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For oral administration

https://nhathuocngocanh.com/

Each modified release tablet contains: Clarithromycin 500 mg

Other ingredients include lactose, sorbic acid, sodium content per tablet 1.25% wiw.

PATIENT INFORMATION

your physician

= KEEP OUT OF REACH OF GHILDREN

* Recommended dosage: one tablet daily, or as directed by

 Tablets should be taken with food and swallowsd whole
= Complete the prescribed course unless otherwise directed
e Store at temperature below 30°C, pratect from light

Manufactured by: Aesica Queenborough Ltd., Queenbarough, Kent, ME11 SEL, UK,

For Abbatt Laboratories
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Poc ki hudong din sie dung truece khi dung. Néu cin thém thong tin, xin héi y kién
Thuéce nay chi diing theo don ciia bdc si.
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Klacid® MR IS
Vién nén giai phéng bién ddi clarithromycin 500 mg "’

TRINH BAY ‘-‘ ’a

Ta duoc: Acid citric khan, Natri Alginate, Natri Calci Alginate, Lactose, Povidone K30, bt tan,
Magnesium stearate, Methylhydroxypropyl Cellulose 6 CPS, Polyethylene Glycol 400, Polyethylene Glycol 8000
Titanium dioxide E171, Quinoline Yellow Aluminium Lake E104, Sorbic acid.

CHI BINH PIEU TRI -

Klacid MR dugc chi dinh dé didu tri cic nhidm tring gay ra bai cic vi khun nhay cam.

Nhirng chi dinh bao gbm:

< Nhiém tring dudng hd h:‘ap duéiz vi du viém phé que‘m cép tinh va min tinh, viém phéi.

%+ Nhiém trung dudng hd hép trén: vi dy viém xoang va viém hong.

% Klacid MR ciing dugc chi dinh trong nhu'ng nhiém tring da va mé mém mirc dd tir nhe dén trung binh, vi du
viém nang 16ng, viém mo té bao va viém quang,

LIEU DUNG VA CACH DUNG

Ngudi lé6m: Lidu khuyén cao thudng diing cho Klacid MR & ngudi 16n 12 1 vién 500 mg mdi ngay, udng cling vai
thirc an. Trong nhirng trudmg hop nhi€m tring nang hon, lidu ding ¢6 thé tang dén 2 vién 500 mg mdi ngay. Thoi
gian diéu tri théng thudng 1 7 — 14 ngay.

Tré em trén 12 tudi: s dung nhu nguoi 1on.

Tré em duéi 12 tudi: su dung Klacid dang hdn dich danh cho tré em.

Klacid MR khéng duge ding cho cac bénh nhan suy than (d¢ thanh thai creatinine < 30 ml/phit). Klacid dang
phéng thich nhanh c6 thé ding cho cic bénh nhan nay (xem CHONG CHI BINH).

Khong nghién hojc nhai vién Klacid MR.
CHONG CHI PINH ?‘/

Chéng chi dinh & nhitng bénh nhin qui min cam vdi nhitng khang sinh thudc nhém macrolide hojc bt ky ta duge
ndo cua thude (xem danh sach ta dugc).

Chéng chi dinh st dung dbng thdi clarithromycin véi cac thuoc sau ddy: astemizole, cisapride, pimozide,
terfenadine vi co the gay kéo dai khoang QT va loan nhip tim bao gbm nhijp nhanh thét, rung tam that vi xoén dinh
(xem TUGNG TAC THUOC).

Chéng chi dinh s dung clarithromycin cung céc alkaloid ndm cya ga (vi du ergotamine hogc dihydroergotamine) do
¢6 thé gay ngd déc ndm cyra ga (xem TUONG TAC THUOC).

Chdng chi djnh ding clarithromycin cing v&i midazolam dang uéng (xem TUONG TAC THUOC).

Khdng dugc sir dung clarithromycin cho bénh nhin co tidn sir khoang QT kéo dai hodc loan nhip thit, bao gém ca
xoén dinh {xem CANH BAO va THAN TRONG, TUONG TAC THUGC).

Khéng duge sir dung clarithromycin cho bénh nhén giam kali mau (nguy co kéo dai khoang QT).

