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TO' HUONG DAN SU DUNG THUOC 'RA ¢
oy DAL DIEN R RIFIMAX 200 P
Al THANH PHG
HO' O M,ZHE Rx RIFIMAX 550 WHO-GMP

(Vién nén bao phim rifaximin 200 mg)

(Vién nén bao phim rifaximin 550 mg)

Thude nay chi ditng theo don thuidc
Dé xa tam tay tré em

Doc kj huéng dan siv dung triwée khi ding

THANH PHAN CONG THUC THUOC

Mabi vién nén bao phim Rifimax 200 chita:

Thanh phén hoat chat: Rifaximin 200 mg.

Thanh phﬁn ta dwge: Cellulose vi tinh thé, natri starch glycolat, polyethylen glycol 4000,
hypromellose, dinatri EDTA, nude tinh khiét, tale tinh khiét, colloidal anhydrous silica,
glyceral palmito stearat, magnesi stearat, instacoat SOL white (IC-S- 223), isopropyl alcohol,
instacoat universal AOSR00959 orange.

[Thamnh phan td dwgc Instacoat SOL White (IC-S-223): HPMC 2910/Hypromellose,
polyethylen glyeol, tale tinh khiét, titan dioxid]

[Thanh phan td duoe Instacoat Universal AOSR00959 Orange: HPMC 2910/Hypromellose,
polyethylen glycol, talc tinh khiét, titan dioxid, lake sunset yellow]

Moi vién nén bao phim Rifimax 550 chiva:

Thanh phén hoat chit: Rifaximin 550 mg.

Thanh phan ta dwee: Cellulose vi tinh thé, natri starch glycolat, polyethylen glycol 4000,
hypromellose, dinatri EDTA, nude tinh khiét, talc tinh khiét, colloidal anhydrous silica,
glyceral palmito stearat, magnesi stearat, instacoat SOL white (IC-S-223), isopropyl alcohol,
instacoat universal AOSR00959 orange.

[Thanh phan ti duwoc Instacoat SOL White (IC-S-223): HPMC 2910/Hypromellose,
polyethylen glycol, talc tinh khiér, titan dioxid]

[Thanh phén td dieoe Instacoat Universal AOSR00959 Orange: HPMC 2910/Hypromellose,
polyethylen glycol, tale tinh khiét, titan dioxid, lake sunset yellow]

DANG BAO CHE

Vién nén bao phim

M ta dang bao ché:

Rifimax 200: Vién nén bao phim mau cam, hinh tron, hai mat 16i, nhan.

Rifimax 550: Vién nén bao phim mau cam. hinh thudn dai, hai mat nhan.
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CHI DINH

Dé giam su phat trién cta vi khuan khang thude va duy tri hidu qua cua rifaximin va céc loai
thude khang sinh khac, chi nén dung rifaximin dé diéu tri hoic ngdn ngira cdc bénh nhiém
khuédn da duge chimg minh hodc nghi ngd 1a do vi khuén nhay cam géy ra. Khi cdy vi khuan
va c6 théng tin dd nhay cia vi khudn, cin xem xét lua chon hodc diéu chinh liéu phép diéu tri
khang sinh thich hgp. Trong truong hop khong ¢6 dit lidu nay, thong tin dich € hoc dia
phueng va cac moé hinh nhay cam cua vi khudn c6 thé ap dung dé lua chon liéu phap diéu tri
theo kinh nghiém.

Tiéu chay du lich

Rifaximin duoc chi dinh dé diéu tri tiéu chay du lich & ngudi [6n va tré em tir 12 tudi trd 1én
gdy ra boi cac chung FEscherichia coli.

Chir y: Khong nén sir dung rifaximin & nhirng bénh nhén bi tiéu chay phuc tap do st hodc ¢6
mau trong phén hoac tiéu chay do cac tac nhan gdy bénh khong phai Escherichia coli.

Bénh niio gan

Rifaximin dugc chi dinh dé giam nguy co tai phat bénh néo gan ¢ nguoi lén.

Hoi chirng rudt kich thich (IBS) kém tiéu chay

Rifaximin duoce chi dinh dé didu tri hoi chimg rudt kich thich kém theo tiéu chay (IBS-D) &

nguoi 1om.

CACH DUNG, LIEU DUNG

Liéu ding

- Pitu tri tiéu chay du lich: Lidu khuyén cdo cua rifaximin 1 200 mg udng 3 lan/ngay
trong vong 3 ngay.

- Bénh ndo gan: Liéu khuyén céo ciia rifaximin 1a 550 mg udng 2 lan/ngay.

- Héi chitng rudt kich thich (IBS) kém tiéu chay: Liéu khuyén cdo cua rifaximin 1a 550
mg ubng 3 lan/ngay trong 14 ngay. Bénh nhan tai phét c4c tri¢u ching co thé duge didu tri
tiép vi lidu nhu cii va tang gap doi thoi gian didu tri.

Céach dung

Dung dudng udng, udng véi nudce cung hode khéng cling véi thie an.

CHONG CHI PINH

Qué mén véi rifaximin, din xudt ctia rifamycin hodc bat ky ta duge nao cua thude.

Phan tmg qua méan bao gom viém da tréc vay, phi mach than kinh va séc phan vé.

CANI BAO VA THAN TRONG KHI DUNG THUOC

Tiéu chay du lich khong gay ra boi Escherichia coli

Rifaximin khong ¢¢ hiéu qua & nhitng bénh nhan bi tiéu chay phire tap do sét va/hodc ¢6 méu

trong phan hodc tiéu chay do céc tdc nhan gy bénh khac khong phai Escherichia coli.

