)R- Thube nay chi ding theo don thubc.

COLESTRIM

Vién nén bao phim Fenofibrate

Dé xa tam fay tré em.

Doc ki hwong dan siv dung trwée khi ding.

THANH PHAN

Thanh phin hoat chat:

MGéi vién nén bao phim chira:

Fenofibrate (micronised).............ccccovvvmeminineninnnn. 160 mg

Thanh phﬁn ta dwoce: Lactose, Tinh bt tién gelatin hoa, Croscarmellose natri, Crospovidon,
Povidon K90, Natri lauryl sulfat, Magnesi stearat, Talc tinh khiét, Hypromellose E3, Polysorbat 80,
Titanium dioxid.

DANG BAO CHE
Vién nén bao phim.

M6 ta sén pham: Vién nén bao phim, hinh bau duc cé mau tring dén tring nhat.

CHI PINH

COLESTRIM duogc chi dinh hé tro ché do dn va céc liéu phép khong dung thudc (nhu tap thé duc,
giam can) trong vi¢e dicu tri:

- Tang triglycerid mau ning ¢ hoic khong kem theo giam HDL cholesterol

- Réi loan lipid mau thé hdn hop khi cé chéng chi dinh hodic khong dung nap statin

- Phéi hop véi statin trong diéu tri rdi loan lipid mau thé hon hop & bénh nhan nguy co cao vé tim
mach khong kiém sodt dugc triglycerid va HDL cholesterol.

CACH DUNG, LIEU DUNG

Liéu dung:

Ngwdi 16n: Liéu khuyén c4o 13 1 vién nén 160 mg fenofibrate udng mét 1an mdi ngay. Bénh nhan
dang dung 1 vién nang 200 mg fenofibrate c6 thé chuyén sang 1 vién nén 160 mg fenofibrate ma
khong cin diéu chinh lidu.

Bénh nhan cao twdi (> 65 tudi): Khong can diéu chinh lidu dbi v6i bénh nhan cao tudi khong suy
than, Liéu thong thuong dugce khuyén cdo cho bénh nhan cao tudi ngoai trir trudng hop suy giam
chitc niing thin véi eGFR< 60 mL/phiit/1,73 m? (xem Bénh nhdn suy thin).

Bénh nhan suy than:

Chong chi dinh diing fenofibrate & bénh nhin suy thin ning (¢GFR <30 mL/phat/1,73 m?).

Néu eGFR tir 30 dén 59 mL/phat/1,73 m?, liéu fenofibrate khong dugc vugt qua 100mg dang thong
thwong hodc 67 mg dang micronized, 1 14n mdi ngay.
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i, Néu trong qua trinh theo déi, eGFR giam lién tuc xudng <30 mL/phat/1,73 m? thi nén nging sir
dung fenofibrate.

Tré em: Tinh an toan va hiéu qua cua fenofibrate & tré em va thanh thiéu nién dudi 18 tudi chua
dugc thiét 1ap. Dit lidu khong ¢6 sin. Do do, viéc sir dung fenofibrate khong dwgc khuyén cdo & tré
em dudi 18 tudi.

Bénh nhan suy gan: B¢nh nhan suy gan chura dugc nghién ciru.

Céc bién phdp an kiéng trudc khi diéu tri nén dugc tiép tyc. Néu sau vai thang sir dung fenofibrate
(viduy: 3 thang), nong do lipid huyét thanh khong giam mot cach thoa dang thi nén xem xét cc bién
phép diéu tri bd sung hodc diéu tri khac.

Céch diing: Ubng ca vién thudc trong bira in.

CHONG CHI PINH

- Suy gan (ké ca xo gan tic mar)

- Suy than niing (eGFR <30 mL/phiit/1,73 m?).

- Tré em

- Qué man v&i fenofibrate hodc bat ky thanh phin ctia thude
- Tién str c6 phan (g qua man vdi 4nh sang hodc nhiém ddc 4nh sdng trong thoi gian diéu tri bing
céc fibrat hodc ketoprofen.