Khong dugc sir dung clarithromycin cho b¢nh nhan suy gan néng ¢6 kém suy théan.

Clarithromycin khong dugc ding cung véi cac thubc (rc ché enzyme HMG-CoA reductase (cac thudc statin) ma
chuyén hoa phan lén boi CYP3A4 (lovastatin hogc simvastatin), do tang nguy co cac bénh vé co, ké ca ly giai co
vdn (xem phan CANH BAO VA THAN TRONG).

Clarithromycin (va cdc chét e ché CYP3A4 manh khac) khong duge sir dung ciing véi colchicine (xem CANH
BAO VA THAN TR()NG TUONG TAC THUOC)

Chéng chi dinh sir dung déng thoi clarithromycin vdi ticagrelor hogc ranolazine.

O lidu khéng thé giam hon 500 mg ngay mdt Iin, clarithromycin dang gii phong bién d6i chéng chi dinh cho nhitng
bénh nhan ¢ do thanh thai creatinine nhé hon 30 ml/phit. Cé thé st dung clarithromycin dang phéng thich nhanh
cho nhiing bénh nhan nay.

CANH BAO VA THAN TRONG

Khong nén ké toa clarithromycin cho phu nir ¢d thai trudc khi can nhéc k¥ hudng vé Igi ich va nguy co, dac biét
trong 3 thang déu thai ky.

Gibng nhu cac khang sinh khac, viée su dung clarithromycin dai han ¢ thé gdy nén sy ting sinh cla vi nAm va vi
khuin khéng nhay cam v&i thubc. Néu xay ra bdi nhiém, nén tién hanh trj lidu thich hap.

Cén trong khi sir dung cho bénh nhéan suy than néng

P c6 bao cao vé rdi loan chirc ning gan, bao g0m tdng men gan, viém té bao gan va/hojic viém gan & mat, co hogc
khéng cd vang da kh| st dung clarllhromycm Réi loan chirc ndng gan cé thé nghiém trong va thudng hbi phuc
duge. Trong mot sb trudng hop, di ¢d bao cdo tr vong do suy gan, thudng lién quan téi cic bénh ly ning ¢é sin
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vi/hode cac thube sir dung dong thoi. Ngung sir dung clarithromycin néu xuét hién ddu hiéu va triéu ching viém
gan, nhur chan 3n, vang da, nurdce tidu sdm mau, ngua hodc dau bung.

Viém rudt két gia mac dd duge bao cdo vai hdu hét cac thude khang khuan, bao gom cac macrolid, va tinh trang ¢é
thé tir nhe dén de doa tinh mang. Tiéu chay €0 lién quan dén Clostridium difficile (CDAD) da dugc bao cao khi sir
dung vOi hiu hét cac loai khang sinh bao 20m ca clarithromycin, va muc dg ¢ thé tir tiéu chay nhe dén tir vong.
Diéu trj khang sinh lam thay ddi vi khuédn chi binh thudng cua rudt, diéu nay ¢6 thé din dén phat trién qua muc cua
C. difficile. CDAD phai dugc quan tim & tit ca bénh nhin bj tiéu chay sau khi ding khang sinh. Viéc ghi chép bénh
an can than 13 cAn thiét vi di c6 bao cdo vé viée xudt hién CDAD 2 thang sau khi diing khang sinh.

Clarithromycin dugc bai tiét chi yéu qua gan, do véy nén than trong khi s dung khéng sinh nay & nhiing bénh nhan
suy chirc ning gan. Cling nén than trong khi sir dung cho nhitng bénh nhén suy than tir vira dén ning.

Colchicine

D3 ¢b cac bao cdo sau khi dura thube ra thi trrémg vé ngd dac colchicine khi ding ddng thai clarithromycin va
colchicine, dic biét & ngudi cao tudi, mot sb xdy ra & nhiing bénh nhén suy than. P co tir vong & mot sé trudng hop
nay (xem TUGNG TAC THUOC). Chéng chi dinh sir dung dbng thdi colchicine va clarithromycin (xem CHONG
CHI BINH).

Cin trong khi ding clarithromycin ciing véi cac thude triazolobenzodiazepine, nhu triazolam, v midazolam dutng
tiém bap (xem TUONG TAC THUOC).