Ngimg st dung thude néu triéu chimg dién bién xau hon hodic kéo dai tir 24-48 gidy va nén cén

nhic thay d6i khang sinh.

Rifaximin khong hiéu qua trong tiéu chay du lich do Campyiobacter jejuni. Hiéu qua cua
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rifaximin trong diéu tri bénh tiéu chay & khach du lich do Shigellaspp. va Salmonellaspp.
chua dugc ching minh. Khong nén sur dung rifaximin & nhiing bénh nhan nghi ngé cé céc tac
nhan gdy bénh nhu Campylobacter jejuni, Shigellaspp., hodac Salmonellaspp.

Tiéu chay do Clostridium difficile

Tiéu chay do Clostridium difficile da duge béo céo khi st dung hau hét cac khang sinh bao
gdm ca rifaximin, mitc dd c6 thé thay doi tir tiéu chdy nhe dén tir vong. Pidu tr bang thude
khang sinh lam thay d6i hé vi khuan duémg rudt va c6 thé dan téi su sinh sdi qua mire cua C.
difficile.

C. difficile san sinh doc td A va B gép phan gdy tiéu chay do C. difficile. Cac ching C.
difficile san sinh dbc té qua mitc gdy gia ting bénh tat hodc tr vong do nhitng nhiém khuén
nay c6 thé khang tri voi liéu phap didu tri bang khang sinh va ¢6 thé cAn phai cit rudt. Tiéu
chay do Clostridium difficile nén duge xem xét & tat ¢a bénh nhan bj tiéu chay sau khi sir
dung thude khang sinh. Can ghi nhan tién st ding thude do tiéu chay bai C. difficile da duoc
béo cao van xudt hién trén 2 thang sau khi ding cdc thude khéng sinh.

Néu nghi ngd hogc chic chan tiéu chay do C. difficile, nén ngirng sir dung khéng sinh dang st
dung ma khang sinh d6 khong co tac dung khang C. difficile. Can truyén dich va chét dién
giai thich hop, bé sung protein, diéu tri bing khang sinh khang C. difficile va danh gia kha
néng phau thuat theo chi dinh lam sang.

Phit trién vi khuén khéng thube

St dung rifaximin dé diéu tri tiéu chay du lich khi khong ¢6 bing chirng chirmg minh hoac
nghi ngd chic chan hodc khong c6 chi dinh dur phong sé¢ khéng mang lai lgi ich cho bénh
nhan va lam tang nguy co phat trién vi khuin khéng thudc.

Bénh nhén suy gan nang (Child-Pugh C)

Tang ndng do thudc toan than & bénh nhan suy gan. Thu nghi¢m lam sang gidi han & nhitg
bénh nhén c¢6 diém MELD < 25. Do d6, can cén trong khi dung rifaximin & nhting bénh nhan
suy gan nang (Child-Pugh C).

Str dung dong thii véi thube e ché P-glycoprotein (P-gp)

Str dung dong thoi cac loai thude e ché P-glycoprotein véi rifaximin ¢6 thé lam tang ndng do
rifaximin toan than. Can than trong khi str dung ddng thoi rifaximin va thude te ché P-gp nhu
cyclosporin. O nhitng bénh nhén bi suy gan, néng do rifaximin toan than c6 thé tang thém do
cac tdc dung khong mong mudn tiém 4n cta viée giam chuyén hoa va dung dong thoi véi cée
chat e ché P-glycoprotein.

Str dung & tré em

Tinh an toan va hiéu qua cia rifaximin chua duoc thiét lip ¢ bénh nhan nhi dudi 12 tudi bi
tiéu chay du lich hodc bénh nhan dudi 18 tudi mic bénh nio gan va hdi chirng rudt kich thich
kem tiéu chdy.

