aging stati

Céc than trgng khac:

Chi ding statin cho phy nif & dé 1 nh @& khi hg chac chan khang mang

thai v ¢hi rong truding hop tang cholesterol huyét rdt cao ma khéng dép

ting vdi cac thudc khdc.

SILVASTEN & chila factose, béah nhan khéng dung nap galactose, thids

Lapp lactase ho#c rdi loan hip thu glucose-galactose khong nén sif dung.

SUBYNG CHO PHY NU CO THAIVA CHO CON BU:

Thi ki mang thai:

SILVASTEN:

Chdng chl dlnh SLVASTEN tr&n phy nir mang thai, phy nif ¢¢ ¥ dinh mang

that hedc nghi ngds €6 thai, chi dimg statin cho phy »i & 4§ wdi sinh & khi

he chic chan khing mang thai va chi trong truiing hop tang chelesters!

huyét rit cae ma khéng dap fing 8l ¢4 thuse khic. Cmifa <6 thong tin vé

vigc sif dung dang phai kop slmvastatin/ ezetimibe trén phw nif mang thal.

Mghign citu trén ddng vit cho thiy doc tinh trén sinh san.

Ezethibe:

Chua 6 théng tin vé sif dyng ezetimbe trén phy nir ¢ thal. S dung

ezetimibe don tri trén dong vat mang thai khang thay anh huding <6 hai gidn

tiép va tryc tiép dén déng vat mang thai, sy phit trién cia thai nhi, qué tinh

sint 2 vh su phat trién sau khi sinh.

Simvastatin:

Chua ¢o Gy dd théng tin vé tinh an todn cda simvastatin trén phu ni od thal.

Wi ¢é¢ statin Bam gidm 16ng hop cholesterol va c6 thé cd nhidy chit khde cé

hoat tinh sinh hoc dan xuat tlf cholesterol, nén thudc cé thé gay hal cho thal

nhl néu ding cho ngudi mang thai. Vi vay chdng chi dink dimg statin trong

this ki mang thal.

Thak ky che con b

Ezetimlbe phan bé vao sa dong vat. chua bigt thudc cd phan bs vao sifa

& phél hop véi fibrat.

ngudi hay khong. Chéng chi dink s dyrg SILVASTEN +én phy alf cho con ba.

ANH HUGNG TREN KHA NANG LA XE VA VAN HANH MAY MGC:
LUt y viec st dung thudc of thé géy chong mat, do 46 cdn phai than trong khi
14 xe hodc vin hanh may mée trong khi van con cac trigu ching trén.

7. TIFONG TAC CEIA THUGE vdil CAC THUGC KHAC VA CAC LOAI TUONG
TAC KHAC:

Tuong téc duge 1 hoc

Tuang tée vil cie thude ha huyét cd thé gay bénh oo

Tang nguy cd tén thuong co khi sd dung statin ddng thirl wdi cic thudc sau:

- Gemfibrozil.

- Cae thute ha cholesterol huyét nhom fibrat khéc,

- Niacin liéu cao {> 1 g/ ngay}.

- Colch
Fibrat mzm thai trif chelesterol qua mat, gay s6i midt. Nghien ol trén cha,
ezetimibe 1am ting cholesterol & mat trong i mat. Anh huéng 13m sang trén
ngui chus 1, khéng khuyén cio dung chung SIEVASTEN véi fibrat.
Tt tie duge ddng hoc

Teidng tic ch thé lam ting nguy co bénh cof tidu cd van

Thudc Khuyén can

Chat (¢ ché manh CYP3A4 nhu
Itraconazo), ketoconazol, posacenazol,
voricanazal, erythromycin, clarithromycin,
telithromycin, chat de ché HIV protease
(nhuf nelfinavit), boceprevir, telaprevir
nefazodon, va cic thudc chifa cobilcistat,
gemfibirod, eyelosporin, danazol

Céc fibrat khic, ackd fusidic

inh phét hap.

