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TO HUONG DAN SU DUNG THUOC
Vién nén

SILVASTEN

Thudc ban theo don
Pé xa tAm tay tré em
Poc ki huong din sir dung truée khi dung
Théng bao ngay cho béc s§ nhitng tic dung khéng mong muon khi sir dung thude

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1.

3.
4.

Thanh phéin, ham lwong cia thudc:
Moi vién nén chtra:

MBb ta san phlem: Vién nén dai mau tréng, mdt mat c6 dap logo ¢
ngang.

Quy cach dong goi: Hop 4 vi x 7 vién.

Thudc dung cho bénh gi?

San pham SILVASTEN chtra hai thanh phan chinh ¢6 tac dyng duge ly 13 simvastatin va
ezetimibe. SILVASTEN duogc dung dé ha nong do cholesterol toan phan, cholesterol xau
(LDL cholesterol) va cac chat béo goi 1a triglycerid trong mau. Ngoai ra thudc con ting
ndng do cholesterol tot (HDL cholesterol).

SILVASTEN ha cholesterol theo hai cach. Ezetimibe giam hap thu cholesterol ¢ dudong
tiéu hoa. Simvastatin, mot thudc thudc nhom statin, giam sy tong hop cholesterol trong co
thé ban.

SILVASTEN duogc str dung theo chi dinh cta bac sy trong mot s6 truong hop cu thé dé
glam nong do cholesterol trong mau khi ngu’m bénh c6 ndng dd cholesterol qua cao va khi
viéc an kiéng va luyén tap khong da dé ha nong do cholesterol.

Cholesterol 13 mot trong nhimg chit béo duoc tim thiy trong mau. Cholesterol toan phan
chu yéu gdm LDL va HDL cholesterol.

LDL cholesterol dugc goi 1a cholesterol xdu vi ching c6 thé tich ty ¢ thanh dong mach
hinh thanh xo vira. Sau cung cac mang xo vira nay s€ tich tu lai va [am hep dong mach, gay
cham hoic tic dong mau dén cac co quan nhu tim va ndo. Piéu nay c6 thé gy ra dau tim
hodac dot quy.

HDL cholesterol duoc goi 1a cholesterol t6t vi chiing c6 thé giit cholesterol xau khong tich
tu & dong mach va phong ngtra bénh tim.

Triglycerid 1a mot dang chét béo khac trong mau, c6 thé gdy tang nguy co bénh tim.
SILVASTEN chi dugc dung trén bénh nhan khong thé kiém soat nong do cholesterol chi
bang ché d6 an kiéng. Ban nén tiép tuc thuc hién ché d6 an kiéng it cholesterol khi diéu tr
bang thudc. o
SILVASTEN duéi su chi dinh ctia bac s§ nhu mét bién phap hd tro ngoai an kiéng dé kiém
soat cholesterol trong diéu tri ting cholesterol trong mau (cholesterol huyét tién phat (di
hop tir gia dinh va khong gia dinh) hodc tang ndng do chat béo trong méu (tang lipid huyét
hon hop).

SILVASTEN khong lam giam nguy co dau tim va dot quy thap hon so véi chi ding
simvastatin.

Chua rd tinh an toan va hiéu qua cua thudc & tré em dudi 10 tudi hodc bé gai chua day thi.

Nén dung thudc nay nhu thé nao va liéu lwgng?
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Luén dung thude chinh xac nhu huéng din cua bac sy hodc duge sy. Néu ban chua 13, hiy
héi lai cho chic chan.

Ban nén theo mot che dd an it cholesterol khi bat dau st dung thude va tiép tuc theo ché do
an uong nay trong sudt thoi gian diéu tri.

Liéu dung:

Liéu dung thong thudng cho ngudi 16n va tré em trén 10 tudi 1a 1 vién/ ngay.

Cach dung:

Ubng SILVASTEN véi mot cdc nudce, nubt nguyén vién, khéng nhai hodc nghién vién
thudc, uéng mot 1an mdi ngay vao budi t6i, c6 thé udng lic doi hoic no.

Néu bac sy chi dinh SILVASTEN vo1 thude ha cholesterol chira hoat chat 1a cholestyramin
hodc céc thude gén acid mat khac, ban nén stir dung SILVASTEN it nhét 2 gio trude hoac 4
gio sau khi ding thudc gan acid mat.

6. Khinao khong nén dung thuoc nay?
Khéng nén dung thube nay néu ban:
- Man cam véi simvastatin, ezetimibe hodc vi bat cir thanh phﬁn nao cua thude.
- Pang mang thai hodc cho con bu.
- Ban dang bi bénh gan hodc cac van dé vé gan khac.
- Ban dang sir dung nhing thudc sau:
+ Itraconazol, ketoconazol, posaconazol, hodc voriconazol (thuéc tri ném).
+ Erythromycin, clarithromycin, hoic telithromycin (thudc khang sinh).
+ Chét (rc ché HIV protease nhu indinavir, nelfinavir, ritonavir, va saquinavir (tri nhiém
HIV).
+ Boceprevir hodc telaprevir (tr1 viém gan siéu vi C).
+ Nefazodon (tri trAm cam).
+ Cobicistat va cac ,thu(*)c chtra cobicistat.
+ Gemfibrozil (thuoc ha cholesterol huyét).
+ Cyclosporin (dung ¢ nguoi ghép co quan).
+ Danazol (hormon nhéan tao dé tri lac ndi mac tir cung, mot bénh ma niém mac tir cung
phat trién bén ngoai tir cung).
+ Verapamil, diltiazem, dronedaron (thuoc tim mach).
Khong dung thudc néu ban gap phai bat ky truong hop nao & trén. Tham khdo ¥ kién cia
bdc sy néu ban chwa chdc chdn.
7.  Tac dung khéng mong mudn
Nhu cac thude khac, SILVASTEN c6 thé gy tac dung khong mong mudn, nhung khong
phai ai cling gdp phai.
Lién h¢ ngay véi trung tm y té gan nhit néu ban bi dau co, dau khi cham vao hodac
yéu co. Do nhirng tri¢u chirng trén c6 thé 1a ddu hi¢u bénh co nghlem trong, tuy hiém
khi giip phai, bao gom tiéu co' van gay suy than; Va rat hiém khi gy tir vong.
Tdc dung khong mong muon thuwong gap:
- Dau co.
- Ting két qua xét nghiém chirc ning gan (transaminase) va/ hodc co (CK).
Tdc dung khéng mong mudn it gip:
- Tang két qua xét nghiém gan hodc mau, tang acid uric trong mau, tang thoi gian méau
dong, protein trong nudc tiéu, giam can.
- Chong mat, dau dau, cam giac ngua ran.
- Pau bung, kho tiéu, day hoi, nén, budn nodn, tiéu chay, kho miéng, ¢ chua.
- Phat ban, ngtra, may day.
- Pau khép, dau co, dau khi cham vao, yéu hodc co co, dau cd, dau tay hodc chan, dau
lung.
- Mét méi hodc yéu bat thuong, dau nguc,sung phu dic biét & tay va chan.
- R&i loan gidc ngi1, kho ng.
2/15 TOA153DBB



Tdc dung khong mong muén khdc khi sir dung vién phoi hop hodc ding vién phéi hop

thuéc chira simvastatin hodc ezetimibe:

- Thiéu méu, giam té bao mau, c6 thé gay bam tim hodc chay mau (giam tiéu cau).

- Té hodc yéu tay va chan, tri nhd kém, mat tri nhé, la 1an.

