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Tuong g tic thuoc

-~ mot 56 ca “thiéu riboflavin” & ngudi da dung clopromazin,
mlpl'am'“ amitriptylin va adriamycin.

Rugu co thé gy can tro hap thu riboflavin & ruét.

probenecid str dung cung riboflavin gay giam hip thu riboflavin &
da day, ruot

Cap nhét ldn cudi: 2018.

RIFABUTIN

Tén chung qu6c té: Rifabutin.
Mi ATC J0O4AB04.
Loai thude: Thude chdng lao ban tong hop dan chit cua rifamycin.

Dang thudc va ham lugng
vién nang: 150 mg.

Dugc lue hoc

Rifabutin 1a mét loai thudc chéng lao ban téng hop dan chét
spiropiperidyl cua rifamyein S, ¢6 tic dung dac hidu véi M

tuberculosis va M. avium complex (MAC). Phé khang khuén cia
rifabutin d6i véi cac vi khuan Gram am va Gram duong tuong
tr nhur rlfamplcm (xem chuyén ludn rifampicin), tuy nhién, cac
nghién ctru cho dén nay chi tap trung vao tac dung cua rifabutin doi
voi cac Mycobacteria.

Rifabutin ¢6 tic dung déi v&i hau hét cac vi khudn thude ho
Mycobacteria va tac dung in vivo tdt hon so v6i in vitro, uu thé ndi
bat vé dugc dong hoc va tac dung hau khang sinh kéo dai. In vitro
tac dung cua rifabutin tot dbi v&i M. tuberculosis ca chiing phong
thi nghiém va ching 1am sang. /n vivo tac dung cua rifabutin dbi
voi M. tuberculosis trong nhiém khuén thuc nghiém Ién hon 10 lan
s0 v@i tac dung cua rifampicin.

Rifabutin c6 tac dung vdi cac Mycobacteria khong lao (NTM -
non-tuberculous mycobacteria) nhu MAC trén in vitro ciing nhu &
chuét suy giam mién dich thuc nghi¢m nhiém NTM.

Nghién ciru trén dong vat con cho thay rifabutin tac dung déi voi
M. leprae ké ca chiing khang rifampicin; rifabutin c6 tac dung cong
hop véi sparfloxacin in vitro dbi voi M. leprae.

Néng dd (e ché tdi thiéu 90 (MIC90) cua rifabutin in vitro va in vivo
d6i véi cac chiing M. avium complex nhay cam la 1 microgam/ml.

Ngoii ra, rifabutin con c6 tac dung diét Helicobacter pylori diéu
tri viém loét da day. Rifabutin ¢6 tac dung v6i Toxoplasma gondii
gdy viém ndo & bénh nhan AIDS (thuong st dung néu bénh nhan
qué man voi sulfonamid va clindamycin). o

Co ché tac dung: Tuong tu rifampicin, rifabutin trc ché tong hop
RNA cita vi khudn bing cach tc ché tiéu don vi beta cua DNA-
dependent RNA polymerase & cac chung nhay cam.

Khdng  thuéc: Tuong ty nhu céc thudc chéng lao khdc,

Mycobactena c6 thé khang rifabutin tu nhién hay méc phai. Khang
rifabutin mac phai da dugc phat hién ¢ bénh nhan nhiém HIV diéu
tri rifabutin phac dé diéu tri cach quang (1 hodc 2 lin/tuan). Khi sur
dung rifabutin phéi hop véi cac thudc chong lao khac trong dieu
tri bénh lao s& lam cham lai hodc ngin chdn phat trién cac chung
khang thuéc.

Khang chéo giita rifabutin véi rifampicin: da phat hi¢n chiang M.
tuberculosis khang rifampicin ¢ bénh nhan dung rifabutin don dc
dé dy phong MAC. Cac nghién ctru in vitro cho thay khoang 1/2
dén 173 Chung M. tuberculosis khang rifampicin van nhay cam voi
rifabutin, diéu nay ching t6 khang chéo gitra rifabutin va rifampicin
1d khong hoan toan. Ching M. kansasii khang rifampicin dugc phat
hién & bénh nhan diéu tri bing rifabutin.
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Co ché dé khang cia vi khuén dbi vai rifabutin hién nay chua rd.
Dugce ddng hoc

Hdp thu: Rifabutin hip thu nhanh nhung khong hoan toan qua
dudng tiéu hoa. Sau khi udng liéu rifabutin 300 mg & ngudi khoe
manh, C_khoang 375 + 267 nanogam/ml (pham vi l4] -1033
nanogam/ml), e 353 210 (pham vi 2 - 4 gio). Tang liéu gap doi s&
lam ting nong do thuoc trong huyet thanh.