¥héng khuyén cao phéi hep
¥héng khuyén céo phdi hop &
bénh nhin chau A

Khéng dung qua 10 mg
simvastatin/ ngdy. Chdng chi
dinh phdi hop vdi ché pham
O simvastatin z 20 mg

Niacin

&y cae (nicotinic acld) = 19/ ngay

verapami, diltiazem, dronedaren

Khéng ding qud 20 mg

Apldocaran, amiodipin, ranclazin simvastatind ngay

3 bénh nhan ting cholestero}
gia dinh huy&t déng hop o,
Lomitapid khong ding qua 40 mg
simvastatin/ ngay

Tdnh ding hidng lan nudc

udc ép budi Hudt ép (> 11/ nghy)

Anh hudng ctia cdc thudc khdc lén SILVASTEN:

SILVASTEN:

Niacin: Dung chung niacls véi vién phdl hap simvastatin/ ezetimlbe 20/ 10
my targ nhe hip thu cda niadn vé nicotinurle acld, ezetimibe, simvastatin,
acid simvastatin.

Ezetimlbe:

Thudc khdng acid: Lim gidm hip thu ezetimibe, nhung khéng dnh hudng dén
sinh kid dung cha ezetimibe. Sy gidm hdp thu nay khong <4 ¥ nghia lim
53ng.

Chofestyramin: Khi ding chung véi ezetimibe ¢6 thé 13m gidm hép thu
exetimibe.

Cyclosporin: Diing dbng théi ezetimibe véi cyelosporin, lam ting néng dd
trong mau cia ¢ hai thudc dic bigt & bénh nhén suy than ping. Nén than
trong khi bt ddu dimg ezetimibe cho bénh nhén dang ding cyclesporin,
Cdic thude nhdm Fbrat: Diing chung ezetimibe voi fenofibrat hajic gemfibrazil
lam ting tdng néng d6 ezetimibe 1én 1,5 v& 1.7 Kin tuang ing. Mac dis tuong
téc trén dudc cof 13 khéng 6 ¢ nghia 1am sing. Chéng chi dinh ding chung
viii gernfibrozil, khéng khuyén cée ding chung vdi céc fbrat khac
Simvastatin:

Chdt e ¢he CYPIA4: Simvastatin 13 co chat cla CYP3AL, SIF dung chung voi
chit fic ché CYP3A4 [2m tang nguy ¢ b bénh co va tigu covin do Iam ting
hoat tinh e ché HMG-CoA reductase trong huyét thanh.

Chdng chl dinh st dung chung voi chit dc ché manh CYP3AS (nhy
raconazol, ketoconazol, posaconazel,  voriconazol,  erythromycin,
clarithrarmyeln, telithromycin, chit tc ché HIV protease {nhu nelfinavir),
baceprevir, twelaprevir, nefazodon, gemfibrozil, cyclosporin, danazel va céc
thudc chifa cobiclstat),

Than trgng khi phél hop v cic chit te ché CYP 3A4 véu hon nhu fluconazol,
3 c6 bao cio tiéu ¢d van khi ding chung, Than trong khi phéi hup voi cic
chit e ché trung binh CYP 344,

Tranh dang lugng e nude &p budi (> 1 L/ ngayl.

Thusc itc ché protease ciia HiV vé viém gan siéu vi C {HCV): DUhg ddng tha céc
thudc ha lipid mdu nhom statin vl cac thudc didu tri HIV va vidm gan sidu vi
C (HOV} o6 thi Jam tirg nguy co gy 1dn thuong co. nghiém trong nhit fa
I8y cof van, than hu din dén suy than va o the gdy tivong.

Amiodaron, amiodipin, ranofazin: Khing nén diing qud 20 mg simvastain/
ngay khi s dung phdi hop.

Acid fusidic: Tang nguy co bénh cg va tiéu <o van khi diing chung. Diing
chung |3m tang ndng do trong huyét thanh ¢la & hai thudc. Ca ché chua
duge hiéu rd. Khdng duge st dung simvastatin chung vdi acid fusidic, B ghi
nhan trudng hop H2u co van khi s dung chung hai thudc nay, Nén ngtling
statin trong thisi gian diing acld fusidic. C6 thé sir dung fal statin sau 7 ngay
ké tir khi ngitng acid fusidic. Trong truding hap cdn phal sir dung acid fusidic
& bénh nhan dang diing statin {nhiém triing ndngl, cdn nhac dyz tén tnh
trang bénh nhan vi phai theo dbi chat ché,

Lomitapid: 56t dung phdl hap ¢6 the 1ng nguy ca bénh cova tidu cd van. &
bénh phan ting cholesterol huyét @6ng hap 1 gia dinh, khdng diing vién
phéi hop simvastatin/ ezetimibe qua 40/ 10 mg hdng ngay.