- Bénh ¢ t4i mat

Viém tuy cdp tinh hodc mén tinh, trir truéng hop viém tuy cAp tinh do ting triglycerid mau nghiém
trong

Phu nif ¢6 thai va dang cho con bi: xem muc “Swr dung thuée cho phu nit ¢d thai va cho con bii”

CANH BAO VA THAN TRONG KHI DUNG THUOC

Chiic ning gan: ciing nhu cac thube ha lipid khac, di c6 bdo cdo vé ting nong do transaminase &
mdt s6 bénh nhan. Phin 16n cac truong hop ndy chi ting thoang qua, it va hiu nhw khong c6 tri¢u
chirng. Khuyén c4o nén theo ddi ndng dd transaminase dinh ky méi 3 thang trong 12 thang diu diéu
tri va sau d6 kiém tra dinh ky. Cha v véi cac bénh nhan ting ndng do transaminase tién trién va can
phai dirng diéu tri néu ndong do ASAT va ALAT ting hon 3 14n gi6i han trén cia mirc binh thudng.

Viém tuy: dé c6 cac trudng hop viém tuy duoc ghi nhan trong cac bénh nhin dung fenofibrate. Diéu
ndy c6 thé cho thiy thit bai diéu tri ctia nhitng thudc nay & nhitng bénh nhan ting triglycerid mau
nghiém trong, hodc hién twgng diéu tri thir cap do so1 duwdng mat hodc lang can ¢ 6ng mat.

Co: did ¢6 bdo cdo vé doc tinh co, ké ca trudng hop hiém gip tiéu co van khi ding fibrat va céc
thudc ha lipid khac. Ty 1¢ 1di loan nay ting 1én trong trwong hop ha albumin huyét va suy than trude
do. Phai nghi t¢1 doc tinh voi co khi bénh nhan xudt hién dau co lan tda, viém co kém co giat ving
co bi dau, hién twong chudt rit va yéu co, va/hodc ting diu hi¢u trén CPK (ndng dod qud 5 14n mirc
binh thuong). Ngirng diéu trj véi fenofibrate trong cac truong hop nay.

C6 thé ting nguy co tiéu co van & cac bénh nhan ¢ cac véu to thudn loi cho cac bénh vé co va/hoic
tiéu co van, bao gdm: trén 70 tudi, tién str ca nhan hoiic gia dinh c6 cdc r6i loan co di truyén, suy
than, giam hoat dong tuyén giap, udng nhiéu ruou. Phai cin nhic giita loi ich va nguy co khi diéu
tri biing fenofibrate cho cdc d6i twong bénh nhin nay.

Gia ting nguy co doc tinh co khi thudc duoc ding dong thoi voi fibrat khic hodic thudc e ché
HMG-CoA reductase, dic biét trong truomg hop di co cic bénh vé co trude dé. Do vAy, phai can
trong khi ké toa phdi hop fenofibrate vdi thude rc ché HMG-CoA reductase hodic thudc fenofibrate

2/7



| khac cho bénh nhan khong cé tién sir bénh co nhung co6 rdi loan ting lipid huyét ning kém theo

nguy co bénh tim mach cao. Can kiém tra chiit chd kha ning gay doc tinh co.

Chitc ndng than:

Chéng chi dinh fenofibrate & bénh nhan suy thin niing.

Fenofibrate nén duoc sir dung than trong ¢ nhitng b¢nh nhan suy than nhe dén trung binh. Nén diéu
chinh liéu & nhitng bénh nhin cé mitc loc ciu eGFR tir 30 dén 59 mL/phit/1,73 m?.

Ting creatinine huyét thanh thuin nghich da dugc bao cao ¢ nhirng bénh nhan dung don trj ligu
bing fenofibrate hodic ding dong thoi voi statin. Tang creatinine huyét thanh thudmg 6n dinh theo
thdi gian va khong co bing chirng cho thiy creatinine huyét thanh tiép tuc ting khi diéu tri 1au dai
va ¢6 xu hudng tré vé mirc ban dau sau khi ngimg diéu tri.