- Van d& vé h6 hap nhu ho kéo dai va/ hodc thé ngan hoic sdt.

- Tao bon.

- Viém tuy thu:orng keém theo dau bung nghiém trong.

- Viém gan véi triéu ching nhu: Vang da va mat, ngua nuée tiéu ddm mau hoic phan
nhat mau, cam thdy mét hodc suy yéu, mat khau vi, suy gan, soi mat hodc viém tai mat
(c6 thé gay dau bung, non, buon non).

- Rung t6c, man do, doi khi co ton thuong hinh bia ban (hong ban da dang).

- Phan ung qua man bao gdm mot s0 trong nhu'ng triéu chimg sau: Phan ung di ung bao
gdém phu mit, moi, ludi va/ hodc cd hong co thé gy kho thd, kho nubt va can diéu tri
ngay, dau hodc viém khop, viém mach mau, bam tim bat thuong, ban da va sung, may
day da nhay cam vdi anh sang, sot, nong bu:ng, tho ngén va cam thay khong khoe, bénh
giong lupus (bao gdm nbi man, bénh khop va anh hudng trén bach cau).

- Pau co, dau khi s vao, yéu co hodc chudt rat, tiéu co van, bénh gan d6i khi bién ching
duat gan.

- Giam khau vi.

- N6ng bing, ting huyét ap.

- DPau.

- R6i loan cuwong duong.

- Tram cam.

- Thay d6i két qua xét nghiém mau hodc gan.

Tdc dung khéng mong mudn khdc da dwoc bdo cdo véi mét vai statin:

- R6i loan gidc ngun, bao gdm 4c mong.

- Réi loan chirc ning tinh dyc.

- Pai thdo duong: Thuong xay ra hon néu ban bi ting dudng huyét hoic ting md mau,
thira can va tang huyét ap.

- Pau co, dau khi cham vao, yéu co kéo dai va c6 thé khong khoi khi ngirng thude.

T hué'c c6 thé gay ra cdc tdc dung khéng mong muoén khdc hodc cdc tac dung khéng mong

muon tro nén nghiém trong hon, thong bdao ngay cho bac syp.

Nén tranh dung nhimg thudc hoic thue phim gi khi dang sir dung thudc nay?

Mot s6 thude c6 thé tuong tac véi SILVASTEN nén phai thong bao cho bac s hodc duoc
sy cua ban vé tat ca cac loai thudc ma ban dang st dung, bao gém ca cac thudc ké don hodc
khong ké don, cac vitamin hodc thuéc tr duoc liéu.

Diing chung véi cdc thude sau cé thé tang nguy co bénh co. thong bdo véi bdc sy néu ban
st dung bat ky thuéc ndo dwdi day:

Cyclosporin (dung ¢ nguoi ghép co quan).

Danazol (hormon nhén tao dé trj lac ndi mac tir cung, mot bénh ma niém mac tr cung phat
trién bén ngoai tir cung).

Itraconazol, ketoconazol, posaconazol, voriconazol, fluconazol (thudc tri ndm).

Fibrat nhu gemfibrozil va benzafibrat (thudc ha cholesterol).

Erythromycin, clarithromycin, telithromycin, acid fusidic (thudc khang sinh).

Chét tc ché HIV protease nhu indinavir, nelfinavir, ritonavir, va saquinavir (trj nhiém
HIV).

Boceprevir hodc telaprevir (tri viém gan siéu vi C).

Nefazodon (tri trim cam).

Cobicistat va cac thudc chua cobicistat.

Amiodaron (tri loan nhip tim).

Verapamil, diltiazem, amlodipin, dronedaron, ranolazin (thudc tim mach).

Lomitapid.

Niacin (> 1 g/ ngay).
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10.

11.

12.

13.

14.

Colchicin (diéu trj gout).

Nudc ép budi.

Cac thuo”:c khdc c6 thé twong tdc véi SILVASTEN: .

Thube gan acid mat nhu cholestyramin, colesevelam, colestipol, dé ha nong do cholesterol
trong mau.

Cac thude ha cholesterol hoic triglycerid khac nhu cac fibrat khac.

Thubc chong ddng mau nhu warfarin, fluindion, phenprocoumon hodc acenocoumarol.
Rifampicin (diéu tri lao).

Thudc khang acid.

Néu ban khéng chdc chdn vé cdc thuoc minh dang sir dung, lién hé véi bdc sy hodc duwoc sp.
SILVASTEN va thirc én - d6 uéng:

Ban c6 thé udng thudc nay cling hoic khong cung thirc an.

Tranh dung thudc véi nude ép budi.

Rét than trong khi ding ruou trong thoi gian dung thude do c6 thé 1am ting nguy co tiéu co.

Cén 1am gi khi mdt lan quén khong dung thudc?
Néu ban quén khong dung 1 liéu, khong dung lidu d3 quén ma dung thudc theo ding lich
trinh cii. Khong udng gip doi liéu.

Néu ban mudn ngurng thudc

Tlep tuc st dung thudc cho dén khi bac sy bao ban ngimg. Khong duge tu ¥ nging thudc.
Nong do cholesterol ctia ban c6 thé tang trd lai khi ban ngimg dung thude.

Ludn lam theo chi dan cua béc sy.

Néu ban c6 thic mic gi khi sir dung thudc nay, hiy lién hé véi bac sy hodc duoc s¥.

Can bédo quan thudc nay nhuw thé nao? )

Gitr thudc trong bao bi goc ctia nha san xuat, day kin.

bé thudce noi kho rdo, tranh 4nh sang, nhiét do khong qua 30°C, va ngoai tam véi cla tré
em.

Khong sir dung thudc sau ngay hét han ghi trén bao bi (hdp va vi thudc).

Nhirng diu hiéu va triéu chirng khi dung thudc qua lléu

Dung thudc chinh xac nhu hudng din cua bac sy. Néu ‘ban v6 y dung qua lidu, théng
thuong s€ khong gay hau qua nghiém trong. Tuy nhién, néu ban dung thudc nhiéu hon chi
dan, ngung dung thudc va lién lac ngay véi bac sy hodc trung tim y té gan nhat.

Can phai lam gi khi dung thudc qua liéu khuyén cio

Ngung dung thude va lién lac ngay V01 bac s§ hodc trung tam y té gan nhat.

Mang theo vién thudc ciing véi bao bi dé bac sy biét ban da udng thude gi va co bién phap
xtr 1y kip thoi.

Nhirng diéu can thin trong khi ding thudc nay

Trude va trong khi diing thuée ndy, théng bdo cho bdc sy néu ban c6 nhitng vin dé sau:

- Tinh trang strc khoe ctia ban, bao gdm ca dj tng.

- Nén ban uéng nhiéu ruou hodc c6 bénh vé gan.

- Néu ban sap phau thuat.

- Néu ban 1a ngudi chau A, vi ¢6 thé phai str dung thudc vai liéu khac.

Néu ban dang st dung thudc chong dong nhu warfarin, acenocoumarol, lic ndy can phai
theo doi INR than trong.

Béc sy sé& tién hanh xét nghiém mau cta ban dé kiém tra chirc nang gan trude khi hoac
trong khi diéu tri néu can thiét. Trong thoi gian diéu tri, neu thdy cac triéu chimg nhu mét
moi, chan an, khé chiu bung trén phia bén phai, nude tiéu sdm mau, vang da, vang mat.
Day c6 thé 1a cac triéu chimg chi dau cho ton thuong gan.
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Trong khi dung thudc, bac sy s& theo ddi ban dé dé phong bénh dai thao dudng hodc nguy

co bi dai thao duong. Nguy co bi dai thao duong la: Nong d6 duong va chit béo trong mau

cao, thtra can va tang huyet ap.

