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70 HUONG DAN SU DUNG
Rx - THUOC NAY CHI DUNG THEO PON THUOC

; Ct’JNGTYT{\JHH :
DESGE 14N 1) TRE EM.
)CHPHUONG DAN SU DUNG TRUOC KHI DUNG.

Thénh phan duge chat:

IR covvelimninnaassaw s 550,0 mg.

Thanh phan td diwge: Microcrystalline cellulese 101, Edetate disodium, Hydroxypropyl cellulose-
I, Sodium starch glycolate, Colloidal silicon dioxide, Stearic acid, Hypromellose 6c¢ps, Tacl,
Titanium dioxide, Polyethylen glycol 6000, Ferric oxide (red), Sunset yellow lake.

DANG BAO CHE: Vién nén bao phim. Vién nén bao phim hinh béu duc, mau dé cam, hai mat
khum-tron.

CHI PINH:
BV RIFAXIMIN 550 duoc chi dinh dé giam tai phat cac dot bénh néio gan 1am sang ¢ bénh nhén >
18 tubi (xem muc Ddc tinh dirge lire hoc).

Cén xem xét hudng dan chinh thirc vé viéce st dung hgp 1y cac thude khang sinh.

CACH DUNG VA LIEU DUNG:

Cadach diing

Udng véi 1 ly nude. Co thé ubng ciing hoiic khdng cling bita an

Liéu ditng

1 vién/ 14n, 2 1an/ ngay dé diéu tri lau dai nhim giam tai phat cic dot bénh néo gan 14m sang (xem
muc Canh bao va than trong khi dimmg Ihué’c, dcic tinh dvoe lue hoe va ddc tinh dirge dong hoc).

Tré em

Tinh an toan v& hiéu qua cta BV RIFAXIMIN 550 & tré em (dudi 18 tudi) chua duoge thiét lap.
Ngudi cao tudi

Khéng can diéu chinh lidu luong vi dit liéu vé tinh an todn va hi¢u qua cua BV RIFAXIMIN 550
cho thiy khong ¢6 sur khic biét gitta bénh nhén 16n tubi va bénh nhén tré tudi.

Suy gan _

Khdng cin diéu chinh lidu cho bénh nhan suy gan (xem muc Cdnh bdo va than trong khi dimg
thuée).

Suy than

Mic du khong thé doén trude duge viée thay ddi lidn nhung nén thin trong khi sir dung & nhiing
bénh nhén bi suy giam chire nang than (xem muc Pdc tinh dirge dong hoc).

CHONG CHI PINH:
Qué man v6i rifaximin, dan xuat cua rifamycin ho#ic bat ky ta duge nao cia thude.
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Céc trudng hop tac rugt.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Tiéu chay lién quan dén Clostridium difficile (CDAD) da dwge béo cdo khi sir dung hau hét cac
thudc khang sinh, bao gdm ca rifaximin. Khong thé loai trir mdi lién quan tiém 4n cua viée diéu tri
bing rifaximin véi CDAD va viém dai trang gia mac (PMC).

Do thiéu dit liéu va kha ning gay r6i loan nghiém trong hé vi khuén duong rudt ma khong 16 hau
qua, khong khuyén cdo str dung ddng thoi rifaximin véi cée rifamyein khac.

Bénh nhéan nén duge thdng bao ring méc du sy hdp thu cua thude khong dang ké (dudi 1%), gibng
nhur tat ca cac dén xudt ctia rifamycin, rifaximin c6 thé géy ra nuée tiéu c6 mau do.

Suy gan: st dung than trong & nhitng bénh nhéan suy gan ning (Child-Pugh C) va & nhiing bénh
nhan c6 diém MELD (M6 hinh bénh gan giai doan cudi) > 25 (xem muc Déic (inh dirge dong hoc).
Cén than trong khi str dung ddng thoi rifaximin va P-glycoprotein nhu ciclosporin (xem muec 7irong
tdc, tieang ky ciia thuoc).

Téng va giam ty 1€ trong xét nghiém danh gid mtc d§ hinh thanh céc cyc mau dong (INR) (trong
mdt s trudng hop c6 bién ¢b chay mau) da duge bdo cdo & nhitng bénh nhan duge duy tri ding
warfarin va dugc ké don rifaximin. Néu cén str dung déng thoi, can theo ddi cén thin chi sé INR
khi ding bd sung hodic ngimg diéu trj bang rifaximin. Co thé can phai diéu chinh liéu thudc chbng
dong mau dudng udng @é duy tri mirc do chéng déng mau mong mubn (xem muc Tirong tdc, tirong
ky cua thudc).

