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Boc by husng d3n si
o, Cﬁ‘ﬂ hugng d3n s& dyng truge khi diing.
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THANH PHAN CONG THUC THUOC:
;::5"" phan hoat chat: Clarithiomycin .. 500 mg
anh phin 1d duge: Av : ) ,
stearic, magnes; S:Lcar;\'\u':eyl M“m‘lcro“a”ﬂelkﬁe sodium. HPMG 2910, polysorbat 80 (sepitrap 80), acld
s - dcrosil, PVP K30, HPMC g6, HPMC 615, PEG 6000, titan dioxyd, mau quinolin,
DANG BAO CHE: Vién nén bao phim
M0 ta san pham: Vien né 4
o pRam.: Vien nén bao phim hinh bau dyc, mau vang, hai mat tron, canh v thanh vien fanh n
INH: Clabact duoc chi dinh trong diéu trj nhigm triing do mot hodc nhidu vi khud a i
chi dih gém: ( c nhi6u vi khudn nhay cam. Nhimng
- Nhié@m triing dung ha ha i § A oA A ‘
e tr?:ng khigdunghlalruol":(g;‘ V'”ULI' VIBm phé quan cdp tinh va man tinh, vidm phoi (xem myc Canh
vathen X "u0C: Bac tinh dugc lye hoc - Gac thi nghigm vé tinh nhay cdm).
> :::ém tring dudng ha hap trén, vi dy viem xoang v viém hong e
- Nhiem trung da va mo mé i 9
gl lronggkhn o t:ufgél; vidu vigm nang long, viem mo t& bao va viem quing (xem myc Canh bdo
N vt e 0 thud; actinh dupc Iye hoe - Cac thif nohieém vé tinh nhay cam).
ISR, g :1n ':'oa.'hoé:(r;‘ khu tri do cdc vi ' 1 Mycobacterium avium hoic Mycobaclerium
an khu tra do Mycobacterium chelona ( hoic
Mycobacterium kansasii ) B (e (o, T8
(-JC:a»nthm[nycm dugc chl dinh € ngan nglia nhiém khudn lan toa do Mycobacterium avium complex (MAC)
g hUng bénh nhap nméfn HIV véi 56 lugng t& bao bach huyét CD4 it han hodc bing 100/mm’”.
lar»thrqrnycm dung ket hop vai chdt de ché acid trong chi dinh didu tri diét tris H. pylori 8 bénh nhén loét
ta ‘{rang tai phat (xem myc Liéu dung va cach dung).
LIEU DUNG VA CACH DUNG
N_gudllcn,: Trong nh(lpg tr@ng WD nhném tring ndng, lidu co thé tang dén 500 mg mdi ngay hai 14n. Thai
gian diéutri trzdng thutng 1a 5 dén 14 ngay, ngoai trir truting hop diéu trj viem phdi mdc phéi & cong dng va
vlém X0ang cén 6 - 14 ngay diéu trj.
- Lniu dUpg [ be.nh nhé.rl nhiém mycobacteria: liéu khuyén cdo d6i véi ngudi lan 12 500 mg, 2 14n/ ngay.
-ADleu ."’ ‘céc bénh nhlgm khudn MAC & nhiing bénh nhan AIDS cdn dugc tiép tuc. khi thdy ca lgi vé 1am
sang vavisinh vat Cla(nlhromycin nén dugc st dung két hgp vdi céc thuoc khang vi khudn khac.
-,D!éu tri nhiém vi khuan lao khong dién hinh (mycobacteria nontuberculous) nén tiép tuc theo quyét dinh
cua cac bac si.
- Liéu diing cho dy phong nhiém khudn MAC: liéu khuyén cdo clia clarithromycin 6 ngudi lon la 500 mg,
2 14n/ ngay.
[)iél trir H. pylori:
0] ljh_Ung bénh nhan bi loét da day ta trang do nhiém H. pylori, ¢ thé dung clarithromycin véi liéu 500 mg
hai Idn mi ngay két hgp vdi cac thudc khang sinh khac phis hgp va mgt chat ic ché bom proton trong 7 - 14
ngay.
Cén tham khao hudng dan chinh thuc vé diét tri H. pylor.
Dugi day Ia mot s6 vi dy vé phac dd diét trir H. pylori.
Phdc dé ba thuéc:
Clarithromycin 500 mg mdi ngay 2 Ian cung véi amoxicilin 1000 mg mdi ngay 2 14n va mot thudc (¢ ché
bom proton ding liéu chudn mdi ngay 2 Ian, dung trong 14 ngay.
Phéc d6 bén thudc: mdt thudc dc ché bom proton mai ngay 2 14n ciing véi amoxicilin 1000 mg mbi ngay 2
14n, clarithromycin 500 mg mdi ngay 2 14n va tinidazol 500 mg hogc metronidazol 500 mg méi ngay 2 ldn,
dung trong 14 ngay.
Phdc do ndi tiép trong 10 ngéy:

M6t thudc dc ché bam proton mdi ngay 2 14n cung voi amoxicilin 1000 mg mdi ngay 2 ldn, ding trong 5

ngay lién tuc.

MGt thudc ifc ché bom proton m
500 mg mdi ngay 2 1dn, dung trong 5 ngay.
Suy than:

@ nhitng bénh nhan suy than vi mifc thanh thai creatinin < 30 ml/ phat, can chinh liéu nén giam mot nifa
t8ng lidu mdi ngay, vi dy 250 mg méi ngay mot 14n, hoic 250 mg mdi ngay hai Idn trong trudng hop nang.

Khong nén kéo dai dot digu trj qua 14 ngay d nhitng bénh nhan nay.

Bi ngay 2 Idn cung vdi clarithromycin 500 mg mbi ngay 2 1n va tinidazol

Tré em: )
Viéc sU dung clarithromycin dang phéng thich n

Sir dyng clarithromycin dang hén dich danh cho tré em. ) i (
C6 thé ding clarithromycin ma khang ¢4n quan tdm dén céc bda &n vi thiic &n khdng &nh hudng gi dén sinh

kha dung cba thudc.

CHONG CHi BINH ) S )

chéng chidinh & nhirng bénh nhan qué min cam vdi nhiing khang sinh thudc nhom macrolid hoac bat ky ta

dugic nao ciia thudc (xem Thanh phdnta due).

Chéng chi dinh s dung ddng thei clarithromycin voi céc thudc sau day: astemizol, cisaprid, pimozid,

terfenidin vl c6 thé gay kéo dai khodng QT va loan nhip tim bao gdm nhip nhanh that, rung tam that va xodn
Tuong tac, tuong ky ctathugc). . ,

dIn; (Xe:;,' din% s dung clarithromycin cung cac alkaloid ndm cya ga (vi dy ergotamin hoac

C-h I;Q +ootamin) do 6 thé gdy ngo doc nam cya ga (xem Tuon‘g tac, tuong ky clia thudc).

dlh.)'/ roe !gd‘nh ding clarithromycin cung véi midazolam’dang ubng (xem Tuong téc,}uong ky clia thudc).

Ch?ng ch l’ e clarithromycin cho bénh nhan c6 tier] sl khoang QT kéo dai (bam sinh hodc cd tién sir

Kr;onghfjér;;lfd; kghoéng QT) hodc loan nhip thdt, bao gom ¢ xodn dinh (xem Canh béo v than trong khi

méc phai kéo

. . cuia thudc). . : R ——
dung th:l?:, Zg%nugn;é;al:‘::igycm cho bénh nhan gidm kali méu (nguy co kéo dai khodng QT).
Khéng dugc