Thong bao véi bac sy néu ban bi bénh phdi ning.

Tranh dung chung SILVASTEN véi fibrat, do chua c6 thong tin khi sir dung phéi hop

Lién hé ngay véi trung tim y té gin nhat neu ban bi dau co, dau khi cham vao hoidc

yeu co. Do nhirng tri¢u chirng trén cé thé 1a dau hi¢u bénh co nghlem trong, tuy hiém

khi gap phai, bao gom tieu co van gay suy thin; Va rat hiém khi gy tir vong.

Nguy co tiéu co van tang néu ban dung thude liéu cao, nguy co nay ciing 1én hon & mot sb

bénh nhan. Thong bdo v4i bac s§ néu ban:

- Bibénh thén.

- Bi bénh tuyén giap.

- Langudi cao tudi > 65 tudi.

- La phu nir.

- Da tung bi bénh co khi diéu trj vai thube ha cholesterol goi la "statin" nhu (simvastatin,
atorvastatin, va rosuvastatin) hodc fibrat (nhu gemfibrozil va benzafibrat).

- Gia dinh ban c6 bénh co di truyén.

Thong bao cho béac sy néu ban bi yéu co kéo dai.

SILVASTEN c6 chura lactose, thong bao cho bac s§ diéu tri néu ban da tung dugce cho biét

ban khong c¢6 kha ning dung nap bat ky loai duong nao.

Dung thuoc cho tré em:

Khong dung thude cho tré em dudi 10 tuoi.

Phu nit mang thai hodc cho con bu:

Khong dung SILVASTEN cho phu nir ¢6 thai va cho con bu.

Trong thoi gian st dung thudc, nén sir dung bién phép tranh thai phu hop. Khi phat hién

minh dang mang thai, can phai ngimg thuoc va thong bdo ngay cho bac sy.

Lién hé vé6i bac s§ hodc duoc sy néu ban can thém thong tin.

Ldi xe va van hanh may moc:

Luu ¥ khi st dung thudc co thé gay chong mat, do d6 can phai than trong khi 1ai xe hodc

van hanh méy trong khi van con cic triéu ching trén.

15. Khi nao can tham van bac s, duoc s§7?
Neéu can thém thong tin xin hodi y kién bac sy hodc dugc sy.
16. Han dung ciia thudc: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BQ Y TE

PAC TiNH DUQC LUC HQC:

Nhém dwoc ly: Chat trc ché HMG-CoA reductase két hop véi thude diéu hoa lipid khéc.
Ma ATC: C10BA02 (Simvastatin va ezetimibe)

Cholesterol huyet twong c6 hai nguén goc: Ngudn gbc ngoai sinh (hap thu tr rudt) va
ngudn gbc ndi sinh (co thé ty tong horp) SILVASTEN 1a thudc ph01 horp hai chat
simvastatin va ezetimibe, ¢ tac dung lam giam cholesterol huyét twong bang ca hai cach
trc ché sy hap thu va sy tong hop.

Simvastatin

Nhém dwoc Iy: Chéng ting lipid huyét (nhom chat wc ché HMG-CoA reductase, nhém
statin). Ma ATC: C10AAOQ7.

Sau khi udng, simvastatin - mot lacton khong ¢6 hoat tinh - bi thuy phén trong gan tao
thanh dang B-hydroxyacid, c6 hoat tinh trc ché manh HMG-COoA reductase (3-hydroxy-3-
methylglutaryl-coenzym A reductase) Enzym nay xuc tac gua trinh chuyén d6i HMG- CoA
thanh acid mevalonic, 1 giai doan sém va budc gidi han téc d6 trong con dudng sinh tong
hop cholesterol.

Simvastatin cho thdy tic dung giam LDL-C ¢ ca bénh nhan c6 néng d6 LDL-C binh
thuong va tang. LDL dugce tao thanh tir VLDL va bi di hoa chu yéu boi thu thé LDL c6 ai
lyc cao. Co ché glam nong d6 LDL-C ciia simvastatin c6 the lién quan dén ca sy giam nong
d6 VLDL-C va cam ung thu thé LDL, dan dén giam tong hop va ting di héa LDL-C.

Apolipoprotein B ciing giam dang ké khi diéu tri bang simvastatin. Ngoai ra, simvastatin
cling lam ting vira phai HDL-C va giam triglycerid toan phan trong huyét twong. Két qua
lam giam ty 1¢ cholesterol toan phan/ HDL-C va LDL-C/ HDL-C.

Ezetimibe

Nhém dwoc ly: Nhom thude diéu hoa lipid khac, M& ATC: C10AX0.

Ezetimibe thudc nhém thude ha lipid moi, thudc e ché sy hép thu cholesterol va sterol
thue vat ¢ rudt non. Ezetimibe ¢6 hoat tinh khi dung duong uong va cd co che khéc cac
nhém thudc ha lipid huyét khac (nhu statin, thudc gin acid mat (resin), dan xuat acid fibric,

va céc stanol thuc vat). Phan tir muc tiéu cia ezetimibe 1a chat van chuyen sterol, Niemann-
Pick C1-Like 1 (NPC1L1), ¢ vai trd trong sy hap thu cholesterol va phytosterol & rudt non.
Ezetimibe khu tra tai b ban chai rudt non va @re ché sy hap thu cholesterol, lam glam su
van chuyén cholesterol ¢ rudt non téi gan, trong khi cac statin 1am giam sinh tong hop
cholesterol & gan, va khi ding phéi hop, hai co ché khéac biét trén cho tac dung bo tro trong
tac dong ha lipid huyét.

PAC TiNH DUQC PONG HOQC:

Khong c6 tuong tac duoc dong hoc dang ké khi phdi hop ezetimibe v4i simvastatin.

Vién két hop simvastatin va ezetimibe c6 dugc dong hoc tuong tu véi khi uéng hai vién
simvastatin va ezetimibe riéng 1¢.

Simvastatin

Hip thu:

Simvastatin chuyén hoa va thai trir budc déu qua gan manh, lugng chat chuyén héa c6 hoat
tinh - hydroxya01d duogc tim thay trong tuan hoan sau khi uéng mot liéu simvastatin chiém
it hon 5% liéu udng.

Duogc dong hoc cua chét trc ché hoat dong va téng cac chat tre ché trong huyét tuong khong
bi anh hudng khi ubng simvastatin ngay trudc bira an it chit béo.

Phan bé:

Ca simvastatin va dang B-hydroxyacid gan véi proteln huyét tu’o*ng nguoi (95%). Nong do
dinh cua cac chat rc ché dat duoc 1,3 - 2,4 gi0 sau khi uong. Khi cho chudt udng
simvastatin c6 gan dong vi phong xa, din xuat gin dong vi phong xa cua simvastatin di qua
duoc hang rao mau néo.

Chuyén héa:
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Simvastatin la mét lacton khong c6 hoat tinh, dé thity phan in vivo tao thanh dang B3-

hydroxyacid, mot chat trc ché manh HMG-CoA reductase. Sy thiy phan dién ra chu yéu &

gan; Toc do thuy phéan trong huyét twong nguoi rat cham.