St dung ¢ nguoi cao tudi

Trong s6 nhimg bénh nhéan tham gia nghién ciru 1am sang st dung rifaximin dé diéu tri bénh
ndo gan. ¢4 19% bénh nhan tir 65 tudi trdy 1én, trong d6 2% tir 75 tudi tr¢r 1én. Trong cac
nghién ctru 1am sang vé hoi chirg rudt kich thich kém tiéu chay, ¢6 11% bénh nhén tir 65 tudi
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trér 1én, trong d6 2% tir 75 tudi trd 1én. Khoéng c6 su khéc biét tong thé vé tinh an toan hodc
hiéu qua gitta cac doi tuong nay voi cac déi tuong tré tudi hon doi véi hai chi dinh trén. Chira
c6 du dir lidu trén nhitng bénh nhan tir 65 tudi trér 1én trong cdc nghién ctu lam sang dung
rifaximin dé diéu tri tiéu chay du lich d&é xac dinh sy khéc biét trong dap (mg voi nhitng dbi
tuong tré tudi. Kinh nghiém lam sang duoc bao cdo khac chua xdc dinh dugce sy khac biét
trong dép ung gitta bénh nhan cao tudi va bénh nhan tré tubi, nhung khong thé loai trir tang su
nhay cam & mot sé ngudi cao tudi.
Suy thin
Dugc ddng hoc cua rifaximin & bénh nhan suy giam chirc nang than chua dugce nghién ctru.
Suy gan
Sau khi ding rifaximin 550 mg x 2 lan/ ngay cho bénh nhén cé tién sir bénh ndo gan, néng do
toan than (AUC ) cta rifaximin cao hon khoang 10, 14 va 21 lan twong ting & nhing bénh
nhén suy gan nhe (Child-Pugh A). suy gan trung binh (Child-Pugh B) va suy gan ndng (Child-
Pugh C), so v6i nhitng ngudi tinh nguyén khoe manh. Khong cén chinh lidu vi dudmg nhu
rifaximin ¢6 tac dung tai chd. Tuy nhién, cin than trong khi ding rifaximin cho bénh nhan
Suy gan nang.
Théng tin vé ta dwoe
Thude nay chira it hon 1 mmol natri (23 mg) trén mdi don vi lidu lugng, nghia 1 vé co ban 14
"khéng cé natri".
SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Phu nir ¢6 thai
Chua ¢6 dit liéu vé viée sir dung rifaximin & phu nir c6 thai dé c6 thé dua ra cac thong bao ve
rui ro lién quan dén thube. Céc nghién ctru vé sinh san & ddng vat da ghi nhan tic dung gay
quai thai sau khi dung rifaximin cho chudt cng va tho mang thai trong théi ky hinh thanh co
quan v&i lidu trong Gng khoang 0,9 dén 5 1dn va 0,7 dén 33 lan so véi lieu khuyén cdo cho
ngudi 12 600 mg dén 1650 mg méi ngay. Pa co cac truong hop di tat & mét, miéng va ham
miit, tim va cOt song thit lung & thd. Di tit mét & chudt cong va tho duoc quan sat ¢ lidu gay
giam su tang trong luong co thé me. Tinh trén déan s6 chung ctia Hoa Ky, nguy co nén vé di
tat bAm sinh nghiém trong va sdy thai & phu nit c6 thai duyc wée tinh lan lrot 1a 2 dén 4% va
15 dén 20%. Nén tu van cho phu nit ¢6 thai v& nguy co tiém an doi voi thai nhi.
Phu nir cho con bi
Chua 1 lidu rifaximin 6 bai tiét vao sira me hay khong, tic dung cia rifaximin déi véi tré bu
me hodc tac dung cua rifaximin ddi voi viee tiét stra. Can xem xét loi ich vé sue khoe va su
phat trién cua tré bt me véi nhu céu diéu tri rifaximin ctia ngudi me va bét ky tac dung khong
mong muédn cé thé xay ra & tré bu me do rifaximin hodc do tinh trang co ban clia ngudi me.
ANI HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chéng mat da dugce bao cdo trong cac thu nghiém ldm sang co d6i ching. Tuy nhién.
rifaximin c6 anh huong khong dang ké dén kha nang lai xe va van hanh méay moc.
TUONG TAC, TUONG KY CUA THUOC
Tuwong tac thube
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Cdc thude ke ché P-glycoprotein (P-gp)

Str dung dong thoi voi cyclosporin, mot chét e ché P-glycoprotein va protein vén chuyén

anion hiru co qua mang té bao (OATP = organic anion-transporting po lypeptides) lam tang

dang ké nong do rifaximin toan than. O nhitng bénh nhan bi suy gan, nong do rifaximin toan

than c6 thé tang thém do céc tic dung khong mong mudn tiém 4n cua viéc giam chuyén hoa

va dung dong thoi voi cac chat (e ché P-glycoprotein. Céan than trong khi str dung déng thoi

rifaximin va thudc e ché P-gp nhu cyclosporin.

Warfarin

Nhiing thay déi v& INR da duge bdo cao sau khi thube lwu hanh & nhimg bénh nhén ding

dong thoi rifaximin va warfarin, do d6 can theo doi INR va thoi gian prothrombin. C6 thé can

diéu chinh liéu warfarin dé duy tri khoang INR muye tiéu. Xin xem to hudng dan sir dung cua

warfarin.

Cdc thuée chuyén héa qua CYP3A4

Mot nghién ctru in vitro cho thay rang rifaximin cim mg CYP3A4. Tuy nhién, & nhiing bénh

nhén ¢6 chiic nang gan binh thudmg. dung rifaximin & lidu khuyén cdo s& khong gy cam tng

CYP3A4. Chua ro liéu rifaximin ¢6 dnh hudng dang ké dén duge dong hoc cua cac thube

chuyén hoa qua CYP3A4 khi dung dong thoi ¢ bénh nhan suy giam chiic ndng gan ¢6 su gia

ting ndng do rifaximin hay khong.

Twong ky ciia thude

Do khdng ¢6 cac nghién ciru vé tinh tuong ky cua thude, khéng trén 1dn thude nay véi cic

thude khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Tiéu chay do C. difficile la tac dung khong mong mudn ¢ ¥ nghia lam sang d& duoc ghi

nhan.

Téc dung khéng mong mudbn tir cdc thir nghiém 1im sing

Boi vi céce thir nghiém 1am sang duoc tién hanh trong cac diéu kién rat khac nhau nén ty 1¢ cac

tac dung khong mong mudn duge ghi nhan trong cac thit nghiém lam sang cua thube khéng

thé so sénh truc tiép véi ty 1& trong cac thir nghiém 1am sing cua thude khac va c6 thé khong

phan 4nh 1y 1é trong thuc té.