Cén trong khi str dung dbng thai clarithromycin véi cic thudc cé anh huong dén thinh gide khac, dac biét 12 cic
aminoglycoside. Cin theo di chic nang thinh gide va tién dinh trong va sau khi diéu trj.

Do nguy co kéo dai khoang QT, clarithromycin nén duoc sir dung than trong ¢ nhitng bénh nhén c6 bénh ddng mach
vanh, suy tim ning, thiéu magnesium, nhip tim chdm (<50 1an/phut), hodc khi st dung ddng thai voi cic thudc giy
kéo dai khoang QT khac (xem TUOGNG TAC THUOC). Khéng dugce sir dung clarithromycin & nhitng bénh nhin cé
khoang QT kéo dai bAm sinh hogc méc phai hodc ¢6 tién sir loan nhip t4m that (xem CHONG CHIi PINH).

Viém phoi

Do tinh trang khéng céc thudc macrolid cia Streprococcus pneumoniae dang gia tang, viéc thuc hién khang sinh dod
1a quan trong khi ké toa clanthromycm cho bénh nhan viém phm méc phai cong, ddng. Clarithromycin nén dugc sir
dyng két hop vai céc thuoc khang sinh thich hop khdc trong diéu trj viém phdi mic phai bénh vién.

Nhiém tnmg da vi moé mém nuike ap tir nhe dén trung binh (i’/
Phén 1¢n cac nhim trung da thudng do Staphylococcus aureus va Streptococcus pyogenes, ca hai vi Khuan nay deu
c6 thé khang cac thubc macrolide. Do viy, viéc 1am khang sinh d8 rit quan trong. Trong triuémg hop khong st dung
dugc cdc khing sinh nhom beta-lactam (vi du do dj (ing), cdc khing sinh khac, nhu clmdamycm cé thé la lya chon
dAu tién. Hién nay, cac thuoc macrolide chi dirgc cin nhic chi dinh didu tri cic nhiém khuan da va mo mém, nhur
nhiém khuin giy ra boi ndm Corynebacterium minutissimum, trimg c4, nhiém tring da gay s6t cao cép tinh va cac
trudmg hop khong thé dung dugc penicillin.

Trong trudng hop xuét hién cac phan ¥ng gua min cdp tinh, nang, ching han nhu héi chitng Stevens-Johnson, sbc
phan vé, hoai tir biéu bi nhidm ddc va DRESS, ngay 1ap tirc ngimg sir dung clarithromycin va khin truong diéu tri
thich hgp.

Thén trong khi sir dung clarithromycin ciing véi cac thude gy kich (ng hé enzyme CYP3A4 (xem TUONG TAC
THUOC).

Nén Iuu ¥ dén kha ning khang chéo giira clarithromycin va cic thube macrolid khéc, ciing nhu véi lincomycin va
clindamyein.

Ciic thudc irc ché HMG-CoA reductase (cdc thude statin)

Chéng chi dijnh sit dung ddng thdi clarithromycin véi lovastatin hodc simvastatin (xem CHONG CHI PINH). Cin
than trong khi ké toa clarithromycin ciing vdi cic thube statin khac. Da co bao cho vé ly glal co vin & nhitng bénh
nhan st dung dong thoi clarithromycin voi cac thude statin. Bénh nhan can dugc theo dai vé cac déu higu va tri¢u
chimg cac bénh ly vé co. Truorng hop bude phai sir dung dong thai clarithromycin va cée thudc statin, khuyén cdo ké
liéu thdp nhét dugc ding ky cla thudc statin. Cin nhic sir dung thudc statin khéng phy thudc vao chuyén héa
CYP3A (vi dy nhu fluvastatin).

Céc thudc hg dwéng huyét dang uéng/lnsulin

Sir dyng déng thoi clarithromycin va cac thudc ha duong huyét dang ubng va/hodc insulin co thé 1am giam dang ké
dudmng huyet Can kiém soat chit ch& dudmg huyét.

Cic thudc clmng ding duong uong

Sir dung ddng thoi clarithromycin va warfarin ¢d nguy co gdy chdy mau nghiém trong, ting chi s INR
(international normalized ratio) va thoi gian prothrombin. Phai kiém tra thugmg xuyén chi sé INR v thai gian
prothrombin khi bénh nhan uéng déng thdi clarithromycin va cac thude chdng dong.

