nttps://vnras.com/drug/

Rx
REFIX 550 mg

Dé xa lam tay tré em

Doc ky hudng dén st dur:? trude khi dung

Thube nay chi dung theo don thudc

THANH PHAN CONG THU'C THUOC

M&i vién nén bao phim chira:

Thanh phén hoat chét: Rifaximin 550 mg.

Thanh phén ta duoe: cellulose vi tinh thd, polyvinylpyrrolidone K-30, vitamin C, bt talc siéu triing, magnesi stearat, colloidal
silicon dioxid, tinh bét natri glycolat, croscarmellose natri, instacoat universal AOSR00959.

DANG BAO CHE

Vién nén bao phim mau cam, hinh thuén dai.

Chi DINH
Diéu trj hoi chimg rudt kich thich véi tiéu chay (IBS-D) & ngudi lom.
Giam tai phat bénh néo gan & nhirng bénh nhan 2 18 tubi.

CACH DUNG, LIEU DUNG

Liéu lwgng

Hai chirng rudt kich thich voi tiéu chay: Liéu khuyén céo clia REFIX -550 udng 1 vién/lan, ngay 3 Ian trong 14 ngay. Bénh
nhan co triéu ching tai phat co thé tiép tuc didu tri gdp déi thoi gian voi phac dd lidu didu tri tuong ty
Bénh nao gan: Lidu khuyén céo clia REFIX — 550 ubng 1 vién/lan x 2 lan/ngay.

Tré em

Tinh an toan va hiéu qua cla Refix 550 mg & tré em (dudi 18 tudi) chura dwgc thiét lap.

Nguwi cao tudi

Khéng can diéu chinh liéu & nguwéi cao tudi vi cac di liéu an toan va hiu qua cla Refix 550 mg cho thdy khdng co sy khac
biét gitra bénh nhéan cao tudi va bénh nhan tré tudi.

Suy gan

Khéng can diéu chinh liéu & bénh nhan suy gan.

Suy than

Khéng co di liéu v& viéc thay ddi lidu & bénh nhan suy than, can than trong khi diing & bénh nhan suy than.
Cach dung

Dung duéng udng, udng véi nwdre cung hodc khdng cung voi thirc an.

CHONG CHI BINH

Quéa méan voi rifaximin, dan xuét cia rifamycin hoac bat ky ta dugc nao cua thube

Céac truéng hop tac rudt,

CANH BAO VA THAN TRONG KHI DUNG THUOC

Str dyung & tré em

Mirc db an toan va hiéu qua ctia rifaximin dé ngan ngiva bénh nao gan tai phat chwa dwoc thiét 1ap & bénh nhan dudéi 18 tudi.
Str dung & ngwoi gia

Trong nghién clru cb kidm soat sir dung rifaximin & b&nh nhan bénh ndo gan, 19,4% bénh nhan tir 65 tudi tré 1én, trong
khi 2,3% bénh nhan tir 75 tudi trd 18n. Khéng co sy khac biét vé mirc dd an toan va hiéu qua dugc ghi nhan gitra nhing
dbi twong nay va nhitng ngudi tré hon, va nhiing kinh nghiém trén 1&m sang @4 bao c4o chua xac dinh sy khac biét trong
dap (rng gira ngudi gia va ngudi tré tudi nhung khong loai triv tang sy nhay cadm & mot sb ngudi gia.

Tiéu chay do Clostridium difficile

Tiéu chdy do Clostridium difficile da dugc bao cao khi st dyung hdu hét cac khang sinh bao ca rifaximin, mirc d6 co thé
thay dbi tir tiéu chdy nhe dén t&r vong. Biéu tri bang thude khang sinh Iam thay d6i hé vi khuan duéng rudt va co thé dan téi
sty sinh sdi qua mirc cta C. difficile.