Cht i ché protein vén chuyén CATPTBY: S{ dung @8ng thdli vdi chat dc ché

OATP181 c6 thé dm tang nguy <o bénh g va tidu oo van gdy ra bdl
$lmvastatin,

na_nr.nz $ir dung phdl hop cé thé tng nquy ca bénh co va téu co van,

n cam ing CYP3A4, & bénh nhan st dung rifampicin

Niaci: B3 ¢é bo cdo bénh cof tiéu co van khi sit dyng phdl hop simvastatin
vl niacin (= 1 g/ ngay).

Cidc nhifa gin acid mét: €4 the lam gidm rd rét kha dung sinh hoc cda statin
khi udng cling, vi viy thai gian ding 2 thudc nay phéi céch xa nhau,

Anh hubing ciia SILVASTEN Ién dute dgng hoc cda odc thuse khdc

Thude chéing dng: Can theo di INR cla banh nhan khi diing déng thef voi
warfarin, thudc ching 95ng coumarkn, hoac fluindien.

Ezetimlbe khdng c¢dm dng enzym cytochrom P450, khéng thiy tuong tic
duge dong hee oo ¥ aghfa lam sing nao véi cic thube chuydn hoa b
cytochrom P450 1A2, 2D6, 208, 208, va 34, hodc N-acetyitransferase.
Simvastatin khong Uc ché CYP3A4. Do d6 simvastatin khéng énh huing
néng do huyét tuang clia cac chat chuyén hda thong qua CYF3A4.

Tré em; Nghién et tudng tée chl thuc hién trén ngués [én.

8. TAC DYNG KHONG MONG MUGN:

Fée dung khiing mong mudn cia vién phdi hop cdo han so v placebo:
Thudng gdp (1/100 ADR < 1/10}

Sinh hoa: Téng ALT v/ holc AST, ting CK huyét.

fegap (1/1.000 ADR < 1/106)

Slnh hésa: Tang bliinabin huyét, ting acid uric huyét, ting gamma-glutamyl
transferase, ting INR, protein nidu, gidm can.

Thér kinh: Chéng dau diu.

Figu hia; Dau bung, kho chiu & bung, dau bung trén, chitng kho téy, iy haij,
budn nén, ndn.

Da va md dudi da: Phit ban, ngla.

Cot xutong ke Bau khép, co oo, y&U ca, kho chju o van, dau cd, dau ti chl.
Toan than: Suy nhuge, mét mdi, phi ngogi bién,

Tam than: R&i loan gisic ngd:.

Tdc dung khérg mong mudh cia vién phéi hap cac from so vl statir don tri;

Thutong gap (1/196 ADR < 1/70)

Sinh héa: Tang ALT va/ hoac ASE.

Co xuong khdp: au co.

frgdp (1/1.000 ADR < 1/100)

Sinh hda:Tang b n huyét, ting CX huy@t, ting ganma-giutamyitiansfer-
ase,

Than kink: Dau dau, dj cdm.

Tiéu héa: Chuding bung, tiéu chiy, kho midng, kho tidu, day hel, trho ngugc
da day-thuic quan, ndn.

Da v s dudt da: Ngua, phét ban, may day.

Causang khdp: Bau khdp, dau lurg, ca ¢, yéu co, dau ca van, dau tl chi.
Toan thian: Suy ninive, dau ngife, mét mdi, phit ngoai bién.

Tam thin: Mdt ngi.

Kinh nghiém sau khi defa thudlc ra thi trurdng:

Mau vk bach huy&t: Glam t&u cdu, thidu mda,

Thén kinh: 8&nh than kinh ngoaf bién, suy gidm trf nhd.

H& hap: He, kho thd, bénh phdi ke.

Tiéw hoa: Tao ban, vigm tuy, viém da day.

[Da v md dudi da: Rung téc, hing ban da dang, cé¢ phan img qué min bao
gbm phdt ban, may day, phan dng phan v, phit mach.

Ca xuong khdp: Chudt wit, bénh co {bao gdm viém col, tiéu ¢ van cb hoac
khong kém theo suy than cap, bénh gan, dal khi bién chiing 8t gan, bénh cg
haal tt qua trung gian mién dich (IMABA).

Chuyén héa v dinh dufing: Glam ngon miéng,

Mach mit: Cen ndng bimg, ting huyérdp.

Toan thin: Bau,

&m gan/ vang da, suy gan gay & vong va khang gay td vang, s&l
aE, viEm i mat

Hé sinh san va nguc REF loan chis nang cuong duang.

Tam thar: Tram cdm, mét ngl.

