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TO HUONG DAN SU DUNG THUOC

BC Thuoc nay chi dimg theo don thuoc

Triflogilse
Vién nén bao phim

THUOC NAY CHI DUNG THEQ PON THUOC
CAN THEM THONG TIN, XIN HOI Y KIEN BAC SY.
DE XA TAM TAY TRE EM. POC KY HUONG DAN SU DUNG TRUOC KHI DUNG

1. Thanh phén céng thire thude:

MBbi vién nén bao phim Triflogilse chira:

Thanh phén hoat chit: Rifaximin .............ccocoveeeeneennnn. 550 mg

Thanh phén téd duoe: VIa dil......oeeveeereeeieeeee e, 1 vién

(Microcrystalline cellulose 101; Natri starch glycolate; Talc, Colloidal silicon dioxide; Magnesi

stearate; Hypromellose; Polyethylene glycol 6000; Titan dioxide; Oxide sdt dé)

2. Dang bao ché: Vién nén bao phim.

Mo ta san phém: Vién nén hinh oval, bao phim mau h("ing, hai mét tron, canh va thanh vién lanh lan

3. Chi dinh

- Triflogilse duge chi dinh lam gidm t4i phat cac dot bénh ndo gan & nhitng bénh nhén > 18 tubi.

- Cén xem xét hudng dén chinh thire vé viée str dung khang sinh.

4. Liéu ding - Cach ding

4.1. Liéu diing

- Liéu khuyén céo: Triflogilse ding 01 vién/lan, sir dung 2 1an/ngay véi lidu phap didu tri dai han
dé giam tai phat cac dot bénh néo gan qua muc.

- Trong c4c nghién ctru, 91% bénh nhén st dung lactulose phdi hop rifaximin cho hiéu qua diéu tri
bénh nfio gan hon hon ding Lactulose don thuén.

Tré em

Tinh an toan va hidu qua cta rifaximin 550 mg & tré em (duéi 18 tudi) chwa duge thiét 1ap.

Nguoi cao tudi

Khong cin didu chinh liéu & ngudi cao tudi vi cdc dir lidu an toan va hidu qua cua rifaximin 550 mg

cho thiiy khong c6 su khéc biét gifta bénh nhan cao tudi va bénh nhan tré tudi.

Suy gan

Khéng can digu chinh liéu & bénh nhan suy gan.

Suy thin

Khéng cé dit liéu vé viée thay ddi lidu & bénh nhan suy thin, cin thin trong khi dung ¢ bénh nhén

suy théan.

4.2. Cach diing

Dung duong udng. Udng véi nude eiing hofic khéng ciing voi thire #n.

5. Chéng chi dinh

- Qua man vai hoat chit hodic bit ky thanh phén ta duge nao cia thude.

- Céc trwomg hop téc rudt,

6. Canh b#o va thin trong khi ding thube

Ccdic phan teng da nghiém trong

Céc phan tng c6 hai nghiém trong trén da (SCAR) bao gom: Hoi ching Stevens Johnson (SJS) va

hoai tir thugng bi nhiém doe (TEN), ¢6 thé de doa tinh mang hoic tir vong, dd duoc bio céo (tdn
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sudt khong 1) lién quan dén didu tri bang rifaximin. Tai thei diém ké don, bénh nhéan can duoge

thong bao vé cac ddu hiéu va triéu chimg va theo ddi chat ch& céc phan tng trén da. Néu céac d4u

hiéu va triéu chimg goi ¥ cac phan tmg nay xuat hién, cin ngimg diing rifaximin ngay lap tic va

cén nhéc phuong phap diéu tri thay thé (néu phit hop). Néu bénh nhan phét trién phan {mg nghiém

trong nhu SJS hodc TEN khi str dung rifaximin, khong duoc bét déu lai didu tri bang rifaximin &

bénh nhan nay bét cir lic nao.

Tiéu chay do Clostridium difficile

- Tiéu chay do Clostridium difficile da duge bdo céo khi sir dung hédu hét céc khang sinh bao gbm
ca rifaximin, muc dé co thé thay ddi tir tiéu chay nhe dén tir vong. Khong thé loai trir kha ning
lién quan gitta didu tri béng rifaximin véi tidu chay lién quan dén Clostridium difficile va viém dai
(rang gia mac.

- Do thiéu dit liéu va kha ning pay rdi loan nghiém trong hé vi khudn dudmg rudt véi hau qua chua
biét, khong khuyén cédo dung déng thoi rifaximin véi cc rifamycin khac.