Thude nay chira it hon 1 mmol natri (23 mg) mdi vién, nghia I vé co ban 1a khong chira natri.

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

Sit dung thube cho phu niv ¢é thai

Khéng c6 hoiic c6 rét it dir liéu vé viée st dung rifaximin & phu nit mang thai.
Céc nghién ciru trén dong vit cho thay tac dung nhat thoi 1€n qua trinh cot héa va bién doi xuong ¢

thai nhi. D& phong ngira, khéng nén sir dung rifaximin trong thoi k¥ mang thai.

St dung thuoc cho phu nir cho con bha

Chua 15 liéu rifaximin/ cac chit chuyén hoa cé duoc bai tiét vao sita me hay khong.
Khéng thé loai trir nguy co doi véi tré ba sita me.
Phai dua ra quyét dinh ngimg cho con bi hay ngling/ tranh diéu tri bang rifaximin, c6 tinh dén loi

ich cua viéc cho con bu doi vdi tré va loi ich ciia viée diéu tri doi véi me.

Kha nang sinh sian

Céc nghién ciru trén dong vét khong cho thay tac dung c6 hai truc tiép hodic gian tiép ddi voi kha
nang sinh san ctia nam va n.
ANT HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

Chong mit da duge bdo cdo trong céc thir nghi¢m 1am sang c¢o kiém soat. Tuy nhién, rifaximin anh
hudng khéng dang ké dén kha ning 1ai xe va van hanh may moc.
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TUONG TAC, TUONG KY CUA THUOC:

Twong tic ciia thube:

Khong ¢6 kinh nghi¢m vé vide str dung rifaximin cho nhitng dbi tuong dang diing mot thude khang
sinh rifamyein khac dé diéu tri nhidm khuan toan than,

Dit lidu in vitro cho thdy rifaximin khéng tre ché cac enzym chuyén héa thudc cytochrome P-450
(CYP) chinh (CYPs1A2,2A6, 2B6, 2C8, 2C9,2C19, 2D6, 2E1 va 3A4). Trong cac nghién ciru cam
{ing in vitro, rifaximin khéng cam g CYP1A2 va CYP2B6 nhung 13 chit cam (g yéu CYP3A4.
O nhiing nguoi khoe manh, cac nghién ciu vé twong téc thude trén 1dm sang di ching minh éng
rifaximin khéng anh huéng déng ké dén duogc dong hoe cha chit nén CYP3A4, tuy nhién, & nhitng
bénh nhédn suy gan, khong thé loai trlr ring rifaximin ¢ thé lam giam su tiép xtc cta chit nén
CYP3A4 duge sir dung ddng thdi (vi dy nhu warfarin, thude chéng déng kinh, thube chéng loan
nhip tim, thudc tranh thai), do phoi nhi€m toan thin cao hon so véi d6i twong khoe manh.

Viée giam va tang chi s6 INR dd duge bdo cdo & nhimg bénh nhén dwoc ké don warfarin va
rifaximin. Néu can str dung dong thoi, can theo doi can than chi sb INR khi thém hoic nging sur
dung rifaximin. Co thé cdn phai diéu chinh lidu thude chéng dong dudng udng.

M6t nghién ctu in vitro cho thdy rifaximin 13 chét (rc ché vira phai P-glycoprotein (P-gp) va dugc
chuyén héa boi CYP3A4. Chua 1d ligu cac thude trc ché P-gp va/hodc CYP3A4 ding ddng thoi co
thé 1am tang ndng d6 rifaximin toan than hay khong.

O ngudi khoe manh, str dyng dong thoi madt lidu duy nhit ciclosporin (600 mg), mdt thude vre ché
P-glycoprotein manh, véi mot lidu duy nhét rifaximin (550 mg) d4n dén ting Cmax va AUC trung
binh cua rifaximin 1én gip 83 14n va 124 1dn. Y nghia lam sang cha su gia tang phoi nhi&m toan
than nay van chua duoc biét 15,

Kha ning twong tac thube-thude xay ra & cip do hé thdng van chuyén da dugce danh gia in vitro va
céc nghién ctru ndy goi ¥ ring kho ¢6 kha néng xay ra tuong tac lam sang gifta rifaximin va céc hop
chat khéc thodt ra qua P-gp va céc protein van chuyén khac (MRP2, MRP4, BCRP va BSEP).