Tiéu chay du lich

I'inh an toan cua rifaximin 200 mg uong lan/nga\ da duge danh gia & nhitng bénh nhan bi

tiéu chay du lich, bao gébm 320 bénh nhan trong hai thir nghiém ldm sang d6i chimg vai gia

duoc vai 95% bénh nhan duge diéu tri bang rifaximin trong ba hoc bén ngay. Dén sb nghién

ctru co do tudi trung binh 1a 31,3 (18-79) trong d6 khoang 3% > 65 tudi, 53% la nam giGi va

84% la ngudi da tréng, 11% la ngudi gbe Tay Ban Nha.

Viée ngimg thude do tac dung khéng mong mudn xay ra & 0.4% bénh nhan. Cac tac dung

khong mong mudn din dén ngimng thude 1a mét vi gidc, kiét ly, giam can. chan an, budn nén

va kich ng miui.

Trong hai thu nghiém ddi chimg vai gia duge, ty 1€ tac dung khong mong mudn xay ra voi tan

suat > 2% (dau dau) ¢ bénh nhan diéu trj bang rifaximin (n=320) cao hon so véi gia dugc
5/13
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(n=228) (10% rifaximin, 9% gia duoc).

Bénh ndo gan

Thu nghiém 1

Dit lidu duoc md ta trong Bang | phan dnh mic do tiép xac véi rifaximin ¢ 348 bénh nhén,
bao gdm 265 bénh nhan dung rifaximin trong 6 thang va 202 bénh nhan dung trong hon mét
nam (théi gian ding thude trung binh la 364 ngay). Tinh an toan cua rifaximin 550 mg ubng 2
lan/ngay dé giam nguy co tai phat bénh ndo gan & bénh nhan truong thanh da dugce danh gid
trong mot thir nghiém 1dm sang d6i chimg gia duge kéo dai 6 thang (n=140) va trong mt
nghién ctru theo doi dai han (n=280). Dan sb nghién ciru ¢6 do tudi trung binh la 56 tuoi (tir
21 dén 82); khoang 20% bénh nhan > 65 tudi, 61% la nam gioi, 86% la ngudi da tring va 4%
14 nguoi da den. 91% bénh nhén trong thu nghiém dang ding ddng thoi véi lactulose. Cac tac
dung khong mong mudn thudmg gap xay ra voi ty 1€ > 5% va vai ty 1é cao hon & nhom bénh
nhan duoc didu tri bang rifaximin so v6i nhom dung gia duge trong thir nghiém 6 thang dugc
trinh bay trong Bang 1.

Bang 1. Cac tic dung khong mong mudn thwong gip *tir nghién ciru lim sang
& bénh nhéan trwéng thanh bi bénh nio gan dung rifaximin (Thir nghiém 1)

tﬁc dyng Khong mong mufn 211::;:;:: (?21?{{);) 1233/3 (\JS:‘;SU(S/Q)

| Phii ngoai bién 21 (15%) 13 (8%)

' Buén non 20 (14%) 21 (13%)

' Chéng mit ' I 18 (13%) 138%) |
Mét moi 17 (12%) Q)
| C truéng 16 (11%) 15 (9%)

Co thit co | 13 (9%) 11 (7%)

Ngita O 1209%) O 10(6%) i
 Pau bung | 12 (9%) 13 (8%)

Thiéu mau ; 11 (8%) 6 (4%)

Trm cam | 10 (7%) | 8 (5%)

| Viém mii hong : 10 (7%) 10 (6%)

Pau bung trén | | 9 (6%) 8 (5%)

' Dau khép 9 (6%) | 4 (3%)

Kho the 9 (6%) | 7(4%)
sét 9(6%) 5 (‘3%_5

Phit ban 7 (5%) 6 (4%) J

['y 1& tac dung khong mong muon xay ra voi tan suat > 5% cao hon & nhdm bénh nhén diéu tri
vai rifaximin so v4i nhom gia duoc.

Thu nghiém 2
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Dit liéu duge mo ta trong Bang 2 phan anh mire d¢ tiép xic voi rifaximin & 221 trong s6 222
bénh nhan dugc chon ngiu nhién, ding thudc trong thési gian trung binh 1a 169 ngay, trong do
113 bénh nhin dung rifaximin don tri liéu va 108 bénh nhidn dung rifaximin cung vai

lactulose trong mot thir nghiém cé ddi ching véi hoat chit kéo dai 6 thang. Dan sd nghién

ciru co do tudi trung binh la 58; khoang 63% ddi tuong la nam gidi. Céc tic dung khéng
mong mudn thudmg gap xay ra véi ty 16 > 5% duoc trinh bay trong Bang 2.

Bang 2. Cic tic dung khéng mong mudn thwong gip *tir nghién ctru 1dm sing

¢ bénh nhan trwéng thanh bi bénh ndo gan dung rifaximin dung dong thoi voi lactulose

so v@i rifaximin don tri liéu (Thir nghiém 2)

Rifaximin 550 mg uing Rifaximin 550 mg uong
Thc dung khong mong mubdn 2 lin/ngay + Lactulose 2 lan/ngay (N=113)
(N=108) (n%) (n%)
Phu ngoai bién 15 (14%) 19 (17%)
Mét ngii 15(14%) 13 (12%)
Cb truéng L 1aa3%) 8 (7%)
Tiéu chay 13 (12%) 6 (5%)
Budn non 11 (10%) 17 (15%)
Cothliteo 11 (10%) 9 (8%) ]
Kho the 10 (9%) 8 (7%)
Lo du 10 (9%) 6 (5%)
' Tao bon 9 (8%) 18 (16%)
| Mét moi 9 (8%) 16 (14%)
' Nhiém trung duong tiét niéu 9 (8%) R 13 (12%)
- Dau bung 8 (7%) 8 (7%)
Ngta 6 (6%) 11(10%) |
Giam cam gidc thém #n 5 (5%) 8 (7%)
Paudiu 5 (5%) 8 (7%)
Ho 5(5%) 6(6%)
Suy thén cép. 5 (5%) 7 (6%)
| Nén 6 (5%) 6 (6%
| Thiéu méu 3 (3%) ! 11 (10%)