- Cin théng béo cho bénh nhén ring mic di thude hp thy khéng dang ké (dudi 1%), gin nhu tAt ca
cée din xuét cia rifamycin, rifaximin ¢6 thé gdy ra tinh trang nude tiéu d6i mau do.

Bénh nhdn suy gan néng (Child - Pugh C)

Tang phoi nhiém toan than & bénh nhdn suy gan. Thir nghiém 1am sang gi6i han & nhing bénh

nhin ¢ diém MELD < 25. Do d6, cin cén trong khi ding rifaximin & nhiimg bénh nhén suy gan

nang (Child - Pugh C).

Sir dung dong thoi vai chdt tec ché P-glycoprotein (P-gp)

Viée ding ddng thoi cae thude e ché P-gp véi rifaximin c6 thé 1am tang dang ké ndng do

rifaximin trong huyét tuong. Can thén trong khi cAn diing ddng thoi rifaximin va mot chét trc ché P-

gp nhu ciclosporin.

Xét nghiém INR ting va giam

Ca hai truong hop giam va tang INR (trong mot s trudng hop c6 bién ¢6 chay mau) di duge béo

céo & nhitng bénh nhin duy tri dung warfarin va két hop ké don rifaximin. Néu cén ding dong thoi,

can theo ddi xét nghiém INR khi thém hodc ngimg diéu tri bang rifaximin. C6 thé can diéu chinh

liéu dung thude chéng déng dudmg ubng dé duy tri mirc chéng déng mong mudn.

Natri (Sodium)

Triflogilse c6 dudi 1 mmol (23 mg) natri trong m&i vién nén bao phim, vé co ban duge xem nhu

“khéng chita natri”.

7. Sir dung thude cho phu nii ¢6 thai, cho con ba va kha ning sinh san

Phu nit mang thai

C6 rét it hogic khdng c6 dit lidu vé viée sir dung rifaximin & phu nit mang thai. C4c nghién ciru (rén

dong vt cho thdy tic dung thoang qua 1&n qué trinh ¢t héa va cac bién thé xwong & thai nhi. Dé

phong ngira, khong khuyén cdo stt dung rifaximin trong thdi ky mang thai.

Phu nir cho con bt

Chua 15 rifaximin hofic cac chdt chuyén héa ciia né c6 duge bai tiét qua sita me hay khong. Nguy

co trén tré bu me chua dugce loai trir. Nén quyét dinh ngtmg cho tré bu sita hodc ngirmg/kiéng didu

tri bang rifaximin thy theo lgi ich ctia viée cho tré b sita me so véi loi ich ctia viéc diéu tri d6i véi

nguoi ngudi me.

Khd ning sinh san

Cac nghién ciru trén dong vat khdng chi ra tic dung c6 hai truc tiép hodc gian tiép dbi voi kha ning

sinh san cua nam va nit.

8. Anh hwéng trén kha ning 14i xe v vin hinh miy méc
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Chéng mit da duge bdo cdo trong cac thir nghiém ldm sang co ddi ching. Tuy nhién, rifaximin c6

anh huéng khong déng ké dén kha néng l4i xe va sit dung may moc.

9, Twong tic va twong ky ciia thude

9.1. Twong tic thubc

- Chua c6 dir liéu vé viéc ding rifaximin cho nhitng dbi tuong dang dung thude khang khudn nhom
rifamycin khac dé diéu tri nhiém khuan toan than.

- Nghién ctru in vitro cho thiy rifaximin khéng Gc ché cac enzyme chuyén hoa thude chinh
cytochrome P-450 (CYP) (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 va CYP3A4). Trong
cac nghién ctu in vitro, rifaximin khong gay cam tmg CYP1A2 va CYP2B6 nhung la chét gay
cam tmg yéu ctia CYP3A4.

-0 nhiing dbi tuwong khée manh, cac nghién ctru twong tac thube 1am sang dd ching minh ré’mg
rifaximin khong anh huéng dang ké dén duoe ddng hoc ctia co chit CYP3A4, tuy nhién ¢ nhiing
bénh nhén suy gan, khéng thé loai trir ring rifaximin c6 thé lam giam mic d6 phoi nhidm véi co
chit CYP3A4 khi ding ddng thdi véi rifaximin (vi du nhu warfarin, thude chéng dong kinh,
thudc chéng loan nhip, thude tranh thai dudng udng), do mic dd tiép xtc cao hon so véi nhimg
d6i twong khoe manh.

- Nhimg thay déi v& INR déu di duoc bdo cdo & nhitng bénh nhin duy tri ding warfarin va
rifaximin theo toa. Néu cin ding dbng thoi, INR nén duogce theo ddi cn thin khi thém hodc ngimg
rifaximin. C6 thé cén didu chinh lidu thude chéng déng dudmg ubng dé duy tri INR muc tidu.