! , 4n suy gan nang o kém suy than.
’ \hromycin cho bgnh nhan S =<7 )
Khopg nén sq d::gngﬁr:én dun; g voi cAC thudc ug ché enzym HMG-CoA reductase (cac thudc statin) ma
Clafllpf(:)myt;':én i boi CYP3A4 (lovastatin hogc simvastatin), do tang nguy cd céc bénh vé co, ké ca ly
chuyén hoa L khi ding thudc).
sl e Canh bao va than trong K1t 7= = ,
giai cgvan (xem myc Cal in (va céc chat U ché CYP3A4 manh khéc) ciing véi colchicin (xem Canh
Knang nén sif dung clarithromyc! ) cla thud
nong NEN 84 Cb L dng thuc; Tuong tac, 1uong K852 e,
s i ?’Jdung d6ng thai clarithromycin vdi ticagrelor hoac ranolazin.
Chéing ch ;"U}f THAN TRONG KHI pUNG THUOC: SU dung bt ky liéu phap khang sinh no, vi du
c(m" BA in. dé diéu trj nhigm khudn H. pyloricd the 50 ra'cac chiing khang thudc.
;;g:‘!;roffwié 0 clarithromycin cho phy nil 6 thai ruée khi can nhac ky IBng vé lgi ich va nguy cd, ddc
nen
bi 4uthaiky. . - s g S
(;?gn\;o:ff t.r;é;r?é?,g sinh khdc, viéc sU dung clarithromycin dai han co the gay nen sy tang sinh clia vi nédm
il Wé::nbng nhay cAm voi thudc. Néu xay ra boi nhim, nén tién hanh tr] liéu thich hop
Clarithromycin duge bai tiét chi yéu qua gan. do vay nén than trong khi sif dung khang sinh nay @ nhiing
B8N Bhan suy giam chic n4ng gan. Cing nén than trong khi sif dyng cho nhiing bénh nhan suy than tir vira
aén nang
(!l)aan 11ong khi sif dyng cho bgnh NNan suy thd
€9530 €40 vE 16 logn gy ndng gan. b30
€6 hoac kng, N
¥ KhoNg <o vang da kh su dyng clarit

hanh chua dugc nghién ctiu d tré em dudi 12 tudi.

nnang
gOm tdng men gan, viém t& bao gan va/ hodc viém gan U mét,
hromycin. Rgi loan chic nang gan c6 thé nghiém trong va

Clzbact

Clarithromycin 500 mg

thuting 61 phuc duge. Trong mot s6 Irugng hgp da bao €40 f vong do suy gan, thuting lidn quan tdl cdc benh Iy
nang co sdn va/ hodc cic thubc sif dung dng thasi. NGUNg st dyng clarithromycin néu xust hién ddu higu va trigu
ching viem gan, nhuchén an, vang da, nute tiéu sm mau, ngia, hogc dau bung.

Viem rudl kit gid mac da dugc bdo cdo vl hu hét céc thulc khang khun, bao gbm cac macrolid, va tinh trang cé
106 1if nhe 6én de doa tinh mang. Tiéu chy c6 lién quan dén Ciostridium dificite (CDAD) da dugc bao cdo khi si
dyng véi hdu htt céc logi khang sinh bao gdm ca clarithromycin, va mac d6 c6 thé tif tizu chay nhe d&n tU vong.
Diéurj khdng sinh 1am thay d6i vi khudn chi binh thudng cita rupt, dibu nay c6 thé ddn dén phat trién qus muc cba
C. Difficlle. CDAD phai duyc quan tam ¢ tat ca bénh nhan bj tibu chay sau khi ding khang sinh. Viéc ghi chép
bénh 4n cin than la cdn thigt vi dé c6 bao c4o vé vibe xudt hign CDAD 2 thang sau khi diing khang sinh.

Colchicin
Da cb c4c bdo cdo sau khi dua thudc ra thj truang vé ng0 doc colchicin khi dung déng thai clarithromycin va

colchicin, dic biét & ngudi cao i, mot s6 xdy ra ¢ nhimg bénh nhan suy thin. Da c6 t vong & mt s6 truiing hop

nay (xem Tuong tac, tudng ky cha thudc). Chéng chi dinh s dung ddng thai colchicin va clarithromycin (xem

Ch6ng chi dinh). )
C4n trong khi ding clarithromycin cung véi cac thud~. triazolobenzodiazepin, nhu triazolarn, va midazolam dang

tiém bap va dang ubng (xem Tuang tc, tuang ky cua thudc).

Kéo dai khodng QT
Hign tugng kéo dai qué trinh tai phan cyc 4 tim va khoang T, dan dén nguy ca khéi phat can loan nhip tim va

xodn dinh, da dugc ghi nhan khi diéu trj bing thugc nhém macrolid bao gbm clarithromycin (xem Tac dung khong
mong mu6n cia thudc). Do vy, vi c4c tinh hudng sau day cd th dén dén tang nguy co loan nhip tam that (bao
g6m ca xodn dinh), nén than trong khi str dung clarithromycin G cac bénh nhan sau day:

. Bénh nhan c6 bénh dong mach vanh, suy tim ndng, r6i loan dan truyén hodc nhip tim chdm cd y nghia vé mat

1am sang.
. Bénh nhan co r6i loan dign gidi nhu gidm magnesi méau. Khong dugc s dung clarithromycin cho bénh nhan

giam kali méu (xem Chéng chi djnh);
. Bénh nhan dang st dyng ddng thai céc thudc gay kéo dai khodng QT khac (xem Tuang tic, tuong ky cha thudc)
. Chéng chi dinh st dung ddng thdi clarithromycin véi astemizol, cisaprid, pimozid va terfenadin (xem Chdng chi
dinh);
. Khong dugc st dung clarithromycin & nhitng bénh nhan ¢ khaang QT kéo dai bam sinh hodc méc phai hodc c6
tién sif loan nhip tdm that (xem Chdng chi dinh).
Viém phi
Do tinh trang khang cac thudc macrolid cba Streptococcus pneumoniag dang gia tang, viéc thuc hién khang sinh
dé 12 quan trong khi ké toa clarithromycin cho bgnh nhan viém ph6i mdc phai cgng ddng. Clarithromycin nén
dugc st dung ket hop vai cac thugc khang sinh thich hop khac trong diéu tri viém phdi méc phai bénh vién.
Nhiém trung da va md mém muc dd tit nhe dén trung binh
Phén I6n cac nhiém triing da thudng do Staphylococcus aureus va Strep us pyogenes, ca hai vi khudn nay
déu c6 thé khang céc thudc macrolid. Do vay, vigc lam khang sinh dd rat quan trong. Trong trugng hgp khdng sU
dung dugc cac khang sinh nhom beta-lactam (vi du do di iing), céc khang sinh khac. nhu clindamycin, c6 thé 1a
Iya chon d3u tién. Hién nay, cac thudc macrolid_chi dugc can nhdc chi dinh diéu tri cac nhigm khudn da va md
mém, nhu nhidm khudn gay ra bdi ndm Corynebacterium minutissimum, tring cd, nhiém trung da o4y st cao
¢dp tinh va cac truting hgp khdng thé dung dugc penicilin.
Trong truong hop xudt hién céc phan Ung qua man cap tinh, nang, chdng han nhy sdc phan vé, phan iing cd hai
nghiém trong trén da (SCAR) (vf dy: ngoai ban myn m toan than cap tinh (AGEP), hdi ching Stevens-Johnson,
hoai tir bi€u bl nhi&m ddc va DRESS, ngay lap tifc nging st dung clarithromycin va khan truong diéu tri thich hap
Than trong khi sif dyng clarithromycin cling véi cac thudc gay kich (ng hé enzym CYP3A4 (xem Tuong tac, tuong

ky clia thugc).
Nén luu y dén kha nang khang chéo gila clarithromycin va cdc thudc macrolid khac, ciing nhu vdi lincomycin va

clindamycin.

Cac thudc e ché HMG-CoA reductase (cdc thudc statin)

Chdng chi dinh sif dung ddng thdi clarithromycin véi lovastatin hoac simvastatin (xem Chang chi djnh). Cdn than
trong khi ké toa clarithromycin ciing vai cac thudc statin khac. Ba cd bdo cdo vé ly gidi co van ¢ nhdng bénh nhan
sif dung d6ng thoi clarithromycin véi céc thudc statin. B¢nh nhan cdn dudc theo doi vé cac dau higu va triéu ching
cac bénh Iy vé co. Truting hgp budc phai st dyng ddng thai clarithromycin va cac thudc statin, khuyén cdo ké lidu
thap nhit duge dang ky cla thubc statin. Can nhdc sir dyng thudc statin khdng phu thudc vao chuyén hoa CYP3A
(vi du nhu fluvastatin).

Céc thuc ha duting huyét dang udng/ Insulin

Sir dung déng thoi clarithromycin va cc thudc ha duding huyét dang udng (nhu cac sulphonyluria) va/ hodc insulin
¢ thé lam gidm dang k& dudng huyét. Cn kiém soédt chat ché duding huyét.

C4c thudc chéng ddong duding udng

St dung d6ng thi clarithromycin va warfarin ¢6 nguy cd gdy chdy mau nghiém trong, tang chi sd INR
(international normalized ratio) va thai gian prothrombin. Phai kiém tra thuong xuyén chi s INR va thdi gan
prothrombin khi bénh nhan udng ddng thdi clarithromycin va céc thuoc chdng dong.

TUONG TAC, TUGNG KY CUA THUGC

Diing cdc thud sau bj chong chi dinh nghiém ngdt do tuong tac thubc nghiém trong.