* Cac tac dung khéng mong muodn xay ra & > 5% bénh nhan dung rifaximin ¢ ca hai nhom

dieu tri

Hoi chirng rudt kich thich kém tiéu chay (IBS-D)

Tinh an toan cua rifaximin trong diéu tr1 IBS-D da duge danh gia trong 3 nghién ciru doi

chimg véi gia dugc. trong d6 952 bénh nhan dugc chon ngdu nhién dung rifaximin 550 mg x

3 lan/ngay trong 14 ngay. Trong 3 nghién ctru, 96% bénh nhan duge diéu tri bang rifaximin
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trong it nhat 14 ngay. Trong thir nghiém 1 va 2, 624 bénh nhan chi dugc diéu trj mot dot 14

ngay. Thir nghiém 3 da dénh gid tinh an toan cua rifaximin ¢ 328 bénh nhan duoc diéu tri 1

dot nhin ma va 2 dot didu tri mu ddi 1ap lai, mdi dot 14 ngay trong khoang thoi gian 46 tuan.

Dan s6 két hop trong nghién ctru ¢6 do tudi trung binh 1a 47 (tir 18 dén 88), trong d6 khoang

11% bénh nhan > 65 tudi, 72% la nit, 88% la ngutsi da tring, 9% 1 ngudi da den va 12% la

ngudri gbe Tay Ban Nha.

Téc dung khéng mong mubn xay ra véi tin suat > 2% & bénh nhén diéu tri rifaximin co ty 1é

cao hon gia dugce trong thir nghiém 1 va 2 déi vai IBS-D 1a budn nén (3% rifaximin, 2% gia

duge).

Téac dung khong mong mudn xay ra véi tan sudt > 2% & bénh nhén diéu tri rifaximin (n=328)

o ty 1é cao hon gia duge (n=308) trong thu nghiém 3 ddi voi IBS-D trong giai doan diéu tri

mu déi bao gbm:

- Tang ALT (2% rifaximin, 1% gia duoc)

- Budn non (2% rifaximin, 1% gia duoc)

Tdc dung khong mong muén it gip hon

Céc tac dung khéng mong mudn duoc phén loai theo hé cu quan dudi ddy da duge béo cdo &

< 2% bénh nhén trong céac thir nghiém lam sang vé tidu chay du lich va IBS-D va ¢ < 5%

bénh nhan trong céc thi nghiém 1am sang vé bénh néo gan:

- Réiloan gan mat: Viém dai trang do Clostridium

- Nghién ctru: Tang creatin phosphokinase trong mau

- ROl loan co xuong va md lién két: Pau co

Tac dung khéng mong mudn sau khi lvu hanh

Céc tac dung khong mong mudn dudi ddy da dugce ghi nhin sau khi thuée duge luu hanh, Bai

vi nhitng tac dung khong mong mudn nay nay duoce bao caio mot cach tur nguyén tir nhém dan

s6 khong xac dinh duoc sb luong nén khong thé udc tinh tin sudl. Nhimg tac dung khong

mong mudn nay duoc chon dé dua vao do murc do nghiém trong, tan sudt béo cdo hodc ¢6 moi

lién hé nhan qua voéi rifaximin.

Nhiém triing va nhiém ky sinh iriing

P ¢6 bdo cao vé cac truong hop viém dai trang do C. difficile

Phan tmg qud man

Viém da troc vay. phat ban, phi mach than kinh (sung mat va ludi, kho nubt), ndi mé day. do

bimg. ngita va séc phan vé di dugce bao cdo. Nhitng phan (g nay xay ra som nhét trong vong

15 phut sau khi ding thuéc.

Réi loan co xiong va mé lién két

Cac truong hop tiéu co van da duge bao cdo & nhing bénh nhan xo gan cé hodc khong s

dung df‘mg thoi vai cac thude nhom statin.

Cdc phan teng nghiém trong trén da

Céc tac dung khong mong mudn nghiém trong & da, beo gdom hoi ching Stevens-Johnson

(SJS) va hoai tr biéu bi nhiém doc (TEN), dd duge bio cdo lién quan dén viée su dung
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rifaximin & bénh nhén xo gan. Ngimg dung rifaximin khi ¢6 déu hiéu hodc triéu chimg dau
tién cta cac tac dung khong mong muén nghiém trong trén da hogc cée dau hiéu qua man
khac va can tién hanh danh gia lam sang.

Thong bdo ngay cho bdc si hodc dwwgc si nhitng phdn 1wng co hai gap phai khi s dung
thubce

QUA LIEU VA CACH XU TRi

Chua ¢6 thdng tin cu thé vé viée diéu tri qua lidu rifaximin. Trong cac nghién ctru 1am sang &
liéu cao hom lidu khuyén cdo (> 600 mg/ ngay dbi v6i chi dinh tiéu chay du lich, > 1100 mg/
ngay ddi voi chi dinh bénh ndo gan hodc > 1650 mg/ ngay d6i v&i chi dinh hoi chimg rudt
kich thich kém tiéu chay), cac tic dung khong mong mudn ¢ nhitng ddi tegng dung lidu cao
hon liéu khuyén cdo twong tu so véi gia duge. Trong truvng hop qua lidu, ngimg rifaximin,
didu tri theo tridu chimg va didu tri hd tro khi cén.