Mirc d6 trc ché HMG-CoA reductase dugc dung 1am co s¢ dé danh gla duogc dong hoc chét

chuyen hoa B-hydroxyacid (chét c6 hoat tinh e ché) va cia tong cac chat tc ché trong

huyét trong sau khi udng simvastatin. Chat chuyen hoa chinh hi¢n dién trong huyét tuong

nguoi la B- hydroxya01d clia simvastatin va cac dan xuét 6'-hydroxy, 6'-hydroxymethyl va

6' -exomethylen cta no.

0 nguoi simvastatin dugc hép thu t6t va trai qua chuyén hoa va thai trir bude dau ¢ gan. Sy

chuyén hoa va thai trir & gan phu thudc vao toc do dong mau ¢ gan. Gan la noi chuyén hoa

va thai trir chinh, v6i phan 16n thai trir cua thube qua mat. Do dé lugng chit co hoat tinh

trong tudn hoan hé thong thap.

Sau khi tiém tinh mach chat chuyén héa B-hydroxyacid, thoi gian ban thai trung binh 13 1,9

gio.

Thdi trie:

Simvastatin dugc dua vao té bao gan theo co ché chu dong bang chit van chuyén

OATP1BL.

O nguoi, sau khi udng 1 liéu simvastatin danh dau 14C, 13% liéu thai trir qua nudc tiéu va

60% qua phén trong 96 gio. Luong thudc thai trir qua phan bao gd6m luwong thude duoc hép

thu thai trir qua mat va luong thudc khong dugc hap thu. Sau khi tiém tinh mach chat

chuyen hoéa B- hydroxya01d trung binh chi c6 khoang 0,3% liéu tiém duoc thai trir qua nudc

tiéu dudi dang chat tc ché.

Ezetimibe

Hip thu:

Sau khi uéng, ezetimibe dugc hap thu nhanh va két hop thanh dang ezetimibe-glucuronid.

Nong d6 tdi da trong huyet tuong (Cmax) dat dugc khoang 1 - 2 gio sau khi udng ddi vai

ezetimibe-glucuronid, va khodng 4 - 12 gi¢ sau khi uong d6i voi ezetimibe. Thirc an khong

¢6 anh hudng dén sinh kha dung cta ezetimibe.

Phan bé:

Ezetimibe va ezetimibe-glucuronid gin két v6i protein huyét twong & ty 16 99,7% va 88 ~

92%.

Chuyén héa:

Ezetimibe dugc chuyén hoa cha yéu & rudt non va gan théng qua sy két hop glucuronid.

Ezetimibe va ezetimibe- glucuromd 1a cac hop chét chinh duoc tim thay trong huyet tuong,

ezetimibe chiém 10 - 20% va ezetimibe-glucuronid chiém 80 - 90% tong luong thudc trong

huyét twong. Ca ezetimibe va ezetimibe-glucuronid duoc thai trir chdm khoi huyét twong do

chu trinh gan rudt. Thoi gian ban huy cta ezetimibe va ezetimibe-glucuronid l1a khoang 22

gio.

Thai trir:

Sau khi uong 1C-ezetimibe (20 mg), khoang 93% ezetimibe hign dién trong huyét tuong.

Sau 48 gi0, khong con tim thay thuoc hién dién trong huyét twong. Khoang 78% va 11%

duoc tim thay trong phan va nudc tiéu trong vong 10 ngay.

Poi twong dac biét:

Tré em:

Ezetimibe: Dugc dong hoc ezetimibe twong tu ¢ tré em 10 - 18 tudi va ngudi 16n.

Chu’a c6 thong tin day du vé duoc dong hoc cua dang phdi hop trén tré em (xem thém muyc
"céac truong hop thén trong khi dung thudc").

Nguwoi cao tuoi:

Simvastatin: Trong mot nghién ctru bao gdm 16 ngudi cao tudi (70 - 78 tudi) st dung

simvastatin voi liéu 40 mg/ ngay, mirc do trc ché HMG-CoA trung binh trong huyét tuong

& ngudi cao tudi ting khoang 45% so v61 18 nguoi trong do tudi 18 - 30 tudi.

Ezetimibe: Nong do huyét tuong ctia ezetimibe cao hon 2 lan ¢ ngum cao tudi (= 65 tudi)

so voi ngu’ol tré tudi (18 to1 45 tu01) Téac dung giam LDL-C va an toan cua thudc tuong

duong gitra nguoi cao tudi va nguoi tré tudi.
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Suy gan:

Ezetimibe: AUC cua ezetimibe tang ¢ b¢nh nhan suy gan. Khong can chinh lidu & bénh
nhan suy gan nhe (Child-Pugh tir 5 - 6). Do chua biét anh huong cua taing AUC trén bénh
nhan suy gan trung binh (Child-Pugh tir 7 - 9) hodc ning (Child-Pugh > 9), khong khuyén
cao sur dung ezetimibe trén bénh nhan nay.

Suy than:

Simvastatin: Nghién ctru dugc dong hoc trén statin khdc c6 cung duong thdi trir voi
simvastatin cho thdy voi cing lidu luong phoi nhidm hé thdng c6 thé ting 1én & bénh nhan
suy thdn nang.

Ezetimibe: O bénh nhan suy than ning (Cler < 30 mL/ phat/ 1,73 m?) AUC tang 1,5 lan so
voi nguoi khoe manh. Sy ting nay khong c6 y nghia lam sang. Khong can chmh lidu
ezetimibe.

O bénh nhan ghép than va str dung nhiéu thubc, bao gdm ca cyclosporin, phoi nhiém véi
ezetimibe ting 12 1an.

Gidi tinh:

Ezetimibe: Nong do huyet twong ¢ phu nit hoi cao hon nam gi¢i (khoang 20%). Hi¢u qua
glam LDL-C va an toan cta thudc twong duong gitta nam va nit. Khong can chinh liéu theo
gidi tinh.

Da hinh kiéu gen:

Simvastatin: O ngudi c6 kiéu gen SLCOIBI ¢.52IT > C, OATP1BI ¢6 hoat tinh thap hon.
Phoi nhiém trung binh cua chat chuyen hoa c6 hoat tinh chinh, acid simvastatin 1a 120% &
ngu(n c6 alen C di hgp tir (CT) va 221% & ngum c6 alen C dong hop tu (CC) so véi ngucn
c6 kiéu _gen thuong gap nhat (TT). Alen C c6 tan suat 18% & dan s6 chau Au. O nguoi da
hinh kiéu gen SLCO1B1 ¢6 nguy co ting phoi nhiém hé thdng véi simvastatin, c6 thé gay
tang nguy co tiéu co van.

CHI PINH:

Diéu tri voi cac thude 1am thay ddi lipid chi nén 1a mot thanh phan trong nhiéu bién phap
can thi€p ¢ bénh nhan c6 nguy co cao bi xo vira dong mach do tdng cholesterol huyét. Céc
thudc 1am thay doi lipid nén dugc dung dé hd tro cho ché do an (han ché chat béo bio hoa
va cholesterol) va khi dap tmg voi ché d¢ an va liéu phap khong dung thudc khac 1a khong
day du.

Ting cholesterol huyét nguyén phat:

SILVASTEN dugc chi dinh dé 1am giam cholesterol toan phan, lipoprotein cholesterol ty
trong thip (LDL-C), apolipoprotein (Apo B), triglycerides (TG) va lipoprotein cholesterol
khong phai ty trong cao (non-HDL-C), va tang lipoprotein cholesterol ty trong cao (HDL-C)
¢ bénh nhan tang cholesterol huyét nguyén phat (gia dinh di hop tir hodc khong) hoic ting
lipid huyét hon hop.