Trong cac thir nghiém 1am sang, 10% bénh nhan cé miic ting creatinine so vdi mirc ban dau lén
hon 30 pmol/L khi diing dong thoi fenofibrate va simvastatin so véi 4,4% khi dung don tri liéu bing
statin. 0,3% bénh nhan khi sir dung dong thoi c6 mic ting creatinine > 200 pmol/L ¢d ¥ nghia lam
sang.

Nging di¢u tri trong trudng hop ting ndng do creatinin trén 50% ULN (gidi han trén cia binh
thurdng).

Can nhic do creatinin trong 3 thang diéu trj diu tién.

Khéc

P6i voi nhitng bénh nhin ting lipid mau dang dung oestrogen hodc thubc trdnh thai c6 chira
oestrogen, can xac dinh chic chin liu ting lipid mau 1a nguyén phat hay thir phét (c6 thé ting lipid
do udng oestrogen).

Thudc niy c6 chira lactose, vi viy bénh nhan cé nhiing vin dé di truyén hiém giip vé khong dung
nap galactose, thiéu hyt enzyme Lapp lactase hodc kém hép thu glucose-galactose thi khong nén
dung thudc nay.

Thudc c6 chira it hon 1mmol (23 mg) natri mdi vién, vé co ban dugc xem nhu “khong chira natri”.

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

Khong co dir liéu day di vé viéc sir dung fenofibrate & phu nit mang thai. Cac nghién ctru trén dong
vét khong chimg minh dwoc tac dung gay quéi thai. Tac dung gay doc cho phoi da duogc thé hién &
khoang li¢u gay doc cho me. Nguy co tiém an cho con nguoi la chua dugce biét. Do do, chi nén sir
dung vién nén 160 mg fenofibrate sau khi d d4nh gia cin thin loi ich/nguy co.

Khong c6 dit liéu vé su bai tiét fenofibrate va/hoic cic chat chuyén hoa vao sita me. Do d6, khong
nén sir dung vién nén 160 mg fenofibrate cho phu nit dang cho con bu.

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

Chwa c6 bang ching vé anh hudng cia thube 18n kha ning l4i xe, van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC
Tuwong tic thudc

Thubc uéng chong déng: Fenofibrate 1am ting tac dyng cia thudc udng chéng dong va co thé ting
nguy co chidy mau. Tuy nhién néu si phoi hop ndy 13 bit budc, thi 161 khuyén 1a nén giam 1/3 liéu
voi thuoc chong dong tai thot diém bat dau dicu tri va sau do dan dan di¢u chinh néu can thiét so
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e 5/véi INR (ti 16 chuén quéc t8). Do do, khong khuyén cao két hop fenofibrate va thudc ubng chéng

dong.

Cyclosporin: mgt vai trrong hop suy giam chirc ning than thuan nghich da duwgc ghi nhan khi dung
ddng thoi fenofibrate va cyclosporin, Chirc ning than ¢ nhitng bénh nhan nay can dugc giam st
chit ch& va nging diéu tri v6i fenofibrate trong cac truong hop thay dbi nghiém trong chi s xét
nghi¢m.

Céc thude trc ché HMG-CoA reductase va cic fenofibrate khic: ¢é thé tiing nguy co ngd doc co néu
thudc duge phdi hop véi céc fibrat khac hoic cac thube rc ché HMG-CoA reductase. Rat can trong
voi cac diéu trj phdi hop niy va bénh nhan cin dugc theo ddi chit ché cac diu hidu ngo doc co.

Cic enzym cytochrom P450: nghién ciru trong phong thi nghi¢m sir dung céc tiéu thé gan ciia ngudi
cho thiy fenofibrate va acid fenofibric khong tic ché cic dong phan cytochrom (CYP) P450 nhur
CYP3A4, CYP2A6, CYP2EI hodc CYP1A2. O ndng do diéu tri, thudc irc ché yéu CYP2C19 va
CYP2AG, tic ché mirc d¢ nhe dén trung binh véi CYP2C9.