C. difficilesan sinh ddc té A va B gop phan gay tiéu chay do C. difficile. Cac chiing C. difficile san sinh doc té qué mirc gay
gia tAng bénh tat hodc t&r vong do nhirng bénh nhiém khudn nay cé thé dai dang khi didu tri bAng thubc khang sinh va co
thé can phai cét rudt. Tiéu chdy do Clostridium difficile nén dwoc xem xét & tAt ca bénh nhan bj tidu chay sau khi sir dung
thubc khang sinh. CAn ghi nhan tién s dung thuéc do tiéu chay béi C. difficile da dugc bao cao xuét hién trén 2 thang sau
khi duing céc thudc khang sinh.

Néu nghi ngé ho&c chéc chén tiéu chdy do C. difficile, nén ngirng sir dung khang sinh dang sir dung ma khéang sinh dé
khong c6 tac dung khang C. difficile. Can truydn dich va chét dién giai thich hop, bd sung protein, didu trj bing khang sinh
khang C. difficile va danh gia kha nang phiu thuat theo chi dinh Iam sang.

Suy than
Khéng co dir liéu lam sang nao vé viéc st dung rifaximin & nhirng bénh nhan suy than.

Bénh nhan suy gan nédng (Child-Pugh C)
Tang phoi nhiém toan than & b&nh nhan suy gan. Thir nghiém 1am sang gi¢i han & nhirng bénh nhan co diém MELD < 25.
Do d6, cAn cin trong khi dung rifaximin & nhirng b&nh nhan suy gan nang (Child-Pugh C),

Phat trién vi khudn khang thuéc

Phat tridn cac chiing vi khudn khang thubc ké ca Staphylococcus aureus ndu bénh nhan phoi nhiém véi rifaximin 1au dai.
Nhing ching khang rifaximin cling d& khang véi rifampicin. Do d6, khéng khuyén céo sir dung rifaximin & nhiing bénh nhan
it co nguy co bj phat trién bénh nao gan giai doan mudn hoac nhirng bénh nhan co dap (g tot véi thube thay thé.
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SU DUNG THUOC CHO PHU NI CO THAI VA CHO CON BU

Anh hwéng 18n kha nang sinh san

Khéng c6 danh hudng 1&n kha nang sinh san & chudt céng khi didu tri bang rifaximin & ubng lidu 1én dé&n 300 mg/kg/ngay
(khoang 2,5 1an lidu tdi da khuyén cao & ngudi dipa trén dién tich bé mat co thé)

Str dung & phu nir c6 thai

Phu ni¥ c6 thai nhém B1

Nghién ciru tién lam sang cua thudc rifaximin/chét chuyén hoa qua nhau thai chura dugc there hign. Chua co bang chimg
vé quai thai & chudt hodc thd mang thai dugc diéu tri bang rifaximiné lidu twong (ng 1én dén 300 va 1000 mg/kg/ngay

suét thei ky hinh thanh co quan clia thai nhi. Lidu & chudt gép 2,5 Ian lidu tbi da khuyén cdo & ngudi dua trén dién ﬁ;r‘ogg
mét. So sanh voi phoi nhiém 1am sang (AUC huyét trong) & lidu 16i da khuyén céo trén ngudi, phoi nhim & tho tang nhe
so véi ngudi tinh nguyén khoé manh nhung it hon bénh nhan suy gan. Do anh huéng trén hé vi sinh vat dwong rudt, hiéu
qua ctia thudc tranh thai duwéong ubng cb iam sau khi ding rifaximin. Tuy nhién, nhirng twong tac nay chua Guoc bao
céo phd bién Nén dung bién phap tranh thai bd sung, 6&c biét 1a khi ham lugng estrogen duéi 50 pg.

Sir dyng & phu nir cho con bu

Chura biét rifaximin/chét chuy@n ho4 clia né c6 bai tiét vao sira ngudi hay khéng Nguy co trén tré churra dugc loai trir. N&n
quyét dinh ngirng cho tré bu sira hodc ngirng rifaximin tuy theo lgi ich clia viéc cho tré bl stra me so véi loi ich cia viee
diéu tri dbi voi ngudi me.