Ting cholesterol huyét gia dinh d(‘)ng hop tir (HoFH):

SILVASTEN dugc chi dinh dé lam giam cholesterol toan phan va LDL-C & bénh nhén ting
cholesterol huyét gia dinh déng hop tir nhu 12 mot li€u phap hd trg cho cac liéu phép ha
cholesterol khac (nhu phan tich LDL) hozc néu khong cé liéu phéap khac.

Gidi han chi dinh:

Khong co su gia ting loi ich ciia vién két hop trén ty 1é mic bénh va tir vong do tim mach
so vOi simvastatin.

Vién két hop chua duoc nghién ciru trén réi loan lipid huyét typ I, 11T, IV va V Fredrickson.

LIEU DUNG- CACH DUNG:

Cach dung:

SILVASTEN duogc st dung duong uéng, mot 1an mdi ngdy vao budi tdi, khéng bi anh
hudng boi thirc an. Khong duoc bé vién thude.

Bénh nhén nén theo mot che d6 an it cholesterol khi bat dau str dung thudc va tiép tuc theo
ché do an udng nay trong sudt thoi gian diéu tri.

Liéu dung:

8/15

TOA153DBB



Nguoi lon: Liéu dung thong thuong 1a 1 vién/ ngay.

Liéu dung simvastatin nén duoc diéu chinh theo ting bénh nhan dya trén mue dd lipid
huyet tuong. Nén bat dau diéu tri voi heu thap nhit ma thude cé tac dung, sau d6 néu can
thiét, c6 thé diéu chinh liéu theo nhu cdu va dap tng cua tung ngu:cn bing cach ting liéu
tung dot cach nhau khong du6i 4 tuan va phai theo doi phan g c6 hai cua thude, dic biét
1a phan tmg c6 hai dbi vai hé co.

Lleu khai dau simvastatin thu’o*ng la 10 mg hodc 20 mg/ ngay, tang heu sau 4 tuan néu can
thiét, lidu tbi da 1a 80 mg/ ngay Do nguy co tac dung khong mong mudn, lidu t6i da 40 mg
chi str dung khi that can thiét va dudi su theo ddi cua cac bac sy chuyén khoa.

Vién SILVASTEN la dang vién két hop chira simvastatin 20 mg/ ezetimibe 10 mg, duoc sir
dung dé thay thé vién simvastatin 20 mg va ezetimibe 10 mg riéng 1¢ hoic dugc dung dé
phdi hop thém ezetimibe khi diéu tri bang simvastatin 20 mg khong dat dugc muc tiéu dicu
tri. SILVASTEN khong thich hgp véi chi dinh diéu tri véi liéu lwong khac.

Nguoi cao tuéi: Khong can diéu chinh liéu ¢ cac bénh nhén nay.

Tré em: Khoi déu diéu tri nén dugc tién hanh dudi su theo doi cua bac sy chuyén khoa.

Tré em > 10 tudi (tinh trang dy thi: Bé trai ¢6 chi s6 tanner > II va be gal it nhat 1 nam sau
khi c6 kinh nguyet) Thong tin lam sang trén tré em (10 - 17 tudi) con gi6i han. Liéu
simvastatin nén dugc diéu chinh theo tirng bénh nhan, liéu khoi dau thuong 13 10 mg/ ngay,
t6i da 12 40 mg/ ngay.

Tré em < 10 tu01 Khong khuyen céo str dung SILVASTEN trén tré em < 10 tudi do chwa
day du dir liéu vé an toan va hiéu qua. Kinh nghiém trén tré em trudc khi day thi con han
ché.

Bénh nhén suy gan: Khong can chinh liéu & bénh nhan suy gan nhe (chi s Child-Pugh 5 -
6). Khong khuyén céo sir dung SILVASTEN trén bénh nhén suy gan trung binh (chi s6
Child-Pugh 7 - 9) va néng (chi s6 Child- -Pugh > 9). Chéng chi dinh cho bénh nhén c6 bénh
gan tién trién hodc ting transaminase huyet thanh kéo dai ma khong rd nguyén nhan.

Bénh nhdn suy thdn: Khong can chinh lidu & bénh nhan suy than nhe (muc loc cau than >
60 mL/ phat/ 1,73 m?). O bénh nhan suy than man va ¢6 muc loc cau than < 60 mL/ phat/
1,73 m?, lidu SILVASTEN khuyén céo 1a 1 vién/ ngay udng 1 lan vao budi téi. Than trong
khi str dung liéu cao hon.

Dung chung vdi amiodaron, amlodipin, ranolazin: Khéng nén dung qua 20 mg
simvastatin/ ngay.

Dung dong thoi verapamil, diltiazem, dronedaron: Chong chi dinh.

Ding dong thoi lomitapid: Khong dung simvastatin qua 40 mg khi phdi hop cing véi
lomitapid.

CHONG CHI PINH:

Bénh nhin man cam véi simvastatin, ezetimibe hodc bat ky thanh phan nao cua thudc.

Phu nit mang thai hodc cho con bu.

Bénh nhén c6 bénh gan tién trién hodc ting transaminase huyét thanh kéo dai ma khong rd
nguyén nhan.

Str dung chung véi chét trc ché manh CYP3A4 (nhu itraconazol, ketoconazol, posaconazol,
voriconazol, erythromycin, clarithromycin, telithromycin, chat e ché HIV protease (nhur
nelfinavir), boceprevir, telaprevir, nefazodon, gemfibrozil, cyclosporin, danazol va cac
thuoc chira cobicistat).

Phdi hop vé6i verapamil, diltiazem, dronedaron.