Phai giam sat chit chd bénh nhan str dung dong thoi fenofibrate va cac thudc chuyén héa qua
CYP2C19, CYP2AG6, dic biet CYP2C9, véi chi s6 diéu tri chinh x4c, khuyén cdo diéu chinh liéu
dung cac thudc nay néu can thiét.

Twong ky ciia thude

Do khéng cé cdc nghién ciru vé tinh twong ky cua thudc, khong tron 1an thudc nay véi cc thude
khéc.

TAC DUNG KHONG MONG MUON

Tan suit duoc xac dinh nhu sau: rat 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 rat hiém gip (<1/10000).

Roi loan tiéu hoa:

Thudng gip: Roi loan tidu hoa, da day hoic rudt (dau bung, budn ndn, ndn, tidu chay va dy hoi) &
mirc do trung binh

it gap: viém tuy*

Roi loan gan-mdt

Thudng gip: ting vira phai ndng do transaminase-huyét thanh.

It gdp: so61 mat

Rat hiém gip: viém gan. Khi xay ra cdc triéu chirng (vi du nhw vang da, ngita) cho thay biéu hién
bénh viém gan, cdc xét nghiém phai duoc tién hanh dé x4c thue va ngling st dung fenofibrate, néu
Xay ra.

Roi loan tim mach

it gap: nghén mach do huyét khbi (ngh&n mach phoi, huyét khdi tinh mach sau *)

Roi loan da va mé dudi da:

It gip: phat ban, ngira, n6i mé day hodc phan tmg nhay cam vdi 4nh sang.
Hiém gip: ryng toc

R4t hiém gip: nhay cam anh sang & da gdm ban do, mun nudc hodic nét sin trén cic phin da tiép
xuc véi anh sang mit troi hodc anh sang nhan tao (vi du; dén chiéu sang) trong mot sb truong hop
riéng 1& (tham chi sau nhiéu thang ding thudc khong bién chimg)

Roi loan co xuwrong, mé lién két va xuong
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‘ /It gdp: dau co lan toa, viém co, co rit co, yeu co

Khong biét: tiéu co van

R6i loan méu va hé bach huyét

Hiém giip: giam hemoglobin va bach cu.
Réi loan hé théan kinh

Hiém gip: giam ham muén tinh duc

R6i loan hé hép, newc va trung thit

Khong biét: viém phoi k&

Xét nghiém

It gap: ting creatinin va ure mau.

* Trong nghién ctru FIELD, mét thir nghiém ngau nhién, c6 sir dung gia dugc va co kiém soat dwoc
tién hanh trén 9795 bénh nhén bi dai thio duong type 2, sur gia ting ¢6 v nghia thong ké cic truong
hop viém tuy dugc quan sat & bénh nhan dung fenofibrate so véi bénh nhan dung gia duoc (0,8%
s0 v6i 0,5%; p=0,031). Trong mot nghién ctru trong tir, si gia ting c6 y nghia thong ké ghi nhin
ty 1€ nghén mach ph("Si (0,7% & nhom gia dugc so voi 1,1% ¢ nhom sir dung fenofibrate; p=0,022)
va sy gia ting khong c6 ¥ nghia théng ké vé huyét khdi tinh mach sau (gia duge: 1,0% [48/4900
bénh nhan]| so voi fenofibrate 1,4% [67/4895 bénh nhin]; p=0,074).

QUA LIEU VA CACH XU TRi

Chua c6 bao cdo ndo lién quan dén hién twong qua lidu. Khong co thudc giai doc dic hiéu. Néu nghi
ngd qua lidu thi nén diéu tri triéu ching va tién hanh cic bién phap ho trg khi can. Fenofibrate
khong bi loai trir khi thAm tich loc mau.

PAC TINH DUQC LUC HQC

Nhém dwee 1§: Thudc lam giam ndng do lipid huyét thanh/ Thubc 1am giam cholesterol va
triglyceride/ Nhom thudc fibrate.

Ma ATC: C10ABOS.