Diing rifaximin duéng ubng & liéu @én 300 mg/kg/ngay (khodng 2,5 I4n liéu tbi da khuyén cdo & ngudi tuy theo dién tich bé
mét co thé) & chudt cong tir giai doan sé'm cla thai ky dén khi tré cai sira khong cho thay c6 tac dung khéng mong mubn
nao trén thai hoac qua trinh sinh, hodc kha nang séng cua thai, sy phéat trién va kha nang sinh san cla tré.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chéng mét da dugc bao cao trong céc thir nghiém Iam sang cb déi chirng. Tuy nhién, rifaximin c6 anh hudng khéng dang
ké dén kha nang lai xe va van hanh may méc.

TU'ONG TAC, TUONG KY CUA THUOC

Do hédp thu khéng dang ké tir dwéng tiéu hod sau khi udng rifaximin nén nguy co twong tac thubc toan than thap.
Nghién ctru in vitro cho théy rifaximin khdng (rc ché cac isozym cytochrom P450 1A2, 2A6, 2B6, 2C9, 2C19, 2D6, 2E1 va
CYP3A4 & ndng d6 Ién dén 200 ng/mL (it nhat 10 1An Cmax I&m sang). Rifaximin khdng (rc ché nhirng enzym nay khi diing
trén lam sang.

Trong nghién ciru in vitro goi y rifaximin gay cam ng CYP3A4, nhung & nhirng bénh nhan co chirc ndng gan binh thudng,
rifaximin & liéu khuyén céo khong gay cam (rng CYP3A4. Hién chua biét rifaximin cé anh huéng dang ké ién dugc dong hoc
clia nhiing co chét clia CYP3A4 ding déng thoi véi rifaximin & nhirng bénh nhan suy gidm chirc ndng gan cb sy gia tang
ndng dd rifaximin hay khdng.

Do anh hudng trén hé vi sinh vat dwong rudt, hiéu qua cia thude tranh thai estrogen dung dudng uéng cb thé giam sau khi
dung rifaximin. Tuy nhién, khuyén céo dung thuéc tranh thai bd sung, déc biét 1a khi ham lwgng estrogen dudi 50 mg.

TAC DUNG KHONG MONG MUON CUA THUOC
Céc phan (rng bt lgi quan sat dugc trong nghién ciru c6 déi chirng véi gia duoc RFHE3001, nghién ciru dai han RFHE3002
va kinh nghigm sau khi san phdm Ivu hanh trén thi tredmg, dugrc lidt ké béi MedDRA theo hé cor quan va tin suét gép.

Loai tan suét duoc quy wéc nhu sau:

RAt thudng gap (21/10); thudng gap (21/100 8én <1/10); khéng thuémg gap (21/1000 6én <1/100); hiém gap (21/10.000
dén <1/1.000); rét hiém g&p (<1/10.000), khéng biét (tAn suat khdng thé wroc tinh duoc tir de liéu c6 san),

Trong m&i nhom tan sb, phan (rng phy dugc trinh bay theo thir ty mirc 45 nghiém trong giam dan.