Tuong ky thuoc:

- . . n . Bt o A - A x A 0 .o r A
Do khéng ¢6 cac nghién ciru vé tinh tuong ky cua thuoe, khong tron lan thuoc nay vai cde thude
khdc.

TAC DUNG KHONG MONG MUON CUA THUOC:

Céc phan (mg bat loi sau ¢6 thé lién quan dén rifaximin, duge phan theo nhom co quan va tan suat:
vt thuomg giip (= 1/10), thudng gap (> 1/100 dén < 1/10), it gap (1/1.000 dén < 1/100), hiém gip
1/10.000 dén <1/1.000), rat hiém (< 1/10.000), khong rd tan sudt (khong thé wée tinh tir dit lidu ¢6
san)

Trong mdi nhom tAn suét, cac phan ting bét loi duoc trinh bay theo thir tw mie do nghiém trong
giam dn:

HE co quan Thudng gap It gap . | Hiém gap Khéng xéc dinh
Nhiém tring Nhiém Viém  phoi,
5 7 A 1 g . A A
va nhiem ddc Clostridial, viégm md (¢
nhiém tring | bao, nhiém
duong tiét nigu, | tring dudng
nhiem nam | ho hap trén,
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candida

viém mii

R6i loan hé¢
thong tao mau

Thiéu mau

Giam tiéu céu

va hé bach

huyét

Rbi loan hé Phan tng phin v¢,
thbng  mién phi mach, qué méan
dich

ROi loan Chén an, tang Mat nudéce

chuyén héa va kali mau

dinh dubng

R4i loan tAm Trang thai 1u lan,

thén, trAm lo léng, mét ngu

cam

R6i logn mach
mau

Noéng bung

Téang huyét
ap, ha huyét

ap

Tién ngat, ngat

R&i loan ho | Kho thé Tran dich mang | Bénh phoi
hép, long phdi tic  nghén
nguc va trung man tinh
thit
R6i loan tiéu | Pau bung trén, | Pau bung, Xuat Tao bon
hoa chuéng bung, tiéu | huyét gidn tinh

chay, budn ndn, ndn, | mach thue quan,

cd trudng kho mi¢ng, kho

chiu & da day

R&i loan gan Xét nghiém chac
mat niing gan bét thuong
Rbi loan da va | Phat ban, ngita Viém da, cham
mo dudi da
R&i loan co | Co thit co, dau khép | Pauco Pau lung
xuong va mo
lign két
R&i ‘loan than Khé tiéu, tidu gfit Protein ni¢u

va tiét niéu

Roi loan
chung va tai
cho ding

Phu ngoai bién

Phu, sot

Suy nhuge

Can lam sang

Bit thuong chi sé
INR (x¢ét nghiém
danh gia mic d§ hinh
thanh cac cuc mau
dong)

Chan thuong,
ngd doc va
- P A
cac bicn
chirng cua thu

thuat

Té ngd

Bung  dép.
dau khi thuc
hién tha
thuat

B:#o cdo phéin tng ¢é hai (ADR): Béo cdo céc phan ing ¢6 hai duge nghi ngo cua thude sau khi
luu hanh 12 rat quan trong. N6 cho phép theo doi lién tuc ty 1€ giita lgi ich/rti ro cua thude. Cac
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chuyén gia y té tién hanh cong bo cac phan tng c¢o hai duge nghi ngd thdng qua hé thong bao céo

A . A ,\ . A o\ - o+ . ‘ . P A T ~ - A
quoc gia ve thong tin thuoc va theo doi phan ting ¢d hai cua thuode (Trung tdm DI va ADR Quoc
gia).

THONG BAO NGAY CHO BAC ST HOAC DUQC ST NHUNG PHAN UNG CO HAI GAP
PHAI KHI SU DUNG THUOC

QUA LIEU VA CACH XU TRi:

Khéng ¢6 truong hop qué liéu nao duoe bao cho.