PAC TINH DUQC LUC HQC

Nhém dwoce I¥: Thude khang sinh dudng rudt, chéng nhiém tring.

Ma ATC: AO7AATI

Co cheé tac dung

Rifaximin 1a mét dan xuét ban tdng hop ctia rifampin va tic dung bang céch lién két véi tiéu
don vi beta cia RNA polymerase phu thugec DNA cua vi khuén, ngén chan mot trong cac
bude cua qua trinh phién ma. Diéu nay dan dén (rc ché su tong hop protein clia vi khudn va do
d6 e ché sy phat trién cta vi khuan.

Co ché dé khang

Su dé khang véi rifaximin chu yéu la do dot bién gen rpoB. Diéu nay lam thay déi vi tri gan
két trén RNA polymerase phu thuée DNA va lam giam &i luyc gan két cua rifaximin, do d6
lam giam hiéu qua ctia thubc. Chua quan st thiy su d¢ khang chéo gitra rifaximin va cac
nhom khang sinh khac.

Hoat tinh khang khuin

Rifaximin da duoc chimg minh la c6 hoat tinh khang hau het cée chung vi sinh vét sau, trong
in vitro va trong cac bénh nhiém trung:

- Vi khuén hiéu khi

- Vikhuan gram am

- Escherichia coli (cac chung géy dgc td rudt va gay két dinh rudt)
PAC TINH DUQC DONG HOC

Hép thu

Sau khi dung rifaximin 550 mg don liéu va da li¢u ¢ nhitng ngudi khoe manh, thoi gian trung
binh dé dat ndng d¢ dinh cua rifaximin trong huyét tuong 1a khoang 1 gi¢ va Cpex trung binh
dao dong trong khoang 2.4 dén 4 ng/mL.

Tiéu chay du lich

Su hap thu toan than cta rifaximin (200 mg x 3 lan/ ngay) dugc danh gia trén 13 déi tvong bi
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nhiém vi khudn Shigella vao Ngay 1 va 3 cua liéu trinh diéu tri kéo dai ba ngay. Nong d6 va
mirc phoi nhiém cua rifaximin trong huyét twong thép va thay ddi. Chua co bang chimg vé su
tich Ity rifaximin sau khi dung lidu lap lai trong 3 ngay (9 liéu). Nong o dinh cta rifaximin
trong huyét twong sau 3 va 9 liéu lién tiép dao dong tir 0.81 dén 3.4 ng/mL vao Ngay 1 va
0.68 dén 2.26 ng/ml. vao Negay 3. AUC.jas udce tinh 14 6,95 + 5,15 ngeh/mL vao Ngay | va
7.83 + 4,94 ngeh/mL vao Ngay 3. Rifaximin khong thich hgp dé diéu trj nhiém khuin toan
than do ndng d6 toan than cua rifaximin thap sau khi udng.

Bénh ndo gan

Ndng do rifaximin trung binh (AUC ) & bénh nhan ¢6 tién sit IHE cao hon khoang 12 lan so
v&i nguoi khoe manh. Trong s nhig bénh nhan ¢6 tién st HE, AUC trung binh & bénh nhén
suy gan Child-Pugh C cao gép 2 lan so véi bénh nhan suy gan Child-Pugh A.

Hoi chirng rugt kich thich kem tiéu chay (IBS-D)

O nhiing bénh nhan méc hoi chimg IBS-D duoc didu tri bang rifaximin 550 mg x 3 1an/ ngay
trong 14 ngay, Tmax trung binh la 1 gio va Cmax va AUC trung binh thuong twong duong véi
ngudi khoe manh. Sau khi diung da lidu rifaximin, AUCy, cao hon 1,65 1an so véi Ngay 1 &
bénh nhan IBS-D (Bang 3).

Bing 3. Cac thong s6 dwoe dong hoc trung binh (£ SD) ctia rifaximin sau khi ding
rifaximin 550 mg x 3 1an/ ngay & bénh nhan IBS-D va d6i twong khoe manh

Nguoi khdoe manh Bénh nhin IBS-D
| Pponlitu Da lidu Don lidu Pa lidu
(Ngay 1) (Ngay 14) (Ngay 1) (Ngay 14)

n=12 n=14 n =24 n=24

Cuosx | 404 2.39 3,49 4w
(ng/mL) (1.51) (1,28) (1,36) (2,66)

T | 0.75 | 00 | o078 1.00
(h)* L 0,52,0) (0,5-2,0) (0-2) (0,5-2)

AUC@ | 10.4 9.30 9,69 16.0
(ngeh/mL) (3.47) 5 2,7 (4,16) (9.59)

Half-life 183 5,63 3,14 608

(h) (1.38) (5.27) (1,71) (1,68)

* Trung vi (khodng)

Anh hwong ciia thiee phr‘}m trén nhitng doi twong khée manh

Khi ding rifaximin trong vong 30 phit sau bita 4n giau chAt béo & nhimng ngudi khoe manh.
thoi gian trung binh dé dat néng do dinh trong huyét twong bi tri hodn tir 0,75 dén 1,5 gior va
ndng do toan than (AUC) cua rifaximin tang 1én gap 2 lan nhung khong anh huéng dang ké
dén Cuax.