- Mt nghién ctru in vitro cho théy rifaximin 1a co chit cia P-glycoprotein (P-gp) va dugce chuyén
héa boi CYP3A4. Hién tai, chua 1 viée sir dung ddng thoi thude tre ché P-gp va/hodc CYP3A4
c6 thé lam ting mtic dd phoi nhiém toan than cta rifaximin hay khéng.

- 0 nhimg déi twong khoe manh, str dung ddng thai don lidu ciclosporin 600 mg, mdt chét e ché
P-glycoprotein manh, véi don liéu rifaximin 550 mg dan dén tang 83 14n va 124 14n gia tri Cmax
trung binh va AUC. trung binh cua rifaximin. Y nghfa 14m sang cua su gia ting ndng @6 toan thin
nay van chua duge biét.

- Khé ning xay ra tuong tac thubc-thube & cdp do van chuyén hé théng da dwoc danh gid qua cac
nghién ciru in vitro va cac nghién ciru ndy cho thiy tuwong tac 1am sang gifta rifaximin va céc hop
chét khac duge van chuyén ra ngoai bdi P-gp va céc protein van chuyén khac (MRP2, MRP4,
BCRP va BSEP) 1a kho xay ra.

9.2. Twong ky ciia thube

Do chura ¢6 cdc nghién ctru vé twong ky cta thude, khong trdn 1An thude ndy véi cde thube khéc.

10. Tac dung khong mong mudn cia thude (ADR)

T6m tdi dit li¢u Idm sang:

Cac phan tmg ¢06 hai nghiém trong trén da (SCAR), bao gbm hoi chimg Stevens-Johnson (SJS) va

hoai tir thwong bi nhiém doc (TEN), dd dugc bdo cdo lién quan dén diéu tri bing rifaximin.

Phdn loai ADR: Rt thuong giip (> 1/10); Thudmg gip (> 1/100 t6i < 1/10); ft gap (> 1/1.000 i <

1/100), Hiém gap (> 1/10.000 ti < 1/1.000), Rét hiém gap (< 1/10.000); va Khong 16 (do khong

thé wac tinh tir dit liéu c6 sin).

Trong mdi nhém tAn suét. céc phan tmg c6 hai duoc trinh bay theo thir ty mirc d nghiém trong

giam dén.

Bing I: Tdc dung phu dwoc liét ké héi MedDRA theo hé co quan va tin suit gap.

MedDRA phan loai g K

| Thud a It I a Kho 0
theo hé co quan e g,p— ) Eap ) ILERD e s
Nhiém triing va Nhiém Viém phoi,
nhiém ky sinh triing Clostridial, viém md té
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MedDRA phin loai
theo hé co quan

Thwang gap

it gip

Hiém gip

Khong rd
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duong - tiét niéu,
nhiém nim
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trung dudng hé
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hap trén, viém
miii
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R6i loan tdm than

Tram cam

Trang thai boi roi,
lo 4u, ngu nhiéu,
mat ngu

R&i loan hé than
kinh

Dau dau, chong
mat

RO6i loan can
béng, mét tri nho,
co giat, roi loan
sy chi y, giam
cam giac, suy
giam tri nhd

truong bung,

tinh mach thue
quan tién trién

o Tang huyétédp, |...  « &
Roi loan hé mach Nong birng e }W? % | Tidn ngat, ngat
ha huyet ap
Réi loan hé hf‘lp, Lo Tran dich mang Bénh phéi tAc
K : Kho tho 3.
ngure va trung that phoi nghén man tinh
T —— Pau bung, gidn

khép va mé lién két
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£ - \ LA
Ro1 loan than va tiét
niéu

Bi tiéu, tiéu rat

Protein niéu

Céc 161 loan toan

Phii ngoai bién

Phu, st

Suy nhugce
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MedDRA phan loai g T . a %
Gl A 6 Thuong gap It gap Hiém gap Khong rd

than va tai chd

. Bat thudng vé
Can lam sang £

chi s6 INR
Chén thwong, ngd VEt bam tim,
doc va bién chimg Nga dau khi phau
sau phau thuat thudt

Bdo cdo khi nghi ngo gdp cdc tdc dung khéng mong muon

Théng béo ngay cho bac st hodc duoc st khi gap céc tic dung khéng mong mudn nhu trén khi st
dung thube hodc bio cdo cac phan tmg c6 hai clia thude vé& Trung tAm Théng tin thude va Theo dai
phan ng c6 hai cta thude (ADR) Quéc Gia. Dia chi: 13 - 15 L& Thanh Téng - Hoan Kiém - Ha
N6i. Dién thoai: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pvcenter(@email.com