Trong cac thir nghiém lam sang v6i bénh nhin bi tiéu chay du lich, lidu 1én t6i 1800 mg/ngay da
duoc dung nap ma khong cé bat ky dau higu 1am sang nghiém trong ndo. Ngay ci ¢ nhitng bénh
nhan/dbi teong c6 hé vi khun binh thudng, rifaximin diing lidu 1én t&i 2400 mg/ngdy trong 7 ngdy
ciing khdng gay ra bit ky triéu chimg 1am sang lién quan nao lién quan dén lidu cao.

Trong trudng hop vé tinh ding qué lidu, nén diéu tri tridu ching va chim séc hd tro.
PAC TINH DUQC LUC HOQC:

Nhom duge ly: nhém khang sinh duong rudt, ma ATC: AO7TAALI

Co ché tic dung

Rifaximin 1a mot loai thude khéng sinh thude nhém rifamycin lién két khong thé dao nguoc véi tidu
don vi beta ciia RNA polymerase phu thude enzyme DNA cta vi khudn va do d6 e ché téng hop
RNA ciia vi khuén.

Rifaximin c¢6 phd khang khuén rong chdng lai hiu hét cac vi khudn gram duong va dm, hiéu khi va
ky khi, bao gdm ca céc loai sinh amoniac. Rifaximin c6 thé tic ché sy phan chia ctia vi khuan khtt
uré, do d6 lam giam vide san xuét amoniac va céc hop chét khac dwoc cho Ia quan trong déi véi co
ché bénh sinh ctia bénh ndo gan.

- A A -
Co ché dé khang:

Su phat trién dé& khéng véi rifaximin chi yéu 12 sy thay déi mét bude nhidm sic thé c6 thé dao
nguoc trong rpoB ma héa RNA polymerase cia vi khudn.

Céc nghién ctru 1am sang diéu tra nhimg thay dbi vé tinh nhay cam ctia hé vi khudn duong rudt coa
bénh nhén bi tiéu chay khi du lich da khong phat hién duge sy xudt hién cta vi khudn Gram duong
khéng thube (vi du: Enterococci) va Gram am (E. coli) sinh vét trong qué trinh diéu tri ba ngay
bang rifaximin.

Su phét trién d& khang & hé vi khuin dudng rudt binh thuong di duoc nghién ciru bang cach lap lai
lidu cao rifaximin & nhitng tinh nguyén vién khde manh va bénh nhan méc bénh viém rudt. Cdc
chiing khang rifaximin da phat trién nhung khong 6n dinh va khéng cu tri & duong tiéu héa hodc
thay thé cac ching nhay cam véi rifaximin. Khi ngimg didu tri, cac ching khang thude bidn mét
nhanh chéng.

Dir liéu thue nghiém va 1am sang cho thdy ring viée diéu tri bang rifaximin & nhitng bénh nhén
mang chiing vi khuén Mycobacterium tuberculosis hodic Neisseria meningitidis s& khoéng chon
khéng rifampicin.

Tinh nhay cam:

S S Y

N e
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Rifaximin 14 mot thube khang sinh khong hép thu.

In vitre: Thir nghiém dd nhay cam khong thé duge sir dung dé x4c dinh mét cach dang tin cay tinh
nhay cam hozic kha ning dé khang cta vi khun véi rifaximin. Hién tai khong c6 du dir liéu dé hé
trg viée thiét lap diém dung 1am sang cho thir nghiém do nhay cam.

Rifaximin da dugc danh gia In vitro, ttén mot s6 mam bénh bao gém ca vi khuén san xuét amoniac
nhw Escherichia coli spp, Clostridium spp, Enterobacteriaceae, Bacteroides spp. Do sw hip thu rat
thép tir rifaximin qua dudng tiéu héa nén khong ¢6 hidu qua 1am sang chdng lai cac mim bénh xam

lan, méc du nhitng vi khuan nay rat nhay cam trong in vitro.