Td dugc

Clarithromyein vién nén giai phéng bién dbi 6 chira lactose. Cac bénh nhan véi di truyén hiém khong dung nap
dugc galatose, thiéu hyt Lapp lactase hogic kém hip thu glucose-galatose khéng nén sir dung dang bao che nay.

TUONG TAC THUOC
Ding cdc thude sau bj chong chi dinh nghiém nggt do khd ning twong téc thuic nghiém trong.
Cisapride. pimocide. astemizole va terfenadine

¥/
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Tang ndng dé cisapride di dugc bao cdo @ bcnh nhén dung dong thoi cnsapnde va clarithmorycin. Diu nay cd thé
gy kéo dai khoang QT va logn nhip tim bao gdm nhip nhanh thét, rung tht va xodn dinh. Nhimng biéu hién twong tr
da dugc thay khi dung ddng thai pimozide va clarithromycin (xem CHONG CHI DINH).

Céc macrolide 1am roi loan sy chuyén héa cua terfenadine lam ting ndng 46 cua terfenadine, d6i khi dan dén loan
nhip tim nhur kéo dai khoang QT, nhip nhanh thét, rung thal va xodn dinh (xem CHONG CHI BINH). Trong mot
nghlen clru trén I4 ngudi tinh nguyén khoe manh, ding doéng thoi clarithromycin va terfenadine lam ting 2-3 lin
néng do trong huyét thanh chit chuyén hoa acid cua terfenadine va kéo dai khoang QT nhung khdng phét hign duge
bit k¥ biéu hién 1am sang ndo. Cdc bidu hién tong ty cling duge thdy khi dung ddng thoi astemizole va cic
macrolid khéc.

Alkaloid ndm ciea ga

Cac bio cdo hju thj tru'orng cho thay ding cung lic clarithromycin véi ergotamme hodc dlhydroergotamme cé lién
quan den dgce tinh do ndm cua ga cip dic trumg bai hién tuong co mach, thiéu mau cyc by & cac chi va cac mo khac
bao gdm ca h@ thin kinh trung wong. Chéng chi dinh ding cing luc clarithromycin véi céc alkaloid ndm cya ga
(xem CHONG CHI B{NH).

Thuébc tec ché HMG-CoA reductase (cdc thuic statin)

Khong dugc diing dong thon clarlthromycm vdi lovastatin hoic simvastatin vi cic thude statin nay chuyén hoéa phin
I6n boi CYP3A4, tang ndng do thude trong huyét twong kh1 sir dung ciing véi clarithromycin, dan toi ting nguy co
bénh ly vé co, ké ca ly gidi co van. D3 c6 cac bao cio vé ly giai co van ¢ bénh nhan sir dyng clarithromycin cing
voi cac thube statin nay. Neu cln thiét phai didu tri bing clarithromycin, phai ngimg st dung lovastatin hodc
simvastatin trong thoi gian diéu tri nay

Can trong khl ke toa clarithromycin v&i cac thudc statin. Trong cdc trudng hop bat bude phai sir dung clarithromycin
va cac thudce statin, khuyen cdo ké lidu thip nhit dugc dang ky cua thudc statm Cin nhic sur dung thudc statin
khong phy thudc vao chuyén héa CYP3A (vi du nhu fluvastatin). Bénh nhén cin duge theo ddi vé cac ddu hidu va
triéu chirng cac bénh 1y vé co. (j\{/ o=

Tdc dgng ctia cdc thude khdc Ién clarithromycin

Céc thuoc gdy kich tng hé thong enzym CYP3A (vi dy: nfampxcm phenytoin, carbamazepme phenobarbltal St
John’s Wort) ¢6 thé lam téng chuyén hoa cua clarithromycin. Diéu nay cd thé lam cho nong do clanthromycm thép
dudi nguong didu trj, 1am giam hiéu lyc didu trj cua thube. Hon nia, ¢6 thé cdn theo doi ndng do huyét twong cia
cac thude gy kich irng h¢ CYP3A, néng dd nay co thé bj ting do clarithromycin tc ché hé CYP3A (xem thdng tin
san pham lién quan khi ding cac thudc e ché hé CYP3A4).