Bang 1: Tac dung phy dugc liét k& béi MedDRA theo hé co quan va tin suét gap.
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MedDRA phén loai | Thudng gap Khéng thwéng gép | Hiém gap Khéng biét
theo hé co quan
Nhi&m trung va nhiém Nhi&ém Clostridium, viém phéi, viém mo
ky sinh trung nhiém trung dudng lién két duoi da, nhiém
tiét niéu, Candida tring dwéng hé hép
trén, viém mai
Réi loan v& mau va hé Thiéu mau Giam tiéu ciu
bach huyét
R&i loan hé mién dich Phan (ng phén vé, phu
mach, qua mén
Réi loan chuyén héa Biéng &n, tang kali mau| M4t nuéc 3
va dinh dubng
Réi loan tam than Trdm cam Tinh trang 10 1&n, lo
u, méat ngul
Ré&i loan hé than kinh | Chéng mat, nhirc dau |Rbi loan can bér:g. mét
tri nhé, co giat, roi loan
s\ chu y, giam cam
giac, suy giam tri nhé
Réi loan mach mau Béc hoa Tang huyét ap, Ngét xiu
ha huyét ap
Réi loan hd hép, nguc | Kho the Tran dich mang phdi | Bénh phdi tic nghén
va trung thét ""|'man tinh
Réi loan tiéu hoa Dau bung trén, déy bau bung, gian tinh | Tao bon
byng, tiéu chay, budn | mach thyrc quan xuét
nén, 6i mira, cé trwémng | huyét, khd migng, kho
chju da day
Réi loan gan mat Xét nghiém bét thudng
chirc ndng gan
Réi loan da va md Phat ban, nglra Viem da
dudi da
Réi loan co xwong | Co thét cg, dau khép |Chirng nhirt géan Dau lung
khép va mb lién két
Réi loan than va tiét niéu Kho tiéu, tidu gat Protein nigu
Cac rbi loan toan than | Phu ngoai bién Phu, sét Suy nhuoc
va tai chd
Pidu tra BAt thuwong vé chi sb
binh thwéng héa quéc
té (INR)
Trén thuong, ngd doc Nga VétbAm tim, daukhi | =
va bién chirng vé hanh thao tac
dong

Théng béo ngay cho béc sy hodc dwoc sy nhitng phan (rng c6 hai gap phai khi st dung thuéc
QUA LIEU VA CACH XUr TRi
Chua c6 théng tin v& diéu tri dac hiéu cho qua liéu rifaximin.
Trong nghién ciru l1am sang & nhirng bénh nhan bi tiéu chay khi du lich 8 dung napvbi Iréulendén 1800 mg/ngay ma khong
gay bét clr triéu chirng 1am sang nao. Ngay ca nhirng bénh nhan/@éi twong c6 hé vi khudn dudng rudt binh thudmg, ding liéu

rifaximin 2400 mg/ngay

Trong céc trwdng hop qua |

'g: ngay khong gay bét cr triéu chimng lam sang do liéu cao.
khuyén cao didu tri theo triéu chiing va diéu tri hd tro.
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Rifaximirf 1a mot khang sinh c6 tac dung tai chd dugc ban téng hop dya trén rifamycin SV.

Rifaximin tc dung bang c&ch gén vao tiéu don vi beta clia RNA polymerase phy thudéc DNA ctia vi khuén dén dén (rc ché
s tdng hop RNA vi khuén.

Rifaximin c6 phd khang khun réng khang lai hdu hét cac vi khuin Gram dwong va Gram am, hiéu khi va ky khi gay nhiém

dugc hép thu rat kém t&r dwdong rudt, rifaximin cé tac dung tai chd & rudt va khong co tac dung chdng lai céc tac
bénh xam I&n ngay ca nhirng vi khun nhay cam trén in vitro.
tri ngan ngira tai phat bénh nédo gan, rifaximin dwgc cho 1a c6 tac dung trén hé vi khudn dudng rubt.

va Gram am (E. coli) trong ba ngay diéu trj v&i rifaximin.

Sy phét trién d& khang trong hé vi khudn dudng rudt binh thuéng da dugc diu tra 1ap di 1ap lai, liéu cao rifaximin & ngudi tinh
nguyén khde manh va bénh nhan viém rudt. Chiing khang véi rifaximin phét-trién, nhung khong &n dinh va khéng e tri & dudng
titu héa hogc thay thé ching rifaximin nhay cam. Khi nglrg didu tri ching khang thudc da nhanh chong bién mat.
Dix liu thyc nghiém va lam sang goi y rang diéu trj bang rifaximin trén bénh nhan &n chira cac chiing Mycobacterium tuberculosis
ria meningitidis s& khdng chon dé khéang véi rifampicin.