Khoang 53% liéu udng dugc hip thu qua dudmg da day - rudt. o
ngudi 16n tinh nguyén khoe manh, sinh kha dung cua dang vién
nang rifabutin 1a 85%. Thtc an lam cham hép thu thudc, nhung
khong lam thay ddi lugng thude duge hip thu, ngay ca véi bira an
nhiéu ma.

Phdn bé: Khoang 70% rifabutin trong huyét tuong gén vai protein.
Rifabutin c6 tinh thén lipid cao nén dugc phan bd rong rdi vao cac
mé va dich co thé.

Chuyén héa: Rifabutin dugc chuyén héa nhanh & gan béi cac
isoenzym CYP3A4 cua cytochrom P450 thanh céac chét chuyén
h6a con hoat tinh 25-O-deacetyl va 3 1-hydroxy rifabutin. Rifabutin
kich thich chuyén hoéa chinh n6, do d6 AUC cua rifabutin sau diéu
tri 4 tudn lién tuc thép hon so véi AUC & nhitng ngay diu diéu tri.
Thai trir: Khoang 53% liéu udng dugc thai trir qua nude tiéu chi
yéu du6i dang chat chuyén hoa va 30% liéu ung dugc thai trir qua
phén. Nira doi thai trir cta rifabutin la 40 gio (pham vi 16 - 69 gio).
Dugc dong hoc o déi tugng bénh nhan dac biét

Ngudi cao tudi: Duge dong hoc trang thai bdo hoa & nhirng ngudi
> 70 tudi c6 su khac biét giira cac ca thé cao hon so véi ngudi khoe
manh.

Tré em: Chua c6 nghién ciru vé dugc dong hoc cua rifabutin &
ngudi < 18 tudi.

Nguoi suy than: Nhimg bénh nhan suy than ning (Cl < 30 ml/
phut) ¢6 AUC tang 71% so véi bénh nhén c6 Cl_ 61 - 74 ml/phit,
bénh nhén suy than nhe va vira (Cl_ 30 - 60 ml/phat) AUC tang
41%. Do d6 bénh nhén suy than ning can duoc theo ddi chat ché
tac dung khéng mong mubdn cua rifabutin va can giam liéu néu
bénh nhan c6 C1_ <30 ml/phat.

Ngudi suy gan nhe khong can hiéu chinh liéu. Chua cé thong tin
vé duge dong hoc cua rifabutin & bénh nhan suy gan vira va nang.
Ngudi nhiém HIV: Giam hap thu rifabutin cling nhur mét sé thuce
khéac (nhu rifampicin, isoniazid) & bénh nhan nhiém HIV do rdi
loan pH da day; mirc d9 tién trién cua tinh trang nhidm HIV khong
anh huong dén nong do thude trong huyét thanh.

Chi dinh

Du phong nhiém M. avium complex (MAC) & nhirng bénh nhan
nhiém HIV ¢6 s6 lugng CD4 thap.

Piéu tri bénh do NTM (non-tuberculous mycobacteria) gy ra nhu
M. avium complex (MAC) va M. xenopi, phdi hgp véi cac thube
khac.

Diéu tri lao phdi, phdi hgp véi cac thude khac.

Chdng chi dinh

Qua man vdi rifabutin hodc bat ky loai rifamycin khac.

Phéi hop véi delavirdin, rilpivirin, voriconazol.

Thén trong

Khéng sir dung rifabutin dé du ph(‘)ng nhiém MAC cho bénh nhan
cd bénh lao hoat dong vi ¢6 thé din dén khang ca rifabutin va
rifampicin. Néu bénh nhén dang sur dung nfabutm dé dy phong
nhlem MAC xuit hién triéu chung bénh lao can phal danh gié ngay,
néu phat hi¢n bénh lao phai diéu trj bang phac dd diéu trj lao theo
khuyén cao cua Chuong trinh chéng lao quoc gia.