Sir dung ciing lic clarithromycin va rifabutin 1am tang ndng d rifabutin va giam ndng dé clarithromycin trong
huyét thanh, cliing véi ting nguy co viém mang mach nho.

Cac thube sau duge biét hodc nghi ngdr ¢6 anh huéong dén ndng d6 tudn hoan cia clarithromycin; didu chinh liéu
clarithromycin hodc lya chon phuong phép diéu tri thay thé nén dirge xem xét.

Efavirenc. nevirapine. rifampicin. rifabutin va rifapentin

Nhitng thube gdy cam ing hé théng chuyen héa cytochrome P450 nhu efavirenz, nevirapine, rifampicin, rifabutin va
rifapentine c6 thé 1am tang sy chuyén héa cua clarithromycin do dé lim giam _ndng dé cua clarlthromycm trong
huyét trong, trong khi d6 néng d$ cua 14-OH-clarithromycin ting lén, chat chuyén hda nay cung ¢6 hoat tinh khang
khuan. Do hoat tinh khang khuén cua clanthromycm va 14-OH-clarithromycin khic nhau déi véi cac loai vi khudn
khic nhau, hiéu qua didu trj ¢6 thé bi anh huong néu sir dyng cung lic clarithromycin v@i nhitng chét gy cam ang
enzym,

Etravirine

Néng d cua clarithromycin bj giam bdi etravirin, tuy nhién, ndng d§ cua chit chuyén héa cé hoal tinh, 14-OH-
clarithromyein lai ting Do chét chuyén héa cé hoat tinh 14-OH- clarithromycin giam hoat tinh déi v&i phic hop
Mycobacterium avnum complex (MAC) nén hoat tinh chung dbi véi tac nhin gdy bénh c6 thé bi thay déi. Do viy,
phai cin nhic thay thé clarithromycin bing cac thube khéc khi diéu trf MAC & bénh nhén ¢6 ding etravirine.
Fluconacole

Str dung cung Hic ﬂuconazole 200 mg mdi ngdy va clarithromyein 500 mg 2 lan/ngay cho 21 ngudi tinh nguyén
khde manh lam tang nong do tdi thiéu (Con) @ trang thai on dinh cua clarlthromycm 1én 33% va dién tich dudi
dudmng cong (AUC) 1én 18%. Néng dé & trang thai n dinh cua chét chuyen hoa ¢6 hogt tinh 14-OH-clarithromycin
khdng bj anh hudng nhidu khi ding dong thai voi fluconazole. Khdng cin didu chinh lidu cua clarithromycin.
Ritonavir

Mdt nghi€n ciu duoc dong hoc chirng 16 ring dung dong thi ritonavir 200 mg mdi 8 gitr va clarithromycin 500 mg
méi 12 gio tic ché v rét sy chuyen hda cua clarlthromycm Cm,x cva clarithromycin ting 31%, C,,, tang 182% va
AUC ting 77% khi ding cing ritonavir. Da thay e che hodn toan su tao thanh 14-OH-clarithromycin. Vi
clarithromycin ¢6 khoang diéu tri l(m nén khéng can thiét giam lidu ¢ bénh nhan ¢6 chirc néng thin binh thudng.
Tuy nhién véi bénh nhan suy than, can dicu chinh liéu nhu sau: V&i bénh nhén c6 d@ thanh thai creatinin tir 30-60
ml/phit, giam lidu clarlthromycm 50%. Vé&i bénh nhidn cé d thanh thai creatinin <30 ml/phat, giam lidu
clarithromycin 75%. Khéng nen dung clarithromycin liéu 16n hon 1g/ngay cung vdi ritonavir.

Nén xem xét dleu chinh lidu & bénh nhin suy than khi co dung ritonavir phéi hop véi cac thude tre ché enzym
protease bao gdm atazanavir va saquinavir (xem TUONG TAC THUOC HAI CHIEU).
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Tdc dung ciia Clarithromycin lén cic thuéc khic

Thudc chong loan nhip

Da c6 céc bao c4o sau khi dua thude ra thi trudng ve xoén dinh xay ra khi dong cing lic clarithromycin vai
quinidine ho#ic disopyramide. Nén kiém tra dién Iam dé vé do dai khoang QT trong thi %1an si dung cung ldc
clarithromycin v&i nhirng thudc ndy. Can theo ddi ndng d$ trong huyét thanh cta cdc thudc ndy trong khi ding
clarithromycin.