Khoéng dung simvastatin quéa 40 mg khi phdi hop ctng véi lomitapid.
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6. CANH BAO VA THAN TRQNG KHI SU DUNG THUOC:
Trudc va trong khi diéu tri véi statin, nén két hop kiém soét cholesterol huyét bang cac
bién phap nhu ché d¢ an, giam cén, tap thé duc, va diéu tri cac bénh co thé 1a nguyén nhan
ctia tang lipid. Phai dinh ky kiém tra lipid huyet va diéu chinh liéu luong theo dap mg cua
ngudi bénh voi thude. Muyc tiéu diéu tri 1a glam cholesterol LDL, vi vy can sir dung nong
do cholesterol LDL dé bat dau diéu tri va danh gia dép (mg diéu tri. Chi khi khong xét
nghiém dugc cholesterol LDL, méi sir dung cholesterol toan phén dé theo ddi diéu tri.
Bénh co/ tiéu co van:
Bénh co va tiéu co van di dugc bao céo khi sir dung ezetimibe. Hau hét bao cao tiéu co van
xay ra trén bénh nhén st dung ezetimibe két hop véi statin. Tuy nhién tiéu co vén rat hiém
gdp ¢ bénh nhan su dung ezetimibe don tri cing nhu khi sir dung ddng thoi ezetimibe voi
cac thudc khac c6 thé tang nguy co tiéu co van. Nguy co tiéu co van ting khi hoat tinh trc
ché HMG- CoA reductase trong huyet tuong cao.
Phai cén nhac bénh co & bat cir nguo’l bénh nao dang diéu tri statin ma co dau co lan toa, co
yéu hodc nin vao dau, va/ hoic co nong d6 CK huyét thanh ‘gang cao (16n hon gap 5 lan
gio1 han cao cua binh thuong). Phai ngung li¢u phap statin néu noéng do6 CK huyét thanh
tang cao hodc néu chan doan hodc nghl ngd bénh co. Néu dau co ma khong tang hodc ting
vura phai CK huyét thanh (< 5 1an gi6i han cao cua binh thuong), phai gidm sat ngudi bénh
hang tuan, cho t6i khi cac triéu chimg d&, néu xau di, phal ngung thude.
Li€u phap statin phai tam ngung hoac thoi han & bat clr nguoi bénh nao co biéu hién bi
bénh co cp va ning hodc c6 yéu t6 nguy co dé bi suy thén cép do ti€u co van, thi du nhu
nhiém khuan céap nang, ha huyét ap, phau thuat va chan thuong 16n, bat thuong vé chuyén
hoa, noi tiét, dién giai hodc co glat khong kiém soat dugc.
Giam chirc ning ciia protein van chuyén:
Giam chirc ning cua protein van chuyén OATP ¢ gan c6 thé ting phoi nhiém hé théng cua
acid simvastatin va tang nguy co bénh co va tiéu co van. Nguyén nhan c6 thé do trc ché boi
twong tac thude (nhu cyclosporin) hodc ¢ bénh nhan mang gen SLCO1BI ¢.521T > C.
Theo doi creatin kinase (CK):
Can nhéc theo ddi creatin kinase (CK) trong trudng hop:
Truede khi diéu tri:
Xét nghiém CK nén dugc tién hanh trong cac truong hop: Suy giam chire nang thén, la nir
gidi, nhuroc giap, tién sir ban than hoic gia dinh mac bénh co di truyen tién sir bi bénh co
do sir dung statin hodc fibrat truge do, tlen str bénh gan va/ hoic udng nhiéu ruou, bénh
nhan cao tudi (> 70 tudi) co nhitng yéu td nguy co bi tiéu co van, kha ning xdy ra tuong tac
thudc va mot so ddi tugng bénh nhan dic biét. Trong nhitng trudng hop nay nén can nhic
loi ich/ nguy co va theo di trén 1am sang khi diéu tri bang statin.
Néu két qua xet nghiém CK > 5 lan ULN khong nén bét dau diéu trj bang statin.
Trong qua trinh diéu tri bang statin:
Bénh nhan can phai thong bao ngay Ve dau co, yeu co hodc co cung co khong rd nguyén
nhan, dic biét kém voi kho chiu va sét... Khi co cac biéu hién nay, bénh nhan can lam xét
nghiém CK dé c6 cac bién phap can thiép phu hop.
Enzym gan:
Trong cac thir nghiém 1am sang, mot sb it ngudi bénh uong ezetimibe két hop voi
simvastatin thdy tang rd rét transaminase huyet thanh (> 3 lan ULN). Khuyén cdo lam x¢€t
nghiém enzym gan trude khi bat dau diéu tri va trong truong hop chi dinh 14m sang yéu cau
xét nghi¢m sau do (nhu c¢6 cac biéu hién goi ¥ ¢ ton thuong gan) Gidm sat dinh ky churc
nang gan nhu khuyén céo trude day thuong khong glup ich vi ton thuong gan nang do dung
statin hiém xay ra va khong tién doan duoc & moi nguoi bénh, can thén trong khi ding
simvastatin ¢ bénh nhan nghlen ruou ning va/ hodc co tién sir bénh gan. Nén ngung hodc
giam liéu simvastatin néu noéng do transaminase huyét thanh gap 3 lan gi6i han trén cia
muc binh thuong. Luu y ALT c6 thé c6 ngudn gbc tir co, do d6 néu ALT tang cung voi CK
c6 thé 1a dau hiéu bénh co.
Suy gan:
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Do chua biét anh hudng khi ting nong do ezetimibe ¢ bénh nhan suy gan vira hoic ning
nén khong dung thude cho nhirng bénh nhan nay.

Bénh dai thao duong:

Nhom statin ¢6 thé tang duong huyet HbAlc & mot sb bénh nhan. Can theo ddi duong
huyét & bénh nhan c6 nguy co, va c6 bién phap diéu tri thich hop néu ting duong huyét.
Loi ich giam nguy co bién c6 tim mach 1én hon nguy co dai thao duong, khong nén ngirng
diéu tri statin.

Tré em:

An toan va hi€u qua khi sir dung phbi hop simvastatin va ezetimibe trén tré¢ em tur 10 - 17
tudi b tang cholesterol huyet di hop tur gia dinh da dugc danh gid trong mot nghién cuu
1am sang & bé trai (chi sb Tanner > II) va bé gai it nhat 1 nam sau khi c6 kinh nguyét.

Trong nghlen ctru trén khong phét hién cé anh hudng nao trén su phat trién va truong thanh
cla bé trai va bé gai, hodc anh hudng trén chu ky kinh nguyét cua bé gai. Tuy nhién anh
huong cia ezetimibe trén su phat trién va treong thanh khi sir dung kéo dai > 33 tuan chua
dugc nghién cuu.

Ezetimibe chua duoc nghién ctru trén tré em < 10 tudi hodc bé gai chua co6 kinh nguyet
Hiéu qua khi st dung ezetimibe kéo dai trén tré em < 17 tudi dé giam bénh tat va tir vong
khi truong thanh chua duge nghién cuu.

Cac fibrat:

Chua c6 thong tin vé an toan va hiéu qua cua ezetimibe phdi hop véi fibrat.

Sw dung dong thoi véi thude chong dong coumarin:

Khi str dung SILVASTEN cung véi warfarin hodc cac thudc chdng dong kiéu coumarin,
hodc fluindion, can theo ddi INR mot cach than trong.

Bénh phdi ké:

ba c6 bao cao bénh phéi k& v6i mot sd statin, bao gém ca simvastatin, dac biét 1a khi diéu
tri 1au dai. Biéu hién c6 thé bao gdm khé thd, ho khan va suy giam stc khoe (mét moi,
giam cén va sot). Néu c6 nghi ngd bénh nhan bi bénh phoi k&, nén ngimg statin.

Cac than trong khac:

Chi dung statin cho phu nit ¢ do tu01 sinh dé khi ho chic chin khong mang thai va chi
trong truong hop tang cholesterol huyét rat cao ma khong dap ung véi cac thude khac.
SILVASTEN c¢6 chira lactose, bénh nhan khéng dung nap galactose, thiéu Lapp lactase
hoic réi loan hap thu glucose-galactose khong nén st dung.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU:

Thoi ky mang thai:

SILVASTEN:

Chéng chi dinh SILVASTEN trén phu nir mang thai, phu nit ¢6 y dinh mang thai hodc nghi
ngo co thai, chi dung statin cho phy nir ¢ d9 tudi sinh dé khi ho chéc chin khong mang thai
va chi trong truong hop tang cholesterol huyét rat cao ma khong dap tng véi cac thude
khéc. Chua c6 thong tin v€ vi€c su dung dang phéi hop simvastatin/ ezetimibe trén phu nit
mang thai. Nghién ctru trén dong vat cho thiy doc tinh trén sinh san.

Ezetimibe:

Chua c6 thong tin vé sir dung ezetimibe trén phu nit ¢6 thai. Sur dung ezetimibe don tri trén
dong vat mang thai khong thdy anh huéng c6 hai gian tiép va tryc tiép dén dong vat mang
thai, su phat trién cta thai nhi, qua trinh sinh d¢ va sy phat trién sau khi sinh.

Simvastatin:

Chua c6 day du thong tin vé tinh an toan cua simvastatin trén phu nit ¢6 thai. Vi céc statin
lam gidm tong h0’p cholesterol va c6 thé ca nhiéu chat khac ¢6 hoat tinh sinh hoc dan xuat
tir cholesterol, nén thudc co thé gay hai cho thai nhi néu dung cho ngudi mang thai. Vi vay
chéng chi dinh ding statin trong thoi ky mang thai.