Trong qua trinh diéu trj bang rifabutin cin lam xét nghiém huyét
hoc dinh ky do rifabutin c6 nguy co gy giam bach céu trung tinh
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hodc gidm tiéu cau.

Rifabutin c6 thé gdy viém co hogic viém mang bd dao, can theo dbi
chat ché khi diéu trj phdi hgp véi macrolid hodc thude chéng nim
nhém azol. »
Nguy co gdy hdi chimg lupus do thudc khi phéi hop rifabutin vé&i
ciprofloxacin hogc clarithromycin.

Khi sir dung rifabutin c6 thé [am mét tac dung cta thudc tranh thai
dang udng, vi vay néq khuyép bénh nhén dung bién phap tranh thai
khong hormon khi diéu tri bang rifabutin.

Str dung thén trong cho bénh nhén suy than, nén giam liéu khi suy
than nang.

Str dung thén trong cho bénh nhan suy gan, ngirng thudc néu AST
cao gép 3 1an gidi han trén (c6 keém theo triéu ching) hodc 5 lan
gidi han trén (khong c triéu ching).

Diéu tri trong thoi gian dai c6 thé gay nhiém ndm hodc tiéu chay
do C. difficile.

Can thong bao cho bénh nhan khi diéu tri bang rifabutin: Nudc
tiéu, phan, nudc bot, dom, nudc mit, da va kinh ap trong bi cbuyén
sang mau nau cam do rifabutin va chat chuyén héa gy ra.

Do c¢6 tuong tac duge dong hoc cua céc rifamycin voi thube (rc
ché protease HIV (amprenavir, indinavir, lopinavir, nelfinavir,
ritonavir, saquinavir), thudc (rc ché nonnucleosid reverse trascriptase
(delavirdin, efavirenz, nevirapin) nén can than trong trong st dung
phéi hop véi rifabutin (xem phan Twong tac thudc).

Thén trong khi sir dung cho tré em: Chua c6 thong tin vé tinh an
toan va hiéu lyc cua rifabutin trong dy phong nhiém MAC cho tré
em, tuy nhién c¢6 truomg hop sir dung rifabutin phéi hgp véi thube
chéng lao khac trong diéu tri nhiém MAC ¢ tré em thdy ty 1¢ ADR
tuong tu nhu & ngudi 16m.

Thoi ky mang thai

Thir nghiém trén chudt véi liéu cao gz’ip nhiéu 1an so véi liéu ding
cho ngudi thiy c6 ddc tinh voi chudt me va gay bat thuong xuong
& thai chudt. Chi nén sir dung rifabutin cho phu nit mang thai khi
that can thiét sau khi can nhic loi ich/nguy co va khong co thude
khac thay thé.

Tho1i ky cho con bu

Cho dén nay chua rd rifabutin phan bd vao trong sita me hay khong.
Do nhiéu thudc c6 bai tiét vao sira me gay tac dung khong mong
mudn trim trong cho tré bi me, nén can can nhic ngimg rifabutin
hodc ngimg cho tré b me khi dung thude.

Téc dung khéng mong mudn (ADR)

Thuwong gap

Toan than: sbt (2%).

Than kinh: dau dau.

Phan {mg da: ban do (11%), qua mén.

Nuéc tiéu sim mau (30%).

Huyét hoc: giam bach cau trung tinh, giam bach ciu lympho (10 -
17%), giam tiéu ciu (5%).

Tiéu héa: budn non (6%), dau bung (4%), chan an, non, day hoi,
¢ hoi (3%).

Gan: ting AST va ting ALT (7 - 9%).

Co - xuong - khép: dau co (2%), dau khop.

ADR hiém gip nhung trim trong (< 1%): Séng T trén dién tam dd
bat thuomg, mat bach ciu hat, giam bach ciu hat, tan mau, co thit
phé quan, tiéu chay do C. difficile, u 1an, hoi chimg gia cam, di
cam, viém gan, vang da viém co, viém dai trang gia mac, co giat,
xuat huyét giam tiéu cau, viém mang b dao.