Fenofibrate 13 din chat cua acid fibric, c6 tic dong lam thay d6i mic lipid mau trén nguoi trung
gian qua su hoat hoa receptor ting sinh peroxisom type alpha (PPARa).

Thong qua viéc hoat hoa PPARg, fenofibrate 1dm ting phan hiy lipid va bai xuét c4c tiéu phan gidu
triglycerid khéi huyét twong nhd hoat hoéa liporotein lipase va giam san xuat apoprotein CIIL S
hoat héa PPARo ciing 1am ting tong hop apoprotein Al va AIL

Hiéu qua khoi diu nén trén doi vai lipoprotein din dén 1am giam LDL va VLDL cé chira lipoprotein
B va lam ting HDL ¢é chira apoprotein Al va AIlL

Thém vao dé, thong qua viéc 1am thay doi tong hop va di héa cic hgp phin VLDL, fenofibrate 1am
ting do thanh thai LDL va giam LDL ty trong thip. Nong d6 ciia LDL thudng ting cao & bénh nhin
c6 nguy co (xo ctmg dong mach do lipid huyét).

Trong céac thir nghiém 1am sang v&i fenofibrate, cholesterol toan phan giam khoang 20 dén 25%,
triglycerid giam khoang 40 dén 55% va HDL ting khoang 10 dén 30%.

Trén bénh nhan mic ching ting cholesterol huyét, khi mirc LDL-cholesterol ting khoang 20 dén
35%, thc dung tong thé clia cholesterol tao nén mot sy giam ty 1& cholesterol toan phan so véi HDL-
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i, 5/ cholesterol, LDL-cholesterol so véi HDL-cholesterol, hoiic Apo B so véi Apo AL tht ca nhimg didu

nay tao nén nguy co xo cirng dong mach.

Do hiéu qua ding ké trén LDL cholesterol v triglycerides, diéu tri bing fenofibrate s& c¢6 1oi &
nhitng bénh nhan ting cholesterol mau ¢6 hodc khong ¢ ting triglycerid mau, bao gdm ting lipid
mau thir phat nhu dai thao duong typ 2.

Cho dén nay trong céc thir nghiém 14m sang c6 kiém soat kéo dai chwa thdy két qua cua fenofibrate
trong viéc ngin ngira bién chirng xo vita ddng mach tién phat hay thir phat.

Su ngung dong cholesterol ngoai mach: gan hoic u trong bénh u vang (tuberous xanthoma) c6 thé
giam dang k&, tham chi mat hoan toan khi diéu tri bing fenofibrate.

Nhitng bénh nhin cé mirc fibrinogen cao dugc diéu tri bing fenofibrate thiy thong s6 niy giam
dang ké ciling nhy v6i nhitg ngudi Lp(a) cao. Cac chit thé hién cho qud trinh viém nhy C Reative
Protein ciing giam khi diéu tri bing fenofibrate.

Téc dung ting bai xuat acid uric qua dudng ni¢u cua fenofibrate dan dén giam acid uric khoang
25% - ciing 1a tAc dung hd trg tat c6 loi & nhitng bénh nhan cé bénh r6i loan lipid huyét kém theo
ting uric huyét.

Fenofibrate c6 tic dung chong két tip tiéu cAu trén dong vat va trén thir nghiém 1am sang, 1am giam
sir két tap tiéu cau tao ra do ADP, acid arachidonic va epinephrin.

C6 bing chirng cho thiy diéu tri bing fibrate ¢6 thé lim giam cic bién ¢ bénh tim mach vanh
nhung ching chua duge chirng minh lam giam ty 1€ tit vong do moi nguyén nhan trong phong ngira
nguyén phat hodc thir phat bénh tim mach.