Cisaprid, pimozid, astemizol va terfenadin )
Tang néing 0 cisaprid da dugc bdo c4o & bénh nhan diing ddng thoi cisaprid v clarithromycin. Dicu nay co the
9ay kéo dai khodng QT va loan nhip tim bao gom nhjp nhaah tha, rung tha va xodn dinh. NAdng bieu hign uong
ty da dugc thay khi diing déng thei pimozid va clarithromycin (xem Chang chi dinh).

C4c macrolid 1am r5i loan sy chuyén hoa clia terfenadin 1am tang ndng 4o cla terfenad
nhip tim nhu kéo dai khodng QT, nhip nhanh tht, rung that va xodn dinh (xem Chong chi dinh)
cifutrén 14 ngudi tinh nguyén khde manh, ding ddng thai clarithromycin va terfenadin lam tang 2 - g 46
trong h.uyet thanh chat chuyén hoa acid cla terfenadin va k¢o dai khoang QT nhung khong phat hign duoc bat ky

cac biéu hign 13m sang nao. Cac biéu hign twong ty cling dygc thiy khi dung ddng thai astemizol va cac macrolid

khdc.

Alkaloid ndm cya ga

Cac baq €40 sau W na;m cho thdy ding cing lic Clarithromycin véi ergotamin hodc dihydroergotamin co lign

quan dén doc tinh do ndm cya ga cp dac trung b hign tygng co mach, thiéu méu cuc b & cac chi va cac M0

khac bao gm c& h¢ thén kinh Lrung uong. Chdng chi dinh ggng ciing liic clarithromycin véi cAc alkaloid ndm c2
ga (xem Chong chi dinh).

Midazolam dang uGng

Khi midazolam dugc dung phdi hgp véi vién nén clanithromycin (500 mg hai lin mdi ngay). AUC cia midazolam
tang I&n 7 1an sau khi ding midazolam dang udng. Chdng ¢y dinh ding d6ng thi midazolam dang udng cung vii
clarithromycin (xem Chong chi dinh).

Thubic tc chg HMG-CoA reductase (cac thudc statin)

Khong dugc ding ddng thdsi clarithromycin voi lovastatin ¢ simuastatin vi cac thudc statin nay chuydn hoa
phan Ién boi CYP3A4, ang nng dO thubc ong Myt tuyng yyi sis dyng cung vel clarithromycin, dén 101 tang

in, d6i khi ddn dén loan
Trong mdt nghign
314n ndng do

Scanned with ACE Scanner



nguy co bénh 1y vé co, ke ca ly gidi co vin. Dg gq ade bio cao v Iy gl covan & binh nhan sif dung
clarithromycin cing véi cac thudc statin nay. Nou cdp | o jidu 1t hang claithromyein, phid ngitg s
dyng lovastatin hodc simvastatin trong thoi gian dléunlrill‘,:[;' e B
Can trong kh' ke toa clarithromycin voi cae thuig sm“-“v Tong e nmg hop bt bude phal st dung
clanithromycin ‘_/a cac thudc statin, khuydn cdo ko ligy {hap nhat duge dang ky cia thude statn. Gan nhilc sl
dyng thudc statin khdng phu thude vio chuyén hoa Gypaa (vl du s flwvastatin). Bynh nhan cAn duge theo
doi vé cac dau hidu v trigu ching cac binh Iy v eg,
T4c dung cia cac thudc khdc 18n clarithromyein
Céc thuﬁlc gy kich ing he {hﬁllﬂ enzym CYP3A (vi dy: riramplein, phonyloin, carbamazopin, phonobarbilal,
St. John's Wort) 0 the lam ting chuy@n hoa cia claithiomyeln. BiGu ndy co i 1m cho ndng do
clarithromycin thip duol ngudng didu trf, lam gide igu e didu trf ciia thu. Hon nika, v th Gl thoo 4ol
ndng do huy@t twang cua cdc thudc gy Kich dng hi CYPIA, ndng g ndy ca thi bi tang do clarithromyeln tic
¢ché hi CYP3A (xem thong tin sdn pham lidn quan khy ding cac thudc e ch hd CYPIA4)
Sif dung cpug liic clarithromycin va rifabutin lam tang nénn o7 olabutin vd gidm nong d0 clarithromyein
trong huy€t thanh, cling voi tng nquy cd viem mang mac! 1o
Cac thudc sau dugc bidt hodc nghi ngd ¢ anh huding e néng d0 tudn hodn cia clarithromyain; didu chinh
lieu clarithromycin hodc a chon phuong phap didu trf thay thi nde @ee <o
Efavirenz, nevirapin, ritampicin, rifabutin v rilapentin
Nhing thudc gay kich Ung hd thdng chuyén hoa cytochirom P50 nhif olaviranz, novirapin, rifampicin,
rifabutin va rifapentin co IhE 1am tang sy chuyén hoa cia clarithromycin do d6 lam gidm ndng do cla
clarithromycin trong huyét tuong, trong khi o ndng dg cia 14-0H-clarithromyein tang 10n, chat chuy@n hba
ndy cing 6 hoat tinh khang khudn Do hoat tinh khéng Kkhudn cua clarithromyein va 14-0H-clarithromyein

khdc nhau doi vo1 cac loqr vi khudn khae 0! . qud didu tr| 6 thd bj dnh hubng nbu st dung cing liic
clarithromycin voi nhding chdt gdy canyung enzym.
Etravirin

Ning do cila clarithromycin bi gidm boi etravirin, tuy nhign, néng d cita chat chuy@n hoa c6 hoat tinh, 14-
OH-clarithromycin lai tang. Do chdt chuyén hoa ¢6 hoat (inh 14-OH-clarithromycin gidm hoat thh d61 vol
Mycobacterium avium complex (MAC) nén hoat tinh chung doi voi tdc nhdn gdy benh co thd bj thay d6l. Do
vay. phai can nhic thay thé clarithromycin bang cac thudc khac khi didu trf MAC & bgnh nhan cé ding
etravirin

Flyconazol

SU dung ciing lic fluconazol 200 mg mdi ngdy va clarithromycin 500 mg 2 1dn/ ngay cho 21 ngudi tinh
nguyén khde manh 1am tang ndng do t6i thiéu (Cmin) & trang théi 6n dinh cda clarithromycin 18n 33% va
dién tich dudi dudng cong (AUC) [én 18%. NGng do & trang thdi 6n dinh ctia chat chuyén hoa co hoat tinh
14-0H-clarithromycin khong bj anh hudng nhiéu khi ding déng thsi vdi fluconazol. Khéng cdn diéu chinh
liéu cla clarithromycin.
Ritonavir

M6t nghién cliu duge dong hoc ching td ring ding dong thdi ritonavir 200 mg méi 8 gity va clarithromycin
500 mg mdi 12 gidy Uc ché rd rét sy chuyén hoa clia clarithromycin. Cmax cla clarithromycin tang 31%,
Cmin tang 182% va AUC tang 77% khi ding cung ritonavir. D thy ifc ché hodn toan sy tao thanh 14-0H-
clarithromycin. Vi clarithromycin co khodng diéu tri lén, nén khdng cén thiét gidm liéu & bénh nhan cf chiic
nang than binh thudng. Tuy nhién vai bénh nhan suy than, ¢4n diéu chinh liéu nhu sau: Vi bénh nhan c6 do
thanh thai creatinin tir 30 - 60 ml/ phat, gidm liéu clarithromycin 50%. V6i bgnh nhan co df thanh thai
creatinin < 30 ml/ phut, giam liéu clarithromycin 75%. Khong nén dung clarithromycin ligu I6n hon 1 g/
ngay cung vai ritonavir.

N&n xem xét diu chinh liéu & bénh nhan sy than khi co dung ritonavir ph6i hop vi cac thudc dc ché enzym
protease bao gdm atazanavir va saquinavir (xem Tuong tac thudc hai chiéu).

Téc dung cua clarithromycin 1én cac thudc khdc

Thudc chdng loan nhip
Da c6 cdc bao cao sau khi dua thudc ra thj truang vé xodn dinh xdy ra khi dung cung lic clarithromycin véi

quinidin hoac disopyramid. Nén kigm tra dign tam do vé do dai khodng QT trong thai gian sif dung cting lic
clarithromycin vdi nhitng thuSc nay. Cén theo dai néng df trong huyét thanh clia cac thudc nay trong khi
dung clarithromycin.