DAC TINH DUPQC BDONG HOC

Nhimg nghién ctru dugc dong hoc trén chudt cbng, chd va ngudi xac dinh rdng sau khi ubng rifaximin & dang ddng hinh a
khong duoc hap thu (it hon 1%). Sau khi st dung rifaximin 550 mg don liéu va da liéu & ngudi khoé manh, thoi gian
trung|binh dé dat néng 4o dinh trong huyét twong 1a khoang 1 gi¢. Théng sb duoc déng hoc (PK) thay ddi nhidu va ty 1é tich
AUC la 1,37.

i ding liéu rifaximin I3p lai & ngudi tinh nguyén khoé manh va nhirng bénh nhan ton thueng niém mac rudt (bénh viém
rudt), ndng d¢ rifaximin trong huyét twong khéng dang ké (dudi 10 ng/mi).Mot su gia tang hap thu rifaximin toan than khéng
trong quan vé mat [&m sang da duoc ghi nhan khi dung rifaximin trong vong 30 phit sau bra &n nhiéu chét béo.
& nhirng b&nh nhan bénh ndo gan, ndng dd dinh clia rifaximin trong huyét trrong trung binh dat 13,5 ng/ml sau khi dung rifaximin
800 r:z 3 1an/ngdy trong 7 ngay. Lwgng thubc tim dwgc sau 7 ngay duéi 0,1% lidu dung.
Thong s6 dugc déng hoc cia bénh nhan cb tién sir bénh ndo gan dugc danh gia sau khi dung rifaximin 550 mg 2 lan/ ngay.
Thcq'lgséduchong hoc thay @i I6m va phoi nhiém rifaximin trung binh (AUCT) & nhimg bénh nhan co tién sir bénh ndo gan
(147 ng.gié/ml) cao hon khodng 12 Ian so voi nhirng nguoi tinh nguyén khoé manh sau khi dung phéac d véi liéu trong tv
(12,3 ng.gio/ml), Khi théng sb dugc dong hoc dwge phan tich dya trén phan loai Child-Pugh A va B, AUCT trung binh cao hon
twong (ng 10 lan va 13 I1&n so véi nhimg @4i twong khoé manh.

n bé
Rifaximin gan trung binh vé&i protein huyét twong & ngudi. In vivo, ty 1€ gan protein trung binh & 67,5% & nhirng d6i twong

manh va 62% & nhirng bénh nhan suy gan khi ding rifaximin 550 mg
Chuyén hoa .
hién ctru can bang khéi thuc hién trén ngudi tinh nguyén khoé manh goi y lugng rifaximin 43 hp thu duoc trai qua qua
trinh chuyén hoé véi lwgng dao thai qua than thi thiéu & dang thubc khdng dbi. Enzym chiu trach nhiém chinh dé chuyén hoa
rifaximin chwa duwoc biét ro.
k-
Rifaximin hau nhu deoc dao thai qua phén.
Trong mét nghién ctru can bang khdi, sau khi ubng 400 mgq rifaximin gén C14 & ngudi tinh nguyén khoé manh, trong téng
f%,m%muéc_ﬂmlai dugc, 96,62% thudc gén phong xa dugc tim lai trong phén chi yéu & dang thubc khong ddi va 0,32%
ubc durgc tim lai trong neéc tidu hdu hét 1a chit chuyén hoa vi 0,03% & dang thuéc khdng bién ddi. Rifaximin chiém 18%
hoat tinh phong xa trong huyét twong.
QUY CACH DONG GOI: Hop 3 vi x 10 vién
DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Diéu kién bdo quan: Bao quan noi khé mat duédi 30°C. Tranh anh sang.
lan ding: 24 thang ké tir ngay san xuét.
Tiéu chudn chét luwgng: Nha san xuét,

TEN, DIA CHI CUA CO SO SAN XUAT THUOC
'ATRA PHARMACEUTICALS LIMITED
'Plot No. H-19, M.1.D.C., Waluj, Aurangabad — 431 133,
Maharashtra State, An D§.
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