Thir nghiém ACCORD 1a mot nghién ciru ngau nhién c6 déi chirng gia duroc trén 5518 bénh nhan
d4i thao dudng typ 2 duge diéu tri bing fenofibrate cung véi simvastatin. Sir dung fenofibrate phoi
hop v6i simvastatin khong cho thiy bat ky sy khac biét dang ké ndo so véi don tri lidu bing
simvastatin vé két cuc chinh gdm nhoi mau co tim khong gay tir vong, dot quy khdng giy tir vong
va tir vong do tim mach (ty 1¢ rii ro [HR] 0,92, 95% C10,79-1,08, p = 0,32, murc giam rui ro tuy¢t
dbi: 0.74%). Trong phan nhém dugc xdc dinh trude gdm cic bénh nhin 16i loan lipid mau, duoc
x4c dinh 13 nhitng ngudi c6 ndng do HDL-C thap nhét (<34 mg/dl hodc 0,88 mmol/L) va nong do
cao nhit cua TG (>204 mg/dl hodc 2,3 mmol/L) tai thoi diém ban dau, sit dung fenofibrate cong
voi simvastatin dd chimg minh nic giam twong dbi 31% so v6i don tri liéu bing simvastatin doi
voi két cuc chinh (ty 1& rii ro [HR] 0,69, 95% CI 0,49-0,97, p = 0,03; giam nguy co tuyét doi:
4,95%). Mot phan tich phin nhém dugce dinh trude khac di xac dinh twrong tac diéu tri theo gioi
tinh c6 v nghia théng k& (p = 0,01) cho thiy loi ich diéu tri cua phbi hop ¢ nam gidi (p=0,037)
nhung nguy co vé két cuc chinh & phy nit duge diéu tri biang phéi hop cao hon so véi don tri liéu
bang simvastatin (p=0,069). Diéu ndy khong dugc quan sat thiy & phan nhém bénh nhan 1di loan
lipid mau néi trén nhung ciing khong c6 bing ching 15 rang vé lgi ich ¢ phu nit bi r6i loan lipid
mau duoc diéu tri bing fenofibrate phdi hop simvastatin va khong thé loai tnr tac dung c6 hai c6
thé xay ra ¢ phan nhém nay.

PAC TINH DUQC PONG HOC

Vién nén chira 160 mg fenofibrate dang micronized c6 sinh kha dung cao hon so voi cac cong thiic
truedc day.

Hip thu: ndng do tbi da trong huyét twong (Cmax) dat dugc 4-5 gir sau khi udng. Nong d6 thudc
trong huyét twong 6n dinh khi diu tri lién tuc & moi ¢4 thé.

Hép thu cia fenofibrate ting 1én khi ding cling véi thire 4n.

Phan bé: acid fenofibric lién két manh véi albumine huyét twong (> 99%).
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) Niva doi hupét thanh: Thoi gian ban thai cua acid fenofibric khoang 20 gio.

Chuyén héa va thai triv: Khong tim thiy trong huyét twong dang fenofibrate chira chuyén hoa, chat
chuyén hoa chinh 14 acid fenofibric. Thudc dio thai chi yéu qua nudc tiéu. Thuc té thi tit ca luong
thubc da dung déu dwoc dio thai trong vong 6 ngay. Fenofibrate thai chu yéu duéi dang acid
fenofibric va chat lién hop glucuronid. Vi nhitng bénh nhin cao tudi, do thanh loc toan thé cia
acid fenofibrate trong huyét trong khong cé thay doi.

Nghién ctru vé dugc dong hoc khi cho udng liéu don va diéu tri lién tuc di cho thiy thude niy khong
tich lity. Acid fenofibric khong bi dio thai qua thim tach loc mau.

QUY CACH PONG GOI

Hop 3 vix 10 vién.

BAO QUAN
Béo quan & noi khd mat dudi 30°C, trdnh 4nh sing va tranh im.

HAN DUNG
24 thang ké tir ngdy san xuAt.

TIEU CHUAN CHAT LUQONG CUA THUOC

Tiéu chuin nha san xu.

CO SO SAN XUAT
INVENTIA HEALTHCARE LIMITED

F1-F1/1-F75/1, Additional Ambernath M.I.D.C., Ambernath (East), Thane 421506, Maharashtra
State, An Do.
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