D3 ¢ cac bao cdo hau mai vé ha dubng huyét khi stf dung dong thasi clarithromycin vdi disopyramid. Do vay,
c4n theo doi duting huyét trong khi st dung dBng thoi clarithromycin vdi disopyramid.

Cac thudc ha dung huyét dang udng/ insulin

Clarithromycin tc ch€ CYP3A va ¢6 th lién quan dén hodc gay ra ha dudng huy8t khi sir dyng ddng thai véi
mot s6 thudc ha dubing huyét nhu nateglinid va repaglinid. C4n kiém soét chit ché duting huyét.

Nhiing tuang tic qua CYP3A4

Sir dung ddng thai clarithromyin, dugc bit 1a mt chat dc ché CYP3A4, véi mot thubc chuyén hoa chi yéu
qua CYP3A4 c6 thé lién quan d8n sy tang ndng do cla thudc, diéu d6 c6 thé lam tang hoac kéo dai cd téc
dyng diéu tr va tac dung b1 Igi cia thudc dung ciing. Nén than trong khi sif dung clarithromycin trén nhiing
bénh nhan dang diéu trj bing nhiing thuBc dugc biét 1a chdt nén clia enzym CYP3A4, dic biét néu chét nén
CYP3A4 co do an toan hep (vi du: carbamazepin) va/ hodc chat nén dugc chuyén héa chi yéu bai enzym
nay. Didu chinh ligu c6 thé dugc xem xét va khi co thé, ndng d trong huyét thanh cia céc thubc chuyén hoa
chi yéu bai CYP3A4 nén dugc kim tra chit ché & nhiing bénh nhan dang st dyng dBng thai clarithromycin.
Cac thudc hoac nhém thudc sau day dugc biét hodc nghingd la chuyén hoa bi isozym CYP3A4: alprazolam,
astemizol, carbamazepin, cilostazol, cisaprid, cyclosporin, disopyramid, nhing alkaloid cia ndm cya ga,
lovastatin, methylprednisolon, midazolam, omeprazol, cc thubc chéng dong méau dung udng (vi dy
warfarin), céc thudc chBng loan thdn khong dién hinh (vi dy: quetiapin), ~pimozid, quinidin, rifabutin,
sidenafil, simvastatin, tacrolimus, terfenadin, triazolam va vinblastin, tuy nhién danh sé')ch nay khéng hoan
chinh. C4c tung téc thubc vai ¢ ché tuong tyf thdng qua cAc isozym khac trong hé thong cytochrom P450

bao gém phenytoin, theophylin va valproat.

Omeprazol ! -
Sif dyng clarithromycin (500 mg mdi 8 gi6y) cing véi omeprazol (40 mg/ ngay) trén nguoi 1n khde manh.

NGng d6 trong huyét tuong 6 trang thal 6n dinh cua emeprazol tang 1&n (Cmax tang 30%, AUC, ,, tang 89%
va thdi gian ban thai tang 34%) khi dung cung !UC véi clarithromycin. B pH dich vj trung binh 24 gids 1a 5,2
khi stf dung mot minh omeprazol va la 5,7 khi dung chung omeprazol véi clarithromycin.

Sildenafil tadalafil va \ vardenafil

M®i chat iic ché enzym phosphodiesterase dugc chuyén hoa, it nhat 1a mot phdn, béi CYP3A4, v CYP3A4
¢6 thé bj tic ché khi diing dong thdi clarithromyeln. ‘ .
Sir dyng cung lic nhing thutic nay véi clarithromycin S 0 tné fam 1ang sy phi nhiBm cia cdc chal dc ché
enzym phosphodiesterase. Nén giam liéu cia nhing thudc nay khi diing déng thdi vai clarithromycin.

Theophylin, carbamazepin
Két qua ciia céc nghién cU
(p < 0,05) nbng 40 clia theop
thubc ndy véi clarithromycin.
Tolterodin

Con duting chuyén hoa chis y€u
¢ nhiing ngutii khong c6 CYP2D!
fc ch§ CYP3A4 s& lam tdng dang
c4n thigt khi co mat cac chdt dc ch
Triazolobenzodiazepin (vi dy: alprazol

u 1am sang cho thdy mac dU ing & mgc d khiem 16n nhung o6 ¥ nghia thiing ke
hylin hodc ¢arbamazepin trong tudn hoan khi ding chung mt trong nhiing

ciia tolterodin 12 4@ 2D isoforim cia cytochrom P450 (CYP2DG). Tuy nhién,
6. duong chuy€n 163 nhn bigy duge 1a qua CYP3A4. O nhiing ngudl nay, sy
«8 ndng d0 €03 toltorodin trgng huy61 thanh. Sy gidm lidu tolteradin ¢6 thé
& cyP3Ad nhu 1a Clarithromycin ¢ nhom c6 chuyén hoa CYP2D6 kém

am _midazolam. Innglam)

Khi dung cung loc midazolam vl clarithromycin (500 mg, » 14n/ ngy). AUG cia midazolam 1ang 2,7 1én khi
g duting Nem tinh mach. Néu dimg midazolam rlgmnu tigm tiing e, vé clarithromycin, nén theo di bénh
Al chat chio dd ¢o th didu chinh 8. Dang GE Midazgpam giai ohong qua dusng niem mac migng, a
g €6 I b qua thil tris i ho hing, 50 co Ahibu ki ning gap tong t4c thubc wong ty nhu trong tuong
L gap phat a61 vl midazolam dang Hem finh mur,lj han 1y higng tac gap phéi khi disng midazolam dang udng.
[y Nong 1 d0i vol cac banzodiazopin ke chuyfn h0a quy Gypaas hao gbm triazolam vé alprazolam. DG
a1 sac honzodiazopin mé 5y a0 thal knong phu 1uOC vhg Gypaag (lemazepam, nitrazepam, lorazepam), sy
in tong o0y nghfa 1am sang 1w it khO0g xdy ra ki diing ciing clarithromygin

v khi dua i ra thi triong v cAC Wng v thusc, va nhiing 4nh hibng dén b thén kinh
iongi va I 1An) khi dun(;scumu Ific L|urilhrmnyr;ln vl triazolam. Né&n theo doi tac dyng 18n
) thube

Tiong tc (e
()i G0 GG hio Aot

{rang vong (vidu u .
1y i ki trung vong (bt nhdn dong
Nhiing oy L6 Ul khde:;

Colchicin

colchicin 4 chit nén cho ci CYPAA4 va protein VAN Chuyén P-glycopratein (Pgp) Glarthromycin va cAc

macrolld KNG ic chil GYP3A4 va Pap. Khib dung clarithrormvycin cng Vi véi colchicin, sy ffc ché CYPIA4 va/
hay Pgp do clarithromycin o this ddn diin l:‘m:; phoi ||l||é@ vl colchicin. C4n kiém tra bénh nhaa vl nhisng triéy
chimg 1am sang do ngh doc colchicin. Nén giam lidu colchicin khi sif dung déng thai v clarithromycin 6 nhitng
hoah nhan co chifc ndng thin va gan binh thuong Chéing chi dinh 50 n.,,/.q g then clarithromycin va
colghicin ¢ nhiig benh nhan suy thin hodc suy gan (xem Chiing chi dinh, C4nh b4o va than trong khi ding

thulic).
gt huyén P- otein (Pgp). Clarithromycin (¢ ché Pgp. Kni ding chun
Digoxin la chil nbn cho ot van chuyén P-glycoprotein p). L yein (16 ¢ JA 9p. Knt diing chung
clarithromycin va digoxin, sy (16 cht§ Pgp boi clarithrorycin 6 thé 1am tang sy phai nhiém digoxin. B3 ¢ ba?
cho giam sat vl sy 1ang ning do digozin trong huyét thann, ] Dem nhan ding cing Iic digosin va
clarithromycin. MOUs6 henh nhan 6 nhiing d4u hitu Wﬂ sang cla nhiém doc digoxin, bao gém c4c (6 loan
nhip tim co khé ndng gay 1(r vong. Nén theo d6i chat ché néing do digoxin huy#t thanh & nhiing b&nh nhan ding

clarithromyein vi digoxin cing lic.