11. Qua lidu va xir tri

Qud liéu: Chua c6 trudmg hop qué liéu rifaximin dwge bdo cédo. Trong nghién ciru 1am sang &
nhitng bénh nhan bi tiéu chay khi du lich, liéu 1én dén 1800 mg/ngay da dugce dung nap ma khéng
ghy bét ctr triéu chimg 1am sang nghiém trong nao. Ngay ca nhitng bénh nhan/déi tuwong cé hé vi
khudn dudng rudt binh thuemg, dung lidu rifaximin 2400 mg/ngay trong 7 ngay khong gy bét ctr
triéu chimg 1am sang do lidu cao.

Xir tri: Trong cée trwomg hop qua lidu, khuyén cdo didu tri theo triéu chimg va didu tri hd tro.

12. Pic tinh dwoe lwe hoe

Nhom dwoce Ij: Thude khang sinh, chéng nhiém khuin duong rudt.

Phin logi ATC: AOTAATL.

Co ché tic dong:

Rifaximin 14 mét loai thudc khang khudn thudc nhém rifamycin cé kha ning lién két khong thudn
nghich vai tiéu don vi beta ctia enzyme RNA polymerase phu thudc DNA cta vi khudn va do dé e
ché qud trinh téng hop RNA cta vi khuan.

Rifaximin co phd khang khudn rong, khang lai hau hét cac vi khudn gram duong va gram am, hiéu

khi va ky khi, bao gdm cé céc loai san xudt amoniac. Rifaximin c6 thé irc ché sy phan chia cta vi
khudn khir amin uré, do dé lam giam san xuét amoniac va cac hop chét khac duoe cho la quan
trong dbi voi qua trinh sinh bénh cua bénh ndo gan.

Co ché dé khing:

- Sy phat trién ca tinh trang d& khang voi rifaximin cha yéu 1a do sy hdi phuc nhiém séc thé, mot
budce thay ddi trong gen rpoB ma hoa RNA polymerase ciia vi khuin.

- C4c nghién ctru 14m sang nghién ciru nhitng thay d6i vé tinh nhay cam cta h¢ vi khuén dudng
rudt & nhitng bénh nhan bj tiéu chay du lich da khong phat hién ra su xudt hién ctia cdc vi khudn
gram dwong khang thudc (Enferococci) va gram am khéng thube (E. coli) trong qua trinh diéu tri
bang rifaximin kéo dai ba ngay.

- Sur phét trién ctia tinh trang d& khang thude & hé vi khudn dudng rudt binh thudng da duoc didu
tra 1ap di lap lai, bfmg céch sir dung rifaximin lidu cao & nhiing ngudi tinh nguyén khde manh va
bénh nhan mic bénh viém rudt. Cdc ching khéng thude rifaximin da phét trién, nhung khéng 6n
dinh va khdng cu trii dudng tiéu héa hoic thay thé cic chiing nhay cam véi rifaximin. Khi ngimg
didu tri, cdc chiing khang thube da bién mét nhanh chong.

- Dit lidu thir nghiém va 1dm sang cho thdy rang viée didu tri bing rifaximin cho nhiing bénh nhén
mang ching Mycobacterium tuberculosis hodc Neisseria meningitidis s& khong chon loc khang
rifampicin.
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Do nhay cam:

- Rifaximin 12 mdt tac nhan khang khuin khong duoc hdp thu, Khong thé sir dung thir nghiém nhay
cam in vitro dé xéac dinh mot cach dang tin cdy tinh nhay cam hodc khang thuéc cta vi khudn dbi
v6i rifaximin. Hién tai khong ¢ du dit lidu dé hd trg viée thiét 1ap diém gidi han lam sang cho thir
nghiém tinh nhay cam.

- Rifaximin da duge danh gia in virro trén mot s tic nhan gdy bénh bao gém vi khudn san xuét
amoniac nhu Escherichia coli spp, Clostridium spp, Enterobacteriaceae, Bacteroides spp. Do hip
thu rat thip tir dudng tiéu hoa-rudt nén rifaximin khéng c6 hiéu qua 1am sang dbi véi cée tdc nhan
gfy bénh xam l4n, mic di céc vi khuén nay nhay cam trong éng nghiém.