Liéu lrgng va cich ding
Céch ding: Rifabutin dugc dung dudng uéng. Ding thuée véi bira
an ¢6 lugng chét béo cao s& lam gidm téc do hép thu nhung khong

Jam anh huémg dén mirc 4 hép thu. Do véy, c6 thé udng thuéc
cung ho#c khong cung bira an.

Liéu dimg cho nguoi lom

Du phbng MAC & bénh nhan nhiém HIV: 300 mg/ngay hoic 150
mg/lan dung 2 lan/ngay dbi véi bénh nhan c6 r6i loan tiéu héa,
Piéu tri bénh do NTM: 450 - 600 mg/ngay trong phéac dd th
hop véi céc thudc khac, dung toi 6 thang sau khi két qua nudi cay
am tinh. Néu phdi hop véi clanthromycm (hodc macrolid khac)
va/hodc ﬂuconazol (hodc cac hoat chat cung nhém), liéu rifabutin
glam xubng 300 mg/ngay

Piéu tri bénh lao ph01 150 - 450 mg/ngdy, dung it nhit trong 6
thang, ph01 hop vai céac thu6c khac.

Trong diéu tri cac bénh do vi khudn ho Mycobacteria, rifabutin
phai phdi hgp véi cac thudc khang Mycobacteria khac khéng thuge
ho rifamycin.

Liéu ding cho tré em: Cho dén nay chua c6 thong tin vé lidy ding
cho tré em.

Ngwoi suy than: Cl_ = 30 ml/phut khong can hiéu chinh lidu.
Cl_ <30 ml/phut giam 50% liéu.

Ngum suy gan: Mic do nhe khong can hiéu chinh liéu, giam lleu
& ngudi suy gan niang. Bénh nhén co tién sir bénh gan hoic co rbi
loan chirc nang gan phai theo dgi chic nang gan thuong xuyen, dgc
biét trong 2 thang déu, dong thoi theo doi s6 lugng té bao mau ¢

nhirng bénh nhan nay.

Twong tic thudc

Anh huong cua rifabutin lén dugc dong hoc cua cdc thuéc khdc
Rifabutin 1am giam tic dung/doc tinh cia thudc khac: Rifabutin
gy cam (g enzym CYP3A do d6 lam giam nf)ng do dan téi
glam tac dung cua cac thube dugc chuyen héa boi enzym nay:
thuéc chong niAm (posaconazol, itraconazol), thudc khéng virus
(indinavir, delavirdin, saquinavir, ritonavir, zidovudin); thudc
tranh thai (ethinylestradiol); thudc khang sinh diéu tri viém phéi
do P. carinii (sulfamethoxazol/trimethoprim, dapson) khang sinh
(clarithromycin).

Rifabutin lam tang tic dung/ddc tinh cia cac thudc: clarithromycin,
clopidogrel, darunavir, fosamprenavir, ifosfamid, isoniazid,
lopinavir pitavastatin.

Anh huong cia cdc thuée khdc lén digc déng hoc cua rtfabutm
Mot s6 thude e ché CYP3A c6 thé lam tang dang ké nong do
rifabutin: khang sinh (clarithromycin), cac thudc khang virus
(amprenavir, delavirdin, indinavir, lopmawr ritonavir, saquinavir,
nelfinavir); cac thude chong nim: fluconazol, posaconazol,
itraconazol, voriconazol.

Thudc lam giam ndng do/téac dung cua rifabutin: céc thude kich {mg
CYP3A4, deferasirox, efavirenz, mitotan, nevirapin, siltiximab,
thao duoc St John Wort, tocilizumab.

Tuong tdc thuoc - thire dn: Thire 3n nhidu m& lam giam toc do hép
thu nhung khong giam mirc do hap thu.

Qus liéu va xir tri

Chua c6 thong tin vé qua liéu rifabutin.

Xi tri: Rua da day trong vong vai gis dau dung thude, sau 6 udng
than hoat. Do rifabutin gan véi protein huyét twong 85% va phan
bd rong vao cac mé, chi thai trir < 10% qua nudc tiéu nén loc mu
hay thudc loi tiéu manh it c6 hiéu qua trong Xir tri qua lidu.

Cdp nhat lan cudi: 2019.

RIFAMPICIN

Tén chung quéc té: Rifampicin.
Ma ATC: JO4ABO02.