Zidovudin

Ung cimg loc vien nén clarithromycin va zidovudin ¢ho c4c banh nhan ngudi 16n nhiém HIV c6 thé din dén

giam néng 00 zidovudin @ trang thai @n dinh. Vi clarithromycin anh hubng d&n hdp thu cla zidovudin khi Wng
ciing 16c, ¢6 16 tréanh dugc tuong tac nay béing cAch ding clarithromycin va zidovudin cach nhau 4 gic. Tusng
1c ndy khong xdy ra @ benh nhan nhi nhifm HIV ding hdn dich clarithromycin vi zidovugin hodc

dideoxylnosin. Tuong tac ndy hiém khi x4y ra khi diing clarithromycin duong tiém truyén Ginh mach

Phenytoin va valproat .
DA cb chc bdo cdo 1y phét hodc dugc cong b6 vé tuong tac cua cac thudc e ché hé CYP3A. bao gém ci

clarithromycin véi cic thuGc cho rdng khong bi chuyén hoa bti CYP3A (vi dy phenytoin va valproat) Cén xéc
dinh néng dd huy8t thanh clia cdc thudc nay khi st dung ciing vi clarithromycin. & c6 bdo cao vé tAng ndng

6 huy@t tuong cua céc thudc trén.

Tuong téc thudc hai chiéu

Atazanavir

C4 clarithromycin va atazanavir déu la chat nén va la chit e ché cha CYP3A4, va co bing ching vé sy tuong

t4c thudc 2 chidu. Dung cung lic clarithromycin (500 mg 2 I&n/ ngay) véi atazanavir (400 mg ngay mét 1dn) lam

ting sy phoi nhiém véi clarithromycin lén 2 14n va giam 70% sy phoi nhiém vai 14-OH-clarithromycin. tang

28% AUC clia atazanavir. Do clarithromycin c6 khoang diéu tr rdng nén sy giam liéu clarithromycin 1a khéng

¢4n thiét & nhirng bénh nhan c6 chic ndng than binh thuang ( nhing bénh nhan suy than mic do trung binh

(0 thanh thi creatinin 30 d&n 60 ml/ phat), lidu cla clarithromycin nén giam 50%. BGi véi nhilng bénh nhdn

¢6 dd thanh thai creatinin nhé han 30 ml/ phut, liéu clarithromycin nén giam 75% va nén dung dang thufc hdp

Iy. Khong nén ding cung lic clarithromycin liéu = 1000 mg/ ngay vai nhing thufic dc ché pratease.

Céc thudc chen kénh calcium

Than trong khi stf dyng ddng thai clarithromycin véi cac thudc chen dong calcium chuyén hoa qua CYP3A4 (nhu

verapamil, amlodipin, diltiazem) do nguy cd ha huyét dp. Néng dd trong huyét tuong cua clanthromycin va cac

thuéic chen kénh calcium c6 thé tang do tuong tac thudc. B3 quan sat thdy na huyét ap, loan nhip tim chdm va

nhiém acid lactic & cac bénh nhan sif dung ddng thai clarithromycin va verapamil

Itraconazol

C4 clarithromycin va itraconazol déu 12 chat nén va chat ic ché CYP3A4, ddn dén mot tuong tac thudc 2 chidu.

Clarithromycin 6 the lam tang néng do huyét tuong cia itraconazol. trong Kni @0 itraconazol co thé lam tang

nong do trong huyét tuong cla clarithromycin. Nhding bénh nhdn dang st dung cung lic clarithromycin va

il;aconazol nén dugc theo ddi chat ché nhing ddu higu hodc triéu chung do tac dung dugc Iy tdng hodc kéo dai

nay.

Saquinavir

C4 clarithromycin va saquinavir déu 1 chat nén va 1a chat iic ché cia CYP3A4, va da co bang chung vé sy tuang

tac 2 chiéu. Ding két hgp clarithromycin (500 mg 2 14n/ ngay) va saquinavir (vién nang gelatin mém. 1200 mg

3 1dn/ ngay) cho 12 ngudi tinh nguy@n khde manh lam tang AUC § trang thai n dinh [&n 177% va Cmax ién

1?7% s0 vi dung riéng saquinavir . Gid trj AUC va Cmax cta clarithromycin vao khoang 40% cao han so var

QUng riéng cla{ithromycin. Khong cdn chinh liu khi dung d6ng thai 2 thudc nay trong mdt thdi gian nhdt dinh ]

liéw dang thudc nghién ciu. Nhiing quan sat tif nhing nghién ciiu vé tuong tic thudc sit dung dang vién nang

gela.tin mém c6 thé khong giéng nhu khi diing vién nang gelatin cung cla saquinavir. Nniing quan sdt ti nhang

nuhléq cliu tuong tdc thube duge thyc hign chi voi saquinavir cd thé khong gidng nhiing tac dung thay dugc ki

diéu trj vei saquinavir/ritonavir. Khi ding chung saquinavir va ritonavir, nén Iy y tac dung tiém dn cla rionavir

16n clarithromycin (xem Tuong téc, tuong ky cla thudc).

Tuong ky: khong ap dung dgi v thudc vien.

SU DYNG THUGC CHO PHY NU' CO THAI VA CHO CON BU

Phu nit ¢6 thai

;’:rfilu?(fl I:%acr:n(;?snglflzgih'r(gng:;n :;0?9 thoi ky mang lfm chga duc r:rmn] lap?mvl viy khdng nén su dung

Phu ni cho con b 9 thai hodc cho con ba trif khi lgi ich [ han nguy

Ir?:gasr}‘;us‘r; cua clarithromycin trong thdsi ky cho con by chua duve thist 13p. Clarithromycin duoc xac din co

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Chua ¢d bao cdo vé tac dOng’cﬁu thude trong khi lai >.<e va van hanh may mdc. Nén khuy€n cao bénh nhdn vé

nguy co hoa mat chong mat, 1n 10n, mat phuang hudng g thé xdy ra khi su dung thudc

g:c I:UNG KHONG MONG MUGN CUA THUGC ‘ ‘

no: \l/aclt?;:l«?\uzliz:gcl:lgNnr:g::g :llmmlllll::::)obl:'le:l : 'e:; quan toi didy tri clarithromycin  dau bung, tiéu chdy, budn ndn,

macrolid. ALIGEndy thikding nie va dd duoc bidt nhy 13 tac dung bat fol cha cic thude

Trong cdc nghidn citu 1m sang, khon ol i .

:310&;1 trén bOnh nhin co hodc khgng n(:x|gnfomsyuc:l')1:ccl:r'::ft:’utﬂ.;ud'o\o e e b

dng dudi ; y + 0

uonlg ﬁ:{glnga:gr':l');”;: J;h;g:? lJc du‘ug bﬂl‘l.OI duye 040 cdo 4 nhang bénh nhdn dang s dung clarithromycin

o e ' CUu Tam sang va bao cdo sau khi duy (hydc ra th tidng Nhang tac dung bt loi «

sdp xp theo hd thong cta cu thé va tdn sudt xua hig it A : s Covihiniig

(217100 - < 1/10), it ap (> 1/1000 - < 11100) V; kho"' qu we nfuu sau. rit thuong g;u (> 1/10), thudng gap
ng 1§ (phdn Ung ght nhdn dwe tir duar thude ra thy trong,

khong thd ddnh gia dugc tir dd igu sin ¢o). Vor md | 1
nghidm trgng gidm dédn PRI S D Bt yeomie ®
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b ¥ chuven hoa va dinh duing Chan an. gidm sy ngon midng -
R6I loan 1am thdn I . Lo 0 “aling fiding Loan than kinh, tinh trang 16 1n, m4t nhdn cach, trdm cim,
A mdt phuong hung, 40 gidc. mg bt tusng, fumg cam
e e
ROi loan he tha ' Y 4
0an e than kinh Loan vi gléc, dou ddu | Ching mdt y thi, logn van dong’, chong mat, ngit 1o mo’, run | China €0 4, At vi gidc. loan khihy gide, mat khiss gigc
chm gidc khac thubing
_ ] i
RO loan tai va tal trong Chong mal, ngho kém, i lai Dide
RO | i \ 2
fiognitim;mact Nging tim', rung nhi', kéo dal khodng 0T, ngoai 1am thu’, #udn dinh, ahip nhanh thdt, (i loan ohip t3m tnit
ddnh tring ngyc
Rdi loan mach Glan mach' Kudt huyét |
N - p— |
RGi loan ho hap, 16ng ngyc, trung that Hen ph6 quan', chdy mdu mai’, nghén mach phoi’ )
ROi loan dubing tigu hoa Tibu chdy, non, Kn6 | Viem thyc qudn', trdo ngugc da day thyc quin’, viem da day, | Viem tuy cp, d8i mau k6. ¢di mau rang l'
ligu, budn non, dau | dau tryc trang céch h6F, viem migng, viém i, trubng byng’, |
byng 4o bon, khé miéng, ¢ hai }
: =]
RGi loan hg gan mat Chic nang gan U/ mat', viém gan', tang alanine aminotransferase. tang Suy gan, vang da i
bét thuong aspartate ami ferase, tang gamma-glutami ase J’
ROi loan da va md dudi da Phat ban, ting tiét | Vviem da bong nudc', ngua, mé day, ban sdn’ Phan ing c hai nghiém trong trén da (SCAR) (v dy l
. mé hoi ngoai ban mun mi toan than cdp tinh (AGEP), hdi ching |
Stevens-Johnson, hoai tif biéu bi nhidm ddc, phat ban co |
phan dng thufc kém ching ting bach cdu ua acid va tnéu |
ching toan than (DRESS), tning cd E
R@i loan co xuang va m6 lién ket Co thét cd’, cing cd', dau cd Ly gidi covdn™" , bénh Iy cg l
R6i loan than va tiét nigu Tang creatinin méau', ting ure huy&t’ Suy thén, viém than k&
Cc r6i loan chung va 1ai vi tri dung thudc Viem tinh mach Pau tai vj tri tiém', | Kho chiu', S0, suy nhugc, dau ngyc', 6n lanh’, mét moi*
tai vj trf tigm' viém tai vj trf tigm'
Cac xét nghiém BAt thutng ty 16 alb globulin', tang p Kiém mau’, | Chi s6 INR ting, thdi gian prothrombin kéo dai. thay &6 [
tang men lactate dehydrogenase mau mau nuic téu