Thoi ky cho con bi:

Ezetimibe phan bd vao sira dong vat, chua biét thudc co phan bd vao sita ngudi hay khong.
Chéng chi dinh sir dung SILVASTEN trén phu nit cho con bi.

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC:
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Luu y viée str dung thude co tpé gdy chong mat, do d6 can phai than trong khi 1ai xe hodc
van hanh may moc trong khi van con cac triéu chiing trén.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:
Twong tac duoec lue hoc
Twong tdc véi cac thuée ha lipid huyét cé thé gay bénh co
Tang nguy co ton thuong co khi sir dung statin dong thoi véi cac thude sau:
- Gemfibrozil.
- Céc thudc ha cholesterol huyét nhém fibrat khac.
- Niacin liéu cao (> 1 g/ ngay).
- Colchicin.
Fibrat tang thai trir cholesterol qua mat, gdy so6i mat. Nghién ctru trén chd, ezetimibe lam
tang cholesterol & mat trong tai mat. Anh huong 1am sang trén ngudi chua rd, khong
khuyén cao dung chung SILVASTEN véi fibrat.
Tuong tic dugec dong hoc
Twong tac cé thé 1am ting nguy co bénh co/ tiéu co vin

Thubc Khuyén cio

Chat Uc ché manh CYP3A4 nhu

itraconazol, ketoconazol,

posaconazol, voriconazol,

erythromycin, clarithromycin, Chéng chi dinh phéi hop.

telithromycin, chat (c ché HIV
protease (nhu nelfinavir), boceprevir,
telaprevir, nefazodon, va cac thudc

chira cobicistat, gemfibrozil,
cyclosporin, danazol
Céc fibrat khac, acid fusidic Khong khuyén céo phdi hop
Niacin liéu cao (nicotinic acid) > 1g/ | Khong khuyén cdo phdi hop ¢ bénh nhan
ngay chau A
Khong dung qua 10 mg simvastatin/ ngay.
Verapamil, diltiazem, dronedaron Chédng chi dinh phdi hop véi ché pham c6
simvastatin > 20 mg
Amidodaron, amlodipin, ranolazin Khéng dung qua 20 mg simvastatin/ ngay
O bénh nhan ting cholesterol gia dinh huyét
Lomitapid déng hop tir, khong ding qua 40 mg

simvastatin/ ngay

Tranh dung lugong 16n nude budi ép (> 1 L/
] i ngay)

Anh hwong cua cac thuoc khac léen SILVASTEN:

SILVASTEN:

Niacin: Dung chung niacin vé&i vién phdi hop simvastatin/ ezetimibe 20/ 10 mg ting nhe
hép thu cua niacin va nicotinuric acid, ezetimibe, simvastatin, acid simvastatin.

Ezetimibe:

Thudc khdng acid: Lam giam hap thu ezetimibe, nhung khong anh hudng dén sinh kha
dung clia ezetimibe. Su giam hap thu nay khong c6 y nghia 1am sang.

Cholestyramin: Khi ding chung véi ezetimibe c6 thé lam giam hap thu ezetimibe.
Cyclosporin: Dung dong thoi ezetimibe v6i cyclosporin, 1am ting néng d6 trong mau cta
ca hai thudc dic biét & bénh nhan suy thdn nang. Nén than trong khi bat dau dung
ezetimibe cho bénh nhan dang dung cyclosporin.

Cac thuoc nhom fibrat: Dung chung ezetimibe voi fenofibrat hodc gemfibrozil lam tang
tong ndng do ezetimibe 1én 1,5 va 1,7 lan tuong tng. Mic du twong tac trén duoc coi 1a
khong c6 y nghia 1am sang. Chong chi dinh dung chung vé6i gemfibrozil, khong khuyén céo
dung chung vdi céc fibrat khac.

Nudc ép budi
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Simvastatin:

Chdt irc ché CYP3A44: Simvastatin 1a co chat cia CYP3A4. Sir dung chung véi chit tc ché
CYP3A4 lam tang nguy co bi bénh co va tiéu co van do lam tang hoat tinh tre ché HMG-
CoA reductase trong huyét thanh.

Chéng chi dinh s dung chung véi chit wc ché manh CYP3A4 (nhu itraconazol,
ketoconazol, posaconazol, voriconazol, erythromycin, clarithromycin, telithromycin, chat
trc ché HIV protease (nhur nelfinavir), boceprevir, telaprevir, nefazodon, gemfibrozil,

cyclosporin, danazol va cac thudc chira cobicistat).

Than trong khi phdi hop véi cac chat irc ché CYP 3A4 yéu hon nhu fluconazol, da c6 bao
céo tidu co van khi dung chung. Than trong khi phdi hop véi cac chat e ché trung binh
CYP 3A4.

Tranh dung lugng 16n nudce €p budi (> 1L/ ngay)

Thuéc ike ché protease ciia HIV va viém gan siéu vi C (HCV): Dung dong thoi cac thude ha
lipid mau nhom statin véi cac thude didu tri HIV va viém gan siéu vi C (HCV) c6 thé 1am
tang nguy co gy t6n thuong co, nghiém trong nhét 1a tiéu co van, than hu din dén suy than
va co thé gy tir vong.

Amiodaron, amlodipin, ranolazin: Khong nén dung qua 20 mg simvastatin/ ngay khi sur
dung phdi hop.

Acid fusidic: Tang nguy co bénh co va tiéu co van khi dung chung. Dung chung lam tang
nong d6 trong huyét thanh ciia ca hai thudc. Co ché chua duge hiéu rd. Khong duoc sir
dung simvastatin chung véi acid fusidic. Pa ghi nhan truong hop tiéu co van khi sir dung
chung hai thudc nay. Nén ngimg statin trong thoi gian dung acid fusidic. C6 thé st dung lai
statin sau 7 ngay ké tir khi ngimg acid fusidic. Trong truong hop can phai st dung acid
fusidic & bénh nhan dang dung statin (nhiém tring ning), can nhéc dwa trén tinh trang bénh
nhan va phai theo ddi chat ché.

Lomitapid: Str dung ph(")i‘hop c¢6 thé ting nguy co bénh co va tiéu co van. O bénh nhan
tang cholesterol huyét dong hop tr gia dinh, khong dung vién phoi hop simvastatin/
ezetimibe qua 40/ 10 mg hang ngay.

Chat ke ché protein vdn chuyén OATPIBI: St dung dong thoi voi chét wc ché OATP1BI
c6 thé 1am tang nguy co bénh co va tiéu co van gy ra boi simvastatin.

Colchicin: Str dung phdi hop c6 thé ting nguy co bénh co va tiéu co van.

Rifampicin: Do rifampicin cdm tmg CYP3A4, ¢ bénh nhén st dung rifampicin kéo dai,
simvastatin c6 thé mat tac dung.

Niacin: i c¢6 bao céo bénh co/ tiéu co van khi sir dung phdi hop simvastatin véi niacin (>
1 g/ ngay).

Cdc nhira gin acid mdt: C6 thé lam giam rd rét kha dung sinh hoc cua statin khi uéng cung,
vi vdy thoi gian dung 2 thude nay phai cach xa nhau.

Anh hwong ciia SILVASTEN lén dwoc dpng hoc ciia cdc thudc khdc:

Thuéc chong déng: Can theo ddi INR ciia bénh nhan khi dung dong thoi voi warfarin,
thudc chdng déng coumarin, hoic fluindion.