Sinh héa: Ting phosphatase kiém, bat thuding chie néng gan.

Hiém ¢6 bao cdo héi ching qué midn bao gém mat val bigu hign saw: Phi
mach, il ching gidng lupus, dau da o dang thdp, viém da cd, vidm mach,
giam tiéu cdu, ting bach céu ai toan, téng téc 48 ling hdng ciu, vigm khdp
vi dau khdp, miy day, nhay cdm anh sdng, s6t, con @6 bing, khi thd va mét
mét,

D3 cd mdt 56 bao cao higm gip suy gidm nhan thite (vl du: Mat te nhd, hay
quén, suy gidm tri nhid, W 1) lién guan dén vide sif ding statin. Suy gldm
nhan thie da duge bac co vdi tat ¢d cac statln. Thidmg khang nghiém trong,
va ¢6 khd néng héi phuc khi ngiing sit dung statin, vdi thdd gian khdi phat
trigu chiing thay 461 {if 1 ngay @&n nhidu ndm} va khd néng phuc hél tridu
ching kidc nhau (trung blnh 3 tuén).

Tang HbAcva glucose huyét hic §6i da dugc béo che véi statin bao gdm cd
simyastatin,

Ngodi ra nhithg tée dyng khdng mong mudn sau cing duge bio cdo vdl mot

ta:

- R oan gidc ngd, bao gdm dc mdng.
- R loan chic ndng tinh dyc.
- Pal thdo duding: Tan suft phu thudc vae <& véu 16 nguy ca hay khéng

{ghucose huyét kic 66i > 5,6 rmmel/ £, BM| > 30 kgf m2, tng triglycerid, <6
n st tdng huygt dph
Thubc cd thé gay ra cic tac dung khong mong mudn khiac. Cén theo dbi chiat
ché va khiyén cae banh nhan thong bio cho bic sy nhitng tac dung kheng
mang mudn gip phai khi sif dung thudc,

9. QUA LIEU vA XU TRI:

SEEVASTEN:

Trong truéng hep qui igu, didu tri triéu ching va hd trg. Si dung déng thai
ezetimlbe {1000 mg/ kg} vé simvastatin (1000 mg/ kg) dugc dung nap &
trong nghién el dac tnh c3p khi udng & chudt cding vi chubt nhat Khing
thiy ¢d dau hidu dac tinh [am sang tren dong vat nghién cbu. LD50 dy dodn
cho cd hai lodi chudt 14 simvastatin 2 1000 mg/ kg, ezetimibe & 1000 mo/ kg,
Simvastat
Chi ed mdt vi u dugc bao cde. Lidu cao nhit duge gang fa 3,6 g. T4t
<4 bénh nhan phue héi ma khang bi di ching nac.

Ezetimibe:

Trong nghlén et 1am sang sU dung ezetimibe 50 ma/ ngay trén 15 ngudi
khde manh rong 14 ngay, hodc 40 my/ ngay trén 18 bénh phién téng
<holesterc] huyét trong vong 56 ngay, thudc dudc dung nap tdt.

Mt vai trudng hgp qué lidu ezetimibe da dugchio cae, hau hat khang b tac
dung khdng mang mudn. Cic tac dung khdng mong mudn duge bio cde
khong nghiém trong. Khi qud 112y, bénh nhan nén duge digu tri trigu chdng
vk p dung cde bién phap hé tro khi cin thiét,

16. CAC DAU HIEU CAN LLFU ¥ VA KHUYEN CAO:

Khéing diing thude qua lidu chl dinh.

Bidukidn bic quan: Noikhé réo, trénh &nh mu:m. nhiat 4 khéng qué 30°C,
x»:&:-.u edia thudc: 36 thang ké tif ngay san xudt,

3

11, NGAY XEM XET $UA DI, CAP NHAT LA1 NI DUNG HUONG DAN s
DUNG THUSGC: 12/03/2012

12, BN, DIA CHI VA BIEU TUGNG COA CO SO/ SAR KUAT

0263.TH

DAVIPHARM

Sé&n xudt tgi:

CONG TY ¢ PHAN DUGC PHAM
BAT VI PHU (DAVIPHARM)

L6 M7A, Budng D17, Khu Cong nghigp
My Phudc 1, Phudng Thdi Hoa, Thi xa
8én C4t, Tink Binh Dydng, Vit Nam
Tel: 0274,3567.687 Fax; 0274.3567.688