* Do c4c phan (ng ndy dugc bdo cdo tinh nguyén tif cong dbng vdi ¢d mau khdng xac dinh, khang thé udc lugng chinh xéc tdn sudt hodc thiét lap dugc mGi quan hé nhin-qud vai thuic st dung. Uac tinh tr3n 1 &y bénn
nhan trong thai gian diéu trj véi clarithromycin ]
** Trong mot s6 bao cdo vé globin ca nigu kich phat, clarithromycin da dugc sif dung dbng thasi vai cac thubc khac dugc bit cd lien quan t6i globin cd nigu kich phat nhu cac thudc statin, fibrat, colchicin nodc aflopunnal

|
{
' phan (g bat Igi dugc bdo cdo chi véi dang bao ché bt pha dung dich tiém [
2 phan dng bt Igi duge béo cdo chi véi dang bio ché vien nén phong thich cham }
% phan (g bt lgi dugc bao céo chi vai dang bao ché com pha hdn dich udng ‘
* phan ng bAt Igi dugc bo co chi vai dang bo ché vien nén \

R |

T4n suit, loai va mic do nghiém trong clia cac tac dung bat Igi & tré em dugc coi 1 gidng nhu & nguasi lon.

Bénh nhan suy gidm mién dich o o

& benh nhan AIDS va nhing bénh nhan suyl giam mién dich khac dugc diéu trj véi liéu cao clarithromycin trong théi gian dai cho nhigm mycobacterium, rdt kho phan bigt dau 1a tic dung bat Igi gdy ra do clanthromycin hay &
trigu chaing cla bgnh HIV hoac bénh hi?n tai. N o

@ banh nhan ngudi 16, tac dung bt lgi dugc béo cdo hay gp nhét Ehl cho bénh nhan dung liéu t6ng 1000 mg/ ngay Ia: budn ndn, ndn, rGi loan vj gidc, dau bung, tiéu chay, m4n ngua, ddy hai, dau ddu, tao ban, rdi lcan thinn
gi4c, tang SGOT va SGPT. C4c tac dyng khéng mong muﬁn o tdn sg 93p th&p bao gbm khq tha, mat ngi va kho migng.

Nhiing tac dung bt gi it gap hon bao gt?m: kno thd. matngi va kho migng. (bgnn nhan bj suy gidm chitc nang mién dich. nhing ket qua xét nghigm thu dugc bing cach phan tich nhiing gia tri do bén ngoai cac néng do rit
bit thutng (c6 nghia 4 qué cao iy Qud 1h4P) 18 "g" nghiem dgc this. Dya vAo ca 4 cia tiéu chudin nay, c6 khoang 2 - 3% nhing bénh nhan dang ding larithromycin iéu 1000 mg hang ngay ny co néng 89 SGOT va
oGPT tang bt thiing mot céch nghiem trong. va ¢ s ugng té cu va bach cu thp m céch b thuang. MOt 18 thd bgni nhan g tang chi s6 BUN.

Théng béo cho bdc sT nhitng t4c dung khing mong mudn gip phi khi st dyng thudt.

i C HOC =
zﬁ:nr m?u?rl{o&;‘r{g vi (l:hua'n t4c dung toan than, macrolid. Ma ATC: JO1FA09

Vi sinh hoc 3 ) ) ) ‘ ) : . |
Clarithromycin [2 mot ddn chdt ban 1019 hop 02’;93’?’::'&:‘10"; :{- Lv;uOc dco hoat tinh khéng khudn bé'ng cach ket hgp vdi tiéu dan vi ribosom 50S cia nhding vi khudn nhay cdm va dc ché ting hop protein. Thubc cd hidu uc cae
chdng lai nhiéu vi khudn gram duong v% arar;' B i b ay bs ng do l{c ché 16i thidu (MICs) cta clarithromycin n6i chung thdp hon hai 1dn so véi MICs ciia erythromycin. Chat chuy8n hoa 14-hydroxy cua clarithromycin
ciing c6 hoat tinh khang khudn. MICS €6 i van 4y b hodc hai 14n cao han MICs ciia phic hop me, ngoi trif vdi H. influenzae trong d6 chat chuyén hoa 14-hydroxy co hoat tinh ¢ao 03p hai 1dn phic hap me.
Trong in vitro, Clabact thudng ¢6 hoat tinh chdng 12i nhiing vi khudn sau:

Vi khugn gram duong hi€u knf oniae: Strept
Staphylococeus areus; Streptococcus pneum  olreplococcus pyogenes; Listeria monocytogenes; Streptococcus agalactiae; Streptococci (group C. F, G), Viridans group streptococc.

Vi khuZn gram dm hi€u khi .
e influenzas; Moraxella catarrhalis, Neisseri: N .

s influenzae, Haemophilus para . Neisserla gonorrhoeae, Legionella pneumophila, Bordetella pertussis, Pastourella

Haemaphilu jae; Ureaplasma urealyticum. urela mutocidg

Mycopl . Mycop p
Nhifng vi sinh val khac } i |
Mycoplasma neumonize, Clamydia trachomats: Mycobactertum avium; Mycobactorium leprae; Mycobacterium kansall; Mycobacterium chelonae; Mycobacteriuny tortuitum, Mycobacterium intracellulare, Chiamydd |
pneumoniae.

nugn gram duong ky khi N v
Z}I:s!r/d/uiv perfrigens; Peptococcus niger: Proplonibacterium acnes.

Vi khugn gram am ky khi: Bacleroides me/amnug;;i_gic,,s
Xo#n khuan: Borrelia burgdorfert, TrEPDIIBma pallidum
Campylobacter: Campylobacmr/‘a/um