DAC TINH DUQC DONG HQC:

H?‘lﬂ thu

Céc nghién ctru duoc déng hoe & chuét, ché va ngudi di ching minh ring sau khi udng rifaximin &
dang o da hinh duoc hdp thu kém (dudi 1%). Sau khi dung Iip lai liéu didu tri rifaximin & nhitng
ngudi tinh nguyén khée manh va bénh nhan bi ton thuong niém mac rudt (Bénh viém rudt), ndng
do trong huyét tuong khong dang ké (dudi 10ng/mlL). O nhitng bénh nhan bi bénh ndo gan (HE), st
dung rifaximin 550 mg hai 1dn mdt ngdy cho thiy néng dé rifaximin trung binh cao hon khoang 12
lan so véi mitc dugce quan sét thdy & nhitng ngudi tinh nguyén khoe manh theo ché dé dimg thude
twong ty. Mot sy gia tang hdp thu rifaximin toan than khong twong quan v& mat 1am sang da duge
ghi nhén khi dung rifaximin trong vong 30 phiit sau bira &n nhiéu chit béo.

Phén b6

Rifaximin gén trung binh vé6i protein huyét tvong & ngudi. In vivo, ty 1& gén protein trung binh 1a
67,5% & nhiing dbi twong khoe manh va 62% & nhiing bénh nhén suy gan khi ding rifaximin 550
meg.

Chuyén héa

Phén tich céc chit chiét xudt tir phan da ching minh ring rifaximin duoc tim thiy & dang phan tu
nguyén ven, ggi ¥ ring rifaximin khéng bi phin hiy ciing nhw khdng bi chuyén héa trong qué trinh
di qua dudng tiéu hoa.

Trong mdt nghién ctu st dung rifaximin duge ddnh ddu bing chét phong xa, lugng rifaximin dugc
tim thiy trong nuée tiéu 1 0,025% lidu ding, trong khi <0,01% lidu ding duge tim thé‘iy dudi dang
25-desacetylrifaximin, chét chuyén hoa rifaximin duy nhat di duge xéc dinh & ngudi.

Thai tri

Mot nghién ctra voi rifaximin duge danh dau bang chit phong xa cho thiy ring 14C-rifaximin hau
nhu duoe bai tiét hoan toan qua phan (96,9% liéu ding). Rai tiét qua nude tiéu khong vuot qua
0,4% lidu ding.

Tuyén tinh .
Tée d6 va mic dd phoi nhiém toan thin & ngudi véi rifaximin dudng nhu duge dic tfrung bai dong
hoc phi tuyén tinh (phu thudc vao liéu) phi hop véi kha ning hap thu rifaximin & mire gii han the
do hoa tan.

Doi twong diic bidt

Suy thdn
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Khong c6 dit lidgu 1am sang vé viée sir dung rifaximin & bénh nhéan suy than.

Suy gan

Dit li¢u 1am sang c¢6 san d6i vai bénh nhan suy gan cho thiy mtc phoi nhiém toan than cao hon so
voi dbi tuong khoe manh. Nong dé toan than cta rifaximin cao hon khoang 10, 13 va 20 lin 6
twong g ¢ nhitng bénh nhan suy gan nhe (Child-Pugh A), trung binh (Child-Pugh B) va suy gan
ning (Child-Pugh C), so v6i & nguoi tinh nguyén vién khoe manh. Sy gia ting phoi nhiém toan
than voi rifaximin & nhiing nguoi bi suy gan nén duge giai thich dua trén tac dyng tai chd cua
rifaximin trong dudng tiéu héa va sinh kha dung toan than thip cta no, ciing nhur dit liéu an toan vé
rifaximin ¢6 san & nhitng ngudi bi xo gan.

Do d6 khong can didu chinh lidu luong vi rifaximin cé tac dung tai chd.

Tre em

Duge dong hoe ctia rifaximin chwa duge nghién ctru & bénh nhi & moi Iwra tuéi. Dan sé duge nghién
clru & ca hai phuong phép giam thiéu tai phat bénh nio gan (HE) va trong diéu tri cAp tinh bénh nio

gan (HE) bao gom nhiing bénh nhan > 18 tuoi.

QUI CACH DONG GOI: Hop 3 vi hodc 6 vi hodc 10 vi x 10 vién.

BAO QUAN: Nhiét dé khong qué 30°C.

HAN DUNG: 24 théng k& tir ngdy san xuit.

TIEU CHUAN: Tiéu chudn co sd.

NHA SAN XUAT: CONG TY TNHH DUQC PHAM BV PHARMA

Dia chi: S6 18, Dudng Lé Thi Soc, Ap 2A, Xa Tan Thanh Tay, Huyén Cu Chi, Thanh phb Ho Chi
Minh, Viét Nam.