D3 c6 cac b4o c4o hiu mai v& ha duang huyel khi sit dung ddng thoi clarithromycin vi disopyramide. Do vy, cdn
theo ddi dudng huyét trong khi st dung dbng thai clarithromycin vai disopyramide.

Cdc thubc ha dueng huvét dang uéng / Insulin

Clanlhromycm fic ché CYP3A va co thé lién quan dén hojc gdy ra ha dudng huyét khi st dung dong thoi vai mot
s thudc ha duémg huyét nhu nateglinide va repaglinide. Can kiém sodt chit ché dudmg huyét.

Nhitng tuone tac qua CYP3A4

Sir dung ddng thoi clarlthromycm dugc biét 12 mdt chdt Grc ché CYP3A4, véi mot thude chuyén hoa chi yeu qua
CYP3A4 ¢6 thé lién quan dén sy ting ndng do cua thube, didu d6 ¢6 thé 1am tang hojc kéo dai ca tic dyng diéu tri
va tac dyng bét lgi cua thudc dung cung. Nen than trong khi sir dung clamhromycm tren nhitng bénh nhin dang diéu
tri bing nhitng thudc dugc biét 1a chit nen cua enzyme CYP3A4, dac biét néu chat nén CYP3A4 ¢d d9 an todn hep
(vi dy, carbamazepine) vafhoéc chit nén duge chuyén héa chi yéu boi enzyme nay Bidu chinh lidu ¢6 thé dugc
xem xét va khi c6 thé, ndng 4§ trong huyét thanh cia céc thube chuyén héa chu yéu bai CYP3A4 nén duge kiém tra
chat ché & nhirng bénh nhan dang s dung dong thdi clarithromycin.

Cac thudc hodc nhém thudc sau diy dwoc biét hoic nghi ngdr 12 chuyén hda boi isozyme CYP3A4: alprazolam
astemizole, carbamazepine, cilostazol, cisapride, cyclosporine, dlsopvramlde nhung alkaIOId clia nm cua ga,
lovastatin, methylprednisolone, midazolam, omeprazole, cic thubc chdng déng méau ding ubng (vi dy warfarin),
pimozide, quinidine, rifabutin, sildenafil, 51mvasta11n tacrolimus, terfenadine, triazolam va vinblastine, tuy nhién
danh sich nay khéng hoan chmh Céac tuong tac thube vai co ché trong tu théng qua cdc isozyme khdc trong hé

thdng cytochrome P450 bao gdm phenytoin, theophylline va valproate.
Omeprazole q‘/ .
Str dung clarithromycin (500 mg mdi 8§ gi®y) cling véi omeprazole (40 mg/ngay) trén ngudilon khée manh. Néng dé

trong huyét tuong & trang thai on dinh coa omeprazole tang 18n (Cpax t3ng 30%, AUCq.04 ting 89% va thoi gian ban
thai ting 34%) khi ding cung loc véi clarithromycin. B¢ pH dich vi trung binh 24 gid 14 5,2 khi sir dung mét minh
omeprazole va ld 5,7 khi ding chung omeprazole véi clarithromycin.

Sildenafil, tadalafil va vardenafil

M3i chét tc ché enzym phosphodicsterase duge chuyén hoa, it nhit 12 mdt phdn, boi CYP3A4, va CYP3A4 ¢ thé
bi (rc ché khi dung dong thai clarithromycin.

Sir dung cling ltc nhirng thudc ndy véi clarithromycin s& c6 thé lam tang sir phoi nhiém cua cac chét e ché enzym
phosphodiesterase. Nén giam liéu clia nhimg thude nay khi ding ddng théi vai clarithromycin,

Theophyllin, carbamazepine

Keét qua clia cac nghién citu 1am sang cho thiy mic du téng & mirc d§ khiém tdn nhung ¢é ¥ nghia thong ké (p<
0,05) ndng d% cua theophylline hodc carbamazepine trong tuan hoan khi ding chung mdt trong nhitng thude nay vai
clarithromycin.