13. Piic tinh dwge djng hoce
Hip thu
Céc nghién ctu duge dong hoe trén chudt, chd va ngudi di chimg minh ring sau khi ubng
rifaximin & dang da hinh alpha, hdu nhu hédp thu kém (dudi 1%). Sau khi dung liéu rifaximin 13p lai
& nhitng ngudi tinh nguyén khoe manh va nhitng bénh nhén bi ton thuong niém mac rudt (bénh
viém rudt), ndng do rifaximin trong huyét twrong la khéng dang ké (duéi 10 ng/mL). O nhitng bénh
nhén nfo gan, sir dung rifaximin 550 mg 2 ldn/ngay cho thiy ndng do rifaximin trung binh cao hon
khoang 12 14n so véi nhitg nguoi tinh nguyén khoe manh theo ché d6 liéu ding twong tmg. Su gia
tang hip thu rifaximin toan than khéng tuong quan vé mit 1am sang da duoc ghi nhén thdy khi
dung rifaximin trong vong 30 phit sau bita sdng nhiéu chét béo.

Phan bé

Rifaximin lién két véi protein huyét tuong & mire trung binh. In vivo, ty 1& lién két protein trung

binh la 67,5% & nhitng nguoi khoe manh va 62% & nhitng bénh nhén bi suy gan khi ding rifaximin

550 mg.

Chuyén hoa

Phan tich méu phén cho thdy rifaximin dwoc tim thdy duéi dang phén tir nguyén ven, c6 nghia

rifaximin khong bi phan huy hodc chuyén héa trong qua trinh di qua dudng tidéu hoa. Trong mot

nghién ctru st dung rifaximin duge dénh ddu bing chit phéng xa, lwong rifaximin duge tim thiy

trong nuéc tidu 1a 0,025% lidu ding, trong khi < 0,01% liéu ding duge tim thiy duéi dang 25-

desacetylrifaximin, chit chuyén héa rifaximin duy nhét da duoc xdc dinh & ngudi.

Thii trir

Mot nghién ciru v6i rifaximin duge danh déu bang chit phong xa cho thdy, *C-rifaximin hdu nhu

duoc bai tiét hoan toan qua phan (96,9% lidu ding). Su tai hdp thu “C-rifaximin trong nuée tiéu

khong vuot qua 0,4% liéu dung.

Tinh tuyén tinh/khéng tuyén tinh

Tée dd va mire dd phoi nhidém toan than ctia ngudi véi rifaximin dudng nhu duge dac trung boi

dong hoc khong tuyén tinh (phu thude vao lidu) phit hop véi kha nang hip thu rifaximin & mic gi6i

han tbc do hoa tan.

Nhém déi twong diic biét

Suy than

Chua c6 dit lidu 1am sang v& viée str dung rifaximin & nhitng bénh nhan suy giam chitc ning thin.

Suy gan

Dit liéu lam sang c6 sin cho nhirng bénh nhén suy gan cho thiy mitc phoi nhiém toan thin cao hon

mirc quan sat thiy & nhitng ngudi khée manh. Mitc phoi nhiém toan than ctia rifaximin cao hon

khoang 10, 13 va 20 lan twong vmg & nhitng bénh nhan suy gan nhe (Child-Pugh A), trung binh

(Child-Pugh B) va ning (Child-Pugh C) so véi nhitng nguoi tinh nguyén khée manh. Su ting mirc

phoi nhidm rifaximin & nhing dbi trong suy gan nén duge giai thich dua trén tac dung tai chd cta
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rifaximin trong duong tiéu hoéa va su chuyén héa chim cta thuée, cling nhu dit ligu an toan hién c6
clia rifaximin & nhitng déi twong bi xo gan. Do &6, khéng khuyén cdo diéu chinh lidu vi rifaximin
cho tac dung tai chd.
Tré em
Dugc dong hoce ctia rifaximin chua duge nghién ctiu & bénh nhi & moi lra tudi. Dan s6 dugc nghién
ctu trong ca viéc giam tai phat bénh ndo gan (HE) va trong diéu tri cAp tinh HE bao gém nhitng
bénh nhén tir > 18 tudi.
14. Quy cdch déng gbi: Hop 3 vi x 10 vién nén bao phim.
15. Piéu kién biao quin, Han ding, Tiéu chufn chit lrgng:
Diéu kién bao qudn: Nhiét 46 khong qua 30°C.
Han dimg: 24 thang ké tir ngdy san xuft
Tiéu chudn chdt licong: BP hién hanh.
16. Tén — Pia chi co' si san xudt :
Cong ty TNHH DRP Infer

L6 EBS, Puong s6 194, Khu céng nghiép Hiép Phiée

- Xa Hiép Phude, Huyén Nhat Bé, Tp. H6 Chi Minh
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