ter pylori )
:::lcg::f:ba gja/nmromycin V6i Hellcobacter Pylor! & pH trung tinh cao han & pH acid.
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> C TINH DUYC BONG HoC
HAp Dy
7ang hoc cua clarithromycin di 0 da
<y ndy cho thdy clarnhrc{myci:':‘ﬁloug:\%salhiugﬁ T0/S8; gt A AT Vat. va 8 nudi n. Céc nohién
tich ty hay sy tich ty bat thung nao va khuynh hanh Rl o % khpéng 5’0% iy
gung nhiéu liéu. An ngay trude khi ding thug l_KIng e khpng (hay‘dﬁi ok iy sau}(hl
xa0ing 25%. Noi chung, sy gia tang nay nh(_’cvs;'lam gr\ ) ;_mh kha dungvxl:ua clamhrorPyEin t(ung binh
dugc khuyén cdo. Nhu vy, clarithromycin cd thé dl‘,t &y oghia 1am sang véi céc phac do Jiéu dung dang
Phan b bién 0B sint hot v thai i ng cuing hodc khong ciing véi thic an
In vitro
o
b opipltagy ,’,g 0.0 GdC ndng d0 0,45 - 4,5 meg/ ! =J giam 1y 1 gan k&t xubng 41% & ndng
hg\ m”éuqn(:"g(}:é)('nféunt?'fac vi trf g4n kBt c6 thé bj bag r - «inung diéu nay chi xay ra § cac ndng do cao
In vivo
K&t qua nghién cifu & ddng vat cho thdy ndng do clarithrorcin
trung uong, cao hon nhigu 14n ndng 86 thudc trong hg tusn hoa
mo ph8i va gan, & 6 1 18 gitia nbng do thudc trong md o voi huyet
Nhilng d6i tugng binh thuong
6y 250 mg 2 14n/ ngay. nbng do dinh trong huyét
bi‘nh 1 mcg/ ml véi clarithromycin va 0.6 mcg/ ml vei
hiy cia clarithromycin 1a 3 - 4 gi0 va Ciia 14-hydroxy - 'arithromycin 12 5 - 6 gio. VOi ligu 500 mg, 2 l&n/
ngay. Crmax cla clarithromycin va chat chuyén hoa @ trang thai 6n dinh dat dugc & liéu this nam. Sau ligu
thir n?m va thir bay, Cmax cua clarithromycin @ trang th3i 4n dinh 1a 2.7 mcg/ miva 2.9 meg/ ml; cla chat
chuyén hOﬁ trung binh 1 0,88 mcg/ ml va 0,83 mcg/ m! Thai gian ban thai ciia thudc me @ liéu 500 mg 12
45- 4.*_3 gid, trong khi ciia 14-hydroxy clarithromycin 12 6,9 - 8,7 gid. ( trang thai 3n dinh ndng dj cia 14-
OH-‘clanthromycin khong tang twong ing voi liéu ciia clarithromycin, va thoi gian ban hiy biéu kién cla c
clagthromycin va chit chuyén hoa c6 khuynh hugng dai hon & cac liéu cao hon. Kiéu dugc dong hoc khong
u{yen tinh ca clarithromycin cung vdi vigc giam tao thanh cac san ph&m clia qué trinh 14-hydroxylation
va N-demethylation & liu cao cho thdy riing sy chuyén hoa khong tuyén tinh clia clarithromycin trg nén ro

rét hon & liéu cao.
& ngudi 16n uGng lidu duy nhat 250 mg hay 1200 mg clarithromycin sy bai iét qua nudc tiéu chiém khoang

37.9% & liéu thap va 46% & liéu cao. Thai tris qua phan chiém khodng 40.2% va29.1%.

Bénh nhén

Clarithromycin va chét chuyén hoa 14-OH phan b8 mot ¢
di ligu han ché thu dugc tir s lugng nhd bénh nhan cho thay clarithromycin khong dat dugc ndng do c6 ¥
nghia trong dich nao tly sau libu udng (co nghta I chi 1- 2% néng do trong huyét thanh @ trong dich nao

thy & nhing bénh nhan c6 hang rao mau-dich ndo tiy binh thudng). Néng d6 trong cac mo thudng cao 0ap

2 14n so vdi néng do trong huy8t thanh. Vi dy vé ndng d trong cac m6 va huyét thanh dugc trinh bay dudi

day.
| Néng 46 (Sau liéu 250 mg mbi 12 gid)

trong 141 ca cac mo, ngoai trur he than kinh
0. Néng do thudc cao nhat dugc thdy trong
tuong tir 10 dén 20.

wong & trang thai 0n dinh & ngdy thit 2 - 3 dat trung
14-hydroxy clarithromycin, trong khi thi gian ban

4ch d dang vao céc md va dich cd thé. Nhing

Logi md Mb (mcg/ g) Huyét thanh (mcg/ ml)
08

Amidan 1.6
Phéi 8.8 17
Suy gan
Trong mdt nghién cliu s0 sanh giia mt nhom nguti khoe manh véi mot nhém bénh nhan bi suy gan dugc
dung 250 mg clarithromycin 2 140/ ngay trong 2 ngay va mot liéu don 250 mg & ngay this 3, nbng do trong
¢6 sy khac bigt dang k€ gida hai

huyét tuang & trang thai 6n dinh va sy dao thai cia clarithromycin khong
nhém. Ngugc fai, ndng do & trang thai 6n dinh cla chit chuyén hoa 14-0H thép hon 1o rét & nhom bénh

nhén suy gan. Su giam dao thai & cAc chat chuyén hoa nay ciia hgp chdt me bdi qud trinh 14-hydroxylation
dugc bis d3p phdn nao bési sy tang dao thai qua than cia thudic me, do dé néng do clia thudc me & trang
thai 6n dinh gidla 2 nhém 13 tuang duang. K&t qua nay cho thay khong ¢4n diéu chinh liéu & nhiing ngudi bi

suy gan mic do tis vira d€n ndng nhung ¢6 churc ndng than binh thudng.

Suy thén

Mot nghién ciu dugc tién han
500 mg duding udng clarithromyc
Néng do trong huyét tuong. thai gian ban thai, Cm:
14-0H cao han va AUC 16n hon & nhiing bénh nhan suy than.
qua nudc tiéu thap hon. Mic do khac biét cla nhing thong s6 nay c lién quan
than cang nang sy khdc bigt cang lon (xem Liéu dung va cach dung).

Ngudi cao tubi

Mot nghién ciu dugc ti
dung nhiéu liéu 500 mg claritnramygin duong
véi nhing nam gidi va phy nif tré tui khoe manh.
cao hon va sy dao thai cham hon so vgi nhom tr 1
nhién khong c6 sv Kkhac biét gida 2 nhom khi sy bai ti
pidu nay cho thdy bay ky su anh hudng nao dén sy chuy
nang than va khong lién quan gi dén tudi tac.

Nhi&m Mycobacterium avium

Sau khi dung liéu 500 mg clari
trang thai 6n dinh ciia clarithromyC
nhién & liéu cao hon can dé diéu trinh

h nhim danh gia va so sanh dif Jiéu dugc dong hoc khi dung nhiéu liéu
in & ngudi co chic nang than binh thudng va nhiing ngudi bj suy than.
ax va Cmin cho ca clarithromycin va cht chuyén hoa
Hang s6 toc dd thi trf (Kea) va sy bai tiét
dén muc do suy than, suy

¢ di lieu dugc dong hoc khi
cao twdi khde manh so
hoan trong huy€t tuong
&n héa 14-0H. Tuy
thai creatinin.

i4 va S0 sanh d an toan va C
ung cho nhing dan 6ng va phy nd
& nhém cao tudi, nong do tudn
& twdi cho ca chat me va ch4t chuy
€t qua than tuong quan véi d6 thanh
&n hoa clarithromycin déu lien quan dén chic

&n hanh nham danh g

& trén bénh nhan trudng thanh nhigm HIV, ndng 46 0
Jarithromycin tuong fyf nhy @ ngudi binh thuong. Tuy
i&m Mycobacterium avium, ndng do clarithromycin cao hon rat

hié véi khi ding liéu binh thuong. g bgnh nhan trudng thanh nhifem HIV dang sU dung "éf'
e 0 mg/ ngay chia 2 I4n, Cmax cla clarithromycin § trang thai on dinh tir 2 - 4 mcg/ mi va
I nl]?heogm(! ty. Thai gian ban thai dai hon khi ding Ji8u cao han so véi liu binh t.huiln_g Ué(l
5 - 10 meg/ ™ Bt 10NV tho gian b thdi i hon v ahang "2y phi

nh thuong. NOng 0 cao hONLONG BY Ly o erithromyci
:g:,vld?lgmc dong hoc knong tuyén tinh 43 duge biét cua clarithromycin.

thromycin mdi 12 gi
romycin va 14-0H-C

San xuat taic
CONG TY CO PHAN
14 82 - 83. Khu cong nghiep
| DT (0203) 3953454 ¢

i AU GIANG - Chi nhanh nha may
N DUGC HAU s
HAR i phi Thanh - 0ai dogn 1,3 Tén Phd Thanh, huyén Chau T
Fax. (0293) 3953555

dugc phdm DHG 1ai Hau Giang
anh A, tinh Hau Giang

1ng d6ng thi vai omeprazol

< nghién ciiu dugc dong hoc da dugc tién hanh véi clarithyomcin 5
12y 1 14n. Khi sir dung mét minh clarithromycin li6u 500 mg mybl - g?t? 'g"lg t"r?gni‘l 14n va omeprazol 40 mg
3 mcg/ miva Cmin trung binh khoang 1,8 mcg/ ml. Gid trj trung binh Al‘Jc s C‘at ;runo bi’nh vao khodng

i, Tmax vA thoi gian ban thai 14n gt 12 2.1 gi0 v2 53 i ki ding ;i;mnm :l;; mym la229meg .
1u 500 mg ngay 3

2ng cung nghién clu khi ding clarithromycin liéu 500 mg g2y 3 In ciing lic véi om

in, thoi gian ban thai va AUC,_,, cUa omeprazol tang Ién. B ves 151 ca cAc g g ::_'22_‘" 40 mg ngay
o I

. thromycin, gid tri AUGy. trung binh ciia omeprazol a0 han 89% va T, cao hon 34% so v:."fhkzl hop véi

o 50 vGi khi ding mot

oh omeprazol. Khi dung k8t hop véi omeprazol, id tri Cmax, Cmin va AuC 4 trang hai dn
0-1 : n dinh cla

Jrithromycin tang 1&n 10%, 27% va 15% theo thif ty, Cao han gid trj dat duge khi aongsclai gty 9§
) yein véi

;14 duge.