Tolterodine

Can du‘ong chuyén héa chil yéu cua tolterodine 13 qua 2Dé isoform ciia cytochrome P450 (CYP2D6). Tuy nhién, &
nhirng ngudi khong ¢6 CYP2D6, dudng chuyén héa nhén biét dugc 1 qua CYP3A4. G nhirng nguti nay, su ac ché
CYP3A4 sé& lam téng dang ké ndng dé cua tolterodine trong huyét thanh. Sy giam lidu tolterodine c6 thé cin thiét
khi ¢6 mit cac chat ¢ ché CYP3A4 nhu 13 clarithromycin.

Triazolobenzodiazepine (vi du: alprazolam, midazolam. triazolam)

Khi dung cung lic midazolam véi clarilhromycin (500 mg, 2 lin/ngay), AUC clia midazolam tang 2,7 14n khi ding
duong tiém va ting 7 |an khi dung dudng uong Vi vay, nén tranh dung clanthromyom v6i midazolam dudng uong
cung luc. Neu dung midazolam duong tiém cung lic vdi clarithromycin, nén theo ddi bénh nhin chit cha d& ca thé
diéu chinh lidu. Luu y trong tu dbi vai cac benzodiazepine khac chuyén héa qua CYP3A4, bao gdm triazolam va
alprazolam. B6i véi cc benzodiazepine ma su dao thai khong phy thugc vao CYP3A4 (temazepam, nitrazepam,
lorazepam), su tuong tic quan trong cd y nghia 1am séng hiu nhu khéng xay ra khi dung cing clanthromycm

D3 ¢ céc bao cdo sau khi dua thude ra thi truong vé cic twong tac thudc va nhimng anh hudng dén hé than kinh
trung uong (vi du budn nga va la ian) khi dung cung lde clarithromycin vai triazolam. Nén theo ddi tac dung 1én hé
thdn kinh trung wong & bénh nhan ding thudc.

Nhitng twong tic thudc khic

Aminoglycoside

Cén trong khi sir dung dong thoi clarithromycin véi cdc thudc ¢ anh huong dén thinh gidc khac, dac biét la cic
aminoglycoside. Xem CANH BAQ VA THAN TRONG.

Colchicine

Colchicine 13 chdt nén cho ca CYP3A4 va protein van chuyén P-glycoprotein (Pgp). Clarithromycin va cac macrolid
khac &rc ché CYP3A4 va Pgp. Khi ding clarlthromycm cling ltc vai colchicine, su tc che CYP3A4 vi‘hay Pgp do
clarithromycin cé thé din dén ting phai nhiém véi colchicine. Can kiém tra bénh nhdn vé nhimg triéu ching lam
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sang do ng¢ ddc colchicine. Nén giam liéu colchicine khi sir dung dbng thoi voi clanthromycm & nhiing bénh nhén
¢ chitc nang thin va gan binh thuong, Chéng chi dinh sir dung ddng thoi clarithromycin va colchicine & nhimg
bénh nhin suy than hodc suy gan (xem Thén trong).

Digoxin

Digoxin la chdt nén cho chét vén chuyén P-glycoprotein {Pgp). Clarithromycin Gc ché Pgp. Khi dung chung
clanthromycm va digoxin, sy Gc ché Pgp bai clarithromycin ¢6 thé 1am tang su phoi nhiém digoxin. D3 ¢ bdo cio
vé sy tang ndng do digoxin trong huyét thanh & bénh nhén ding cung lic digoxin va clarlthromycm Mat 56 bénh
nhin c¢é nhitng diu hlf;u ldm sang cua nhlem dbc digoxin, bao goém cac réi loan nhip tim c6 kha ning gdy W vong.
Nén theo ddi chit ché ndng dé digoxin huyét thanh & nhimg b¢nh nhan ding clarithromycin va digoxin clng lic.
Zidovudine

Uong cung lac clarlthromycm dang phong thich nhanh va zidovudine & cac bénh nhan ngudi lon nhiém HIV c6 thé
dan dén giam ndng do zidovudine ¢ trang thai 4n dinh. Vi clarithromycin anh hurang dén hép thu cta zidovudine khi
uéng clng lic, nén cd thé tranh dugc twong tac ndy bang cach dung clarlthromycm vi zidovudine & cac thai diém
cdach xa nhau. Tuong tdc ndy khong xay ra & bénh nhi nhiém HIV dung hdn dich clarithromycin vdi zidovudine hoac
dideoxyinosine. Cac nghién citu tuong tic thudc tuong ty véi vién nén clarithromycin dang phong thich cé diéu
chinh vé&i zidovudine chua dugce thuc hién.