Ezetimibe khong cam ung enzym cytochrom P450, khong thdy twong tac duoc dong hoc co
y nghia 14m sang nao véi cac thudc chuyén hoa boi cytochrom P450 1A2, 2D6, 2C8, 2C9,

va 3A4, hodc N-acetyltransferase.

Simvastatin khong trc ché CYP3A4. Do d6 simvastatin khéng anh huong nong do huyét
tuong cua cac chit chuyén hoa théng qua CYP3A4.

Tré em: Nghién cliru tuong tac chi thyc hién trén ngudi 16m.

8. TAC DUNG KHONG MONG MUON:
Tdac dung khong mong muon cua vién phoi hgp cao hon so vdi placebo:
Thuong gap (1/100 < ADR < 1/10)
Sinh hoa: Tang ALT va/ hoic AST, ting CK huyét.
It gap (1/1.000 < ADR < 1/100)
Sinh hoa: Tang bilirubin huyét, tang acid uric huyét, ting gamma-glutamyltransferase, ting
INR, protein ni¢u, giam can.
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Than kinh: Chéng mit, dau dau.

Ti€u hoa: Pau bung, khé chiu ¢ bung, dau bung trén, chung kho tiéu, déy hoi, budn ndn,

non.

Da va mé6 duéi da: Phat ban, ngtra.

Co xuong khép: Pau khép, co co, yéu co, kho chiu co van, dau ¢b, dau tir chi.

Toan than: Suy nhugc, mét moi, phu ngoai bién.

Tam than: Rbi loan gidc ngu

Tac dung khong mong muén ciia vién phéi hop cao hon so véi statin don tri:

Thuong gap (1/100 < ADR < 1/10)

Sinh hoa: Tang ALT va/ hoac AST.

Co xuong khép: Pau co.

It gdp (1/1.000 < ADR < 1/100)

Sinh hoa: Tang bilirubin huyét, ting CK huyét, ting gamma-glutamyltransferase.

Than kinh: Pau dau, di cam.

Tiéu héa: Chudng bung, tiéu chay, kho miéng, kho tiéu, day hoi, trao nguoc da day-thuc

quan, non.

Da va m6 dudi da: Ngura, phat ban, may day.

Co xuong khép: Pau khdp, dau lung, co co, yéu co, dau co van, dau tir chi.

Toan than: Suy nhuoc, dau nguc, mét moi, phu ngoai bién.

Tam than: Mét ng.

Kinh nghtem sau khi dwa thuoc ra thi trmrng

Mau va bach huyét: Giam tiéu cau, thiéu mau.

Than kinh: Bénh than kinh ngoai bién, suy giam tri nho.

Hb hép: Ho, kho tho, bénh ph01 ké.

Tiéu hoa: To bon, viém tuy, viém da day.

Da va md dudi da: Rung toc, hong ban da dang, cac phan ing qua méan bao gdm phat ban,

may day, phan img phan v¢, phu mach.

Co xuong khép: Chudt rit, bénh co (bao gdbm viém co), tiéu co van c6 hoic khong kém

theo suy than cép, bénh gan, d6i khi bién chimg dut gan, bénh co hoai tir qua trung gian

mién dich (IMNM).

Chuyén héa va dinh dudng: Giam ngon miéng.

Mach mau: Con néng bung, ting huyét ap.

Toan than: Pau.

Gan - mat: Viém gan/ vang da, Suy gan gay tir vong va khong gay tr vong, S6i mat, viém

ti mat.

Hé sinh san va nguc: Réi loan chtrc ning cuong duong.

Tam than: Trdm cam, mat ngu.

Sinh hoa: Tang phosphatase kiém, bat thuong chire nang gan.

Hlem ¢ bdo céo hoi ching qua man bao gdm mot vai biéu hién sau: Phu mach, hoi chung

gidng lupus, dau da co dang thap, viém da co, viém mach, giam tiéu ciu, ting bach cau ai

toan, tang toc do ling hong cau, viém khép va dau khép, may day, nhay cam anh sang, sot,
con dé bung, kho thé va mét moi.

D3i c6 mot s6 bao cdo hiém gap suy giam nhan thtrc (vi du: Mét tri nhé, hay quén, suy glam

tri nho, 1u 13n) lién quan dén viéc str dung statin. Suy giam nhan thirc da dugc bao cao véi

tat ca cac statin. Thuong khong nghiém trong, va c6 kha ning hoi phuc khi ngung sir dung

statin, v61 thoi gian khoi phat triéu chung thay dm (tir 1 ngay dén nhiéu nim) va kha ning

phuc hoi triéu chung khac nhau (trung binh 3 tuan).

Tang HbAlc va glucose huyét luc doi da duoc bao céo voi statin bao gbm ca simvastatin.

Ngoai ra nhlmg tac dung khong mong mudn sau ciing duoc bao cdo voi mot vai statin:

- R01 loan giac ngu, bao gom 4c mong.

- Réi loan chure nang tinh dyc.

- Dai théo duong: Tan suat phu thudc vao c6 yéu td nguy co “hay khong (glucose huyét lac

d6i>5,6 mmol/ L, BMI > 30 kg/ m2 tang triglycerid, co tién st ting huyét ap).
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10.

11.

12.

Thuéc ¢é thé gay ra cdc tac dung khéng mong muén khdc. Can theo déi chat ché va khuyén
cao bénh nhdn thong bao cho bac sy nhitng tac dung khong mong muon gap phai khi sir
dung thuoc.

QUA LIEU VA XU TRi:

SILVASTEN:

Trong trudng hop qua lidu, diéu tri triéu ching va hd tro. Sir dung dong thoi ezetimibe
(1000 mg/ kg) va simvastatin (1000 mg/ kg) duoc dung nap t6t trong nghién ctru doc tinh
cap khi udng & chudt cong va chudt nhit. Khong thay c6 dau hiéu doc tinh 1am sang trén
dong vat nghién ctru. LDso dy doan cho ca hai loai chudt la simvastatin > 1000 mg/ kg,
ezetimibe > 1000 mg/ kg.

Simvastatin:

Chi c6 mdt vai ca qua lidu duogc bao céo. Lidu cao nhat dugc dung 1a 3,6 g. Tét ca bénh
nhan phuc hdi ma khong bi di chimg nao.

Ezetimibe:

Trong nghién clru 1am sang sir dung ezetimibe 50 mg/ ngay trén 15 nguoi khoe manh trong
14 ngay, hodc 40 mg/ ngay trén 18 bénh nhan ting cholesterol huyét trong vong 56 ngay,
thudc duoc dung nap tot.

Mot vai tru’O’ng hop qué lidu ezetimibe da duoc bao cdo, hau hét khong c6 tac dung khong
mong muon. Céc tac dyng khong mong mudn dugc bao cio khong nghiém trong. Khi qua
lidu, bénh nhan nén dugc diéu trj triéu chimg va 4p dung cac bién phap hd tro khi can thiét.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO:

Khong dung thudc qué liéu chi dinh.

Piéu kién bao quan: Noi kho rao, tranh anh sang, nhi¢t d¢ khong qua 30°C,
Han dung ciia thude: 36 thang ke tor ngay san xuat.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Buong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi x4 Bén Cét,
Tinh Binh Duong, Viét Nam.

Tel: 0274.3567.687 Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT LAI NOQI DUNG HUONG DAN SU DUNG
THUOC: 12/03/2018
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