¢ 1rang thai on din
_jarithromycin/ omeprazol cao
trung binh trong mo da day sau K
diing clarithromycin véi gia dugc.

DU LIEU AN TOAN TIEN LAM SANG
Dic tinh cap, ban man tinh va man tinh
hanh trén chudt nh:

Cac nghién ciu dugc tién
G tis mot liéu duy nh

h, ndng do cua clarithromycin trong }néng R —
han 25 14n 50 vdi 6 dung mot minh clarithromycin. Néng ¢b clagnthrorrr‘v im
hi ugng 6 910 & nhém clarithromycin/ omeprazol cao han 2 14n so véi nrl:é:

4t, chudt cang, cho va/hod khi dugc ding clarithromycin duang
,3ng. Thoi gian uong thay d 4t cho dén liéunhic lai trong 6 thang lién tiép.
Trong nhiing nghién cifu cdp trén chudt nhét va chudt cong, sau khi dua vao da day mot liéu don 5 o/ kg trong
uong co thé, c6 mot chudt ¢6ng bj chét nhung khong 6 chudt nhét ndo bj chét. Do dd liéu trung binh gdy chét
cao hon 5 ¢/ kg, liéu cao nhit c6 thé dung dugc.
Khong thdy cé tac dung bat Igi xdy ra trén dong vat khi dung clarithromycin liéu 100 mg/ kg/ ngay trong 14
ngay lien tiép hoac 35 mg/ kg/ ngay trong 1 théng. Tuong ty, khong cd tac dung bt I trén chudt cBng ki i
dyng liéu 75 mg/ kg/ ngay cho 1 thang, 35 mg/ kg/ nga)y trong 3 thing hodc 8 mg/ kg/ ngay trong 6 thang.
Cho nhay cam han véi clarithromycin, dung nap dugc liéu 50 mg/ kg/ ngay trong 14 ngay, 10 mg/ ko/ ngay
trong 1 va 3thang, va 4mg/ kg/ ngay trong 6 thang ma khong thay tic dung bat Igi ndo. ’
Nhiing dau higu 1am sang chinh & liéu gdy doc trong nhing nghién cdu trén bao gdm ndn, yéu mét, gidm tigu
thy thiic an va giam sy tang can, it nuoc bot, mat nudc, higu dong thai qu. Hai trong 10 con khi ding iéu
400 mg/ kg/ ngay da bi chét trong ngay diéu tri thi ; mau vang ciia phan bi mat di & mot s§ con khi sdng sot
khi sif dung liéu 400 mg/ kg/ ngay trong 28 ngay.
B0 phan bi nhigm doc chil yéu & 13t c cac loai 13 gan. Su tang ddc tinh trén gan & tdt cd cac loai co thé dugc
ng do trong huyét thanh ciia phosphatase kiém, c4c men gan alanin va aspartat

phat hign béi sy ting som nd
| transferase vi/hodc lactic dehydrogenase. Khi nging sif dung

aminotransferase, enzym gamma - glutary
thudc cac thang s& nay sé trd vé gid tri binh thuong. Ngodi ra trong nhilng nghién cdu khac, nhing 16 chifc it

chiuanh hudng hon 1a da day. tuyén (c va mo bach huy&t khac va than. Sung huyét k&t mac va chay nudc mat
sau khi dng liu gan vi liéu diéu tri chi xdy ra d cho. @ liéu16n 400 mg/ ka/ ngay, mot s chd va khi xudt hign

tinh trang dyc va/hodc phu gidc mac.

Kh nang sinh san, sy sinh sdn va tinh gy quéi thai
Nhiing nghién ciu vé kha nang sinh san va sy sinh san cho thay véi Jiéu hang ngay 150 d&n 160 mg/ ka/ nday

trén chudt cong dyc va cai khong gdy nén tac dung b1 igi nao dén chu ky dong duc, kha ndng sinh san, qud
trinh sinh dé, s6 lugng va khd nang sdng sot cia chugt con. Hai nghién cuu vé tinh gdy qudi thai trén cd 2 loai
Ch'UOI cdng Wistar (dung ung) va Sprague-Dawley (dudng ung va tiém tinh mach), mot nghién ctfu trén thd
tring New Zealand va mt nghién cdu trén mot Joai linh trudng (khi cynomolgus) khong phét hign thdy tinh
gdy qudi thai gay ra bdi clarithromycin. Chi trong mt nghién cdu b6 sung trén chut cong Sprague-Dawley &
Jiéu tuong ty va & nhiing diéu kign tuong ty can thigt, xudt hign mot 1l 1g rdt thap khong c6 y nghia théng ké
(khoéng 6%) nhizng bt thuang tim mach. Nhirng bat thugng ndy xuat hién 1a do bigu hign ty phat nhing thay
di di truyén trong bdy dan. Hai nghién ciiu trén chudt nhit cing cho thdy mot xdc sudt hd ham &ch (3 dén
30%) sau liéu cao hon 70 14n liéu thuang ding hang ngay trén ngudi (500 mg. 2 14n/ ngay) nhung d liéu cao
hon ?5 1dn Iié'u g da diing hang ngay thi c6 doc tinh cho khi me va bao thai, nhung khong gay quéi thai.
S;e::t:]:;);n);crglnlim séy thai trén khi khi d-l‘mg liBu khoang 10 I4n cao han gi6i han trén cla liu thudng dung
e mwcyco o ?’:l:: l(esosn?lg‘ 2 14n/ ngay), bat d4u tir ngay c6 thai thi 20. K&t qud nay cho thé:y 4 lidu rat
han‘liéu Sl dud‘nhnd‘ ﬂ:le mang thai. Mgt nghién ciu khac trén khi mang lhaiy voi ligu 2,5 dén 5 1dn cao
e & fllé nat:)ng élang ngay khong gay nén b4t ky sy nguy hiém nao dén bao thai.
i ding I8 ¢ ding rén lé?n 94y chét trén chuot nl?ét diing lidu 1000 mg/ kg/ ngay (khodng 70 14n cao hon
Ml sl i nsaIrLg [4} 291101) cho thdy rd rang khdng ¢6 sy dot bién nao, va trqng nghién clu
ool nmmt)t t? igu dén 590 mg/ kg/ ngay (khodng ?5 Lﬁn cao han so véi liu tdi da dung trén
e Mg ong 80 ngay, khf)ng thdy ddu higu vé roi loan chic nang sinh san cla chudt
ye ari rdt cao trong thdi gian dai.
Tinh gay dgt bién
Nhi o -
e e st i o cartrorn 0 gt e 6
ol g oA iy Cgm [: J ava hoa’t héa microsom ctia gan chudt cong (this r]qniem Ames). Kt qud
i pet. O iing 4 50 e mlﬁ:gokgang' (o] béng ching nao_ vé kha nan'g géy dot bién & néng do < 25 meg/
m‘ CACH x0Tl ¢ tinh vai tdt ca cac chiing dugc thir nghigm.
ridu chitng: Nh{
2 hoa. Mm":::::]aﬂ:’i;] cca;) :::nt:fyy :éc udng lugng ln cla(ithrorrzycin ¢6 thé gay ra nhilng triéu ching vé
trang tam thn bj thay dgi, trang thai t:o; sl !l!ﬁng oo i A1 O GRS va:ch i
Dié.u tri: Nén diéu trj nhiing phan ing dj l';]ng tut.lng-L kali mau giam v_a oxy mau giam.
G——iﬁng AR g e G, Id 9 dn. kem khi diing qud liéu bAng cach ria da day va diéu trj hd trg.
hodc thém phan phic mac, 9 d9 clarithromycin trong huyét thanh khang bj anh huding bdi loc méu
Quy CACH BONG GOI: Hop 2 vi x 10 vign
HAN DONG: 36 thing k8 t ngay sin xudt
DIEU KIEN BAO QUAN: N khs, nhiet do kho
TIEU CHUAN: TCCS. "9 Qué 30°C, trénh 4nh sang.
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