Ty I¢ theo liéu dung

Sau khi udng rifaximin 200 mg, 400 mg hodc 600 mg, nong dé toan than cua rifaximin tang
phu thude vao lidu khoang 2 lan dbi voi ca AUCHq va Cuax khi dung lidu tir 200 mg 1én 400
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mg, nhung tang 1.3 1an d6i v6i cid AUCHas va Cay tir khi ding liéu tir 400 mg 1én 600 mg,.
Phin bo
Rifaximin gan trung binh voi protein huyét twong & ngudi. In vivo, ty 18 gan protein trung
binh 14 67,5% ¢ nhing ngudi khoe manh va 62% & nhitng bénh nhén suy gan khi ding
rifaximin.
Chuy‘én hoa
Trong mét nghién ctru in virro, rifaximin chuyén héa ch yéu qua CYP3A4. Rifaximin chiém
18% hoat tinh phong xa trong huyét tuong, diéu do cho thdy rifaximin duge hip thu trai qua
qué trinh chuyén héa binh thudng.
Thai trir
Théi gian béan thai trung binh cua rifaximin & ngudi khoe manh & trang théi 6n dinh 14 5,6 gi
va 6 gio ¢ bénh nhan IBS-D.
Trong mot nghién ctru can bang khoi, sau khi uéng 400 mg rifaximin gin ''C & nguoi tinh
nguyén khoe manh, trong téng sé 96.94% thude tim lai duge, 96.62% thuc gan phéng xa
duoc tim lai trong phan chu yéu & dang thude khong doi va 0,32% thude duge tim lai trong
nude tiéu hau hét 1a chat chuyén hoa véi 0,03% & dang thude khéng bién doi.
Su bai tiét qua mat cua rifaximin da duoc chi ra boi mot nghién ciru chuyén biét trong do
rifaximin hién dién trong mét ¢ nhitng bénh nhin c¢6 niém mac dudng tiéu hda nguyén ven
sau khi cit bo tai mat
Doi twgng dic biét
Suy gan
Nong dé toan than cua rifaximin tng rd rét & bénh nhan suy gan so véi ngudi khoe manh.
Dugc dong hoc cua rifaximin & bénh nhén cé tién sir bénh ndo gan (HE) duoc danh gia sau
khi dung rifaximin 550 mg x 2 lan/ ngay. Céc théng sé duge dong hoc bién thién cao va ndng
d6 rifaximin trung binh (AUC ) ¢ nhitng bénh nhan c¢6 tién st HE cao hon so v6i nhiing
ngudi khoe manh. AUC trung binh & bénh nhan suy gan Child-Pugh A. B va C cao hon lan
lwot 12 10, 14 va 21 lan so véi ¢ ngudi khoe manh (xem Bing 4).
Bing 4. Cic thong s6 dwoge ddng hoc trung binh (+ SD) cua rifaximin
& trang thai 6n dinh & bénh nhén cé tién si bénh ndo gan theo phén loai Child-Pugh *

Newi klite manh | Phin loai Child-Pugh ]
m=14) | A@=18) B (n=15) C (n=6) ‘
AUCa - |

| 123+48 118 + 67.8 169+ 55,7 257 £ 100.2
(ngeg/ml.) | | _
Cma_\ | |
3.4+16 19.5+11.4 25.4+11.9 39,7134 |
(ng/mL) ‘ , I
T:uax} _ . . ‘
m 0.8 (0.5, 4.0) 1 (0.9, 10) 2) | 10,2) |

* So sanh cheo vGi cac thong sé duge dong hoe ¢ dbi tugng khoe manh
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Trung vi (khoang)

Suy thin

Dwrge dong hoc cua rifaximin ¢ bénh nhén suy giam chire nang than chua duge nghién ciru.
Cdc nghién civu vé twong tdc thudc

Mot nghién cttu in vitro cho thay rifaximin la co chat ciia CYP3A4.

Trong in vitro, rifaximin 1a co chét cua P-glycoprotein, OATP1A2, OATP1B1 va OATP1RB3.
Rifaximin khong phai la co chit cia OATP2BI.

Cyclosporin

In vitro, v&i sy hién dién cua chat (re ché P-glycoprotein, verapamil, ty 1¢ dao thai cia
rifaximin giam hon 50%. Trong mot nghién ciru twong tic thude trén 1am sang, Cmay trung
binh cua rifaximin da tang 83 lan, tir 0,48 dén 40,0 ng/mL; AUC,, trung binh da ting 124 lan,
tir 2,54 1én 314 ngeh/mL sau khi dung déng thai lidu don rifaximin 550 mg véi lidu don
cyclosporin 600 mg (mot cht irc ché P-glycoprotein).

Cyclosporin ciing 13 chat (rc ché OATP, protein khang ung thu vii (BCRP) va la chét e ché
yéu CYP3A4. Vin chua 1o su re ché chat van chuyén cua cyclosporin ¢6 g6p phan tang nong
dd rifaximin hay khéng.

Anh huong cua rifaximin doi véi cac thude khdc

Trong céc nghién ctru tuong tac thude in vitro, gid tri ICs cla rifaximin >50 micromol (~60
meg) dbi vai cac isoform CYP 1A2, 2A6, 2B6, 2C9, 2C19, 2D6 va 2E1. Gia tri ICso in vitro
cia rifaximin ddi véi CYP3A4 1a 25 micromol. Dua trén cac nghién ciru in vitro, khdng cé
kha nédng xay ra tuong tac thude ¢ ¥ nghia lam sang thong qua viée e ché 1A2, 2A6. 2B6,
2C9,2C19, 2D6. 2E1 va 3A4 boi rifaximin.

Tac dung Gc ché cia rifaximin dbi véi viée van chuyén P-glycoprotein duge quan sat trong
mot nghién ctru in vitro. Tac dung cua rifaximin trén chét vén chuyén P-gp chua duoc danh
gid in vivo.

Trong cac nghién ctru in vitro, rifaximin & ndng dd 3 micromol da tic ché sy hip thu estradiol
glucuronid qua OATP1B1 64% va qua OATP1B3 70% trong khi sy hdp thu ctia estron sulfat
qua OATP1A2 bi e ché 12 40%. Kha néng e ché cua rifaximin trén cac chat van chuyén nay
& ndng do lign quan dén 14m sang van chua duoc biét.

Midazolam

Trong mdt nghién ctu in vitro, rifaximin cam rng CYP3A4 & ndng d6 0.2 micromol. Trong
hai nghién ciru vé twong tac thude trén lam sang & nhitng déi tuong khoe manh, khong quan
sat thiy su cam tng déng ké enzyme CYP3A4 khi dung ddng thoi midazolam va rifaximin 3
lan/ ngay trong 7 ngay voi lidu 200 mg va 550 mg.

Tac dung khi uéng rifaximin 200 mg mdi 8 gid trong 3 ngay va trong 7 ngay dbi véi duoc
dong hoc cua lidu don midazolam 2 mg tiém tinh mach hodc midazolam 6 mg dudng uéng da
duoe danh gia & nhitng dbi tuong khée manh. Khi diung midazolam don tri hozc ding déng
thdi voi rifaximin, khong ¢6 su khéc biét dang ké vé nong do toan than hoac thai trir cta
midazolam tiém tinh mach hodc dudng uéng hodc chét Chuyén hoéa chinh (1°-
hydroxymidazolam). Do d6, rifaximin khéng anh huong ding ké dén hoat tinh cua CYP3A4 &
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rudt hodc gan véi ché do dung thude 200 mg x 3 1an/ ngay.

Khi udng liéu don midazolam 2 mg sau khi dung rifaximin 550 mg x 3 lan/ ngay trong 7 ngay
va 14 ngay & doi trong khoe manh, AUC trung binh ctia midazolam lan luot lhép hon 3.8%
va 8.8% so voi khi dung midazolam mot minh. Cray trung binh cia midazolam thflp homn tir 4
dén 5% khi dung rifaximin trong 7-14 ngay trude khi dung midazolam. Muc do tuong tac nay
khéng c6 y nghia lam sang.

Thube trénh thai dwong uong cé chiva Ethinyl estradiol va Norgestimat

Nghién ctru thiét ké chéo, nhan mé vé thudc tranh thai dudng udng duoc tién hanh ¢ 28 débi
twong nit khoe manh dé xéc dinh xem néu udng rifaximin 200 mg x 3 lan/ ngay trong 3 ngay
(ché d¢ ding thude cho bénh tidu chay du lich) ¢6 1am thay d6i duge ddng hoc cua liéu don
thudc tranh thai duong udng ¢o chira 0,07 mg ethinyl estradiol va 0,5 mg norgestimat. Két
qua cho thdy duoc dong hoc ciia lidu don ethinyl estradiol vi norgestimat khong bi thay doi
boi rifaximin.

M6t nghién ciru nhin mé vé thude tranh thai dudng udng duoc tién hanh trén 39 d6i tuong nit
khoe manh dé xéac dinh xem néu udng rifaximin 550 mg x 3 lan/ ngay trong 7 ngdy ¢6 lam
thay déi duge dong hoc cua lidu don thude tranh thai duéng udng chira 0,025 mg ethinyl
estradiol (EE) va 0,25 mg norgestimat (NGM). Cpay trung binh clia EE va NGM thép hon lan
lrot 14 25% va 13% sau khi dung rifaximin 7 ngay so véi khi chi dung thude tranh thai duong
ubng. Gia tri AUC trung binh cta chit chuyén héa c6 hoat tinh NGM thip hon tir 7% dén
khoang 11%, trong khi AUC cua EE khéng thay doi khi ding rifaximin. Chua rd mdi lién
quan vé mat 1am sang cta viée giam Cpax va AUC khi ding rifaximin,

QUY CACH PONG GOI

Hop 3 vix 10 vién

PIEU KIEN BAO QUAN: Bao quan noi khé mat, nhiét do duai 30°C, tranh énh séng

HAN DUNG: 24 thang ké tir ngay san xuét

TIEU CHUAN CHAT LUQNG CUA THUOC: Nha san xudt

SAN XUAT TAI:

Céng ty C6 phan Duwoe pham OPV

S6 27, Dudng 3A, Khu Céng Nghiép Bién Hoa I, Phuong An Binh. Thanh phé Bién Hoa,
Tinh Déng Nai. Viét Nam.

THEO HOP PONG GIA CONG VOI:

RV Lifesciences Limited

Plot No. H-19, M.1.D.C. Waluj, Aurangabad 431133, Maharashtra State, An Dg.
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