Phenytoin va Valproate

P c¢6 cac bao cdo ty phat hodc duge céng b vé tuong tac cua cic thudc tc ché h¢ CYP3A4, bao gom ca
clanthromycm vai cac thude cho réng khong bi chuyén héa bdi CYP3A (vi du phenytoin va valproate) Can xdc
dmh nong do huyet thanh cla cac thube nay khi sir dung ciing véi clarithromycin. B4 ¢6 béo cdo vé tang ndng do
huyet trong cha cac thudc trén.

Tuong tic thudc hai chiéu @/
Arazanavir

Ca clarithromycin va atazanavir déu 1 chét nén va 14 chit (rc ché ciia CYP3A4, va cé bing chimg vé s tuong tic
thude 2 chiéu. Dung cting luc clamhromycm (500 mg 2 lAn/ngdy) véi atazanavir (400 mg ngay mot 14n) [am tang su
phoi nhiém v6i clarithromycin 1én 2 ldn va giam 70% sy phoi nhiém vm 14-OH-clarithromycin, tang 28% AUC cua
atazanavir. Do clarithromycin cé khoang diéu tri réng nén sy giam lidu clarithromycin 13 khéng cin thiét & nhirng
bénh nhan ¢6 chirc ndng thin binh thudng. G nhing bénh nhin suy than mic dd trung binh (46 thanh thai creatinin
30 dén 60 ml/phat), lidu cia clarithromycin nén giam 50%. D3i v&i nhimg bénh nhan ¢ do thanh thai creatinin nho
hon 30 ml/phit, lidu clarithromycin nén giam 75% va nén ding dang thudc hgp ly. Khéng nén ding cing lic
clarithromycin lidu >1000 mg/ngay vdi nhing thubc frc ché protease.

Cdc thudc chen dong Calcium

Thén trong khi sir dung dong thdi clarithromycin vdi cac thude chen dong Calcium chuyén héa qua CYP3A4 (nhu
verapamil, amlodipine, diltiazem) do nguy co ha huyét ap. Nong do trong huyét twong cua clarithromycin va céc
thude chen dong Calcium cé thé tang do tuong tac thube. Da quan sat théy ha huyét ap, loan nhip tim chdm va
nhiém acid lactic & cac bénh nhén sir dung déng thoi clarithromyein va verapamil.

ltraconazole

Ca clarithromycin va itraconazole déu la chét nén va chat ic ché CYP3A4, din dén mot tuong tic thude 2 chiéu.
Clarithromycin c6 thé Iam ting ndng do huyét trong cua itraconazole, trong khi dé itraconazole ¢6 thé 1am ting
néng do trong huyét twong cua clarithromycin. Nhing bénh nhdn dang st dung cing lac clarithromycin va
itraconazole nén dugc theo ddi chat ché nhitng diu hiéu hodc tridu chirng do tac dung dugc ly ting hodc kéo dai nay.
Saquinavir

Ca clarithromycin va saquinavir déu 13 chit nén va 14 chit uc ché cua CYP3A4, va d3 c6 bing chung vé su wrang
tac 2 chiéu. Dung két hop clarnhromycm (500 mg 2 1an/ngay) va saqumavtr (vién nang gelatm mém, 1200 mg 3
lan/ngay) cho 12 ngu'm tinh nguyén khoe manh lam tdng AUC & trang thai on dinh 1én 177% va C,,. 1én 187% so
voi ding riéng saqumawr Gia tri AUC va C,, cua clanthromycm vao khoing 40% cao hon so vdi dung riéng
clarithromycin. Khong cén diéu chinh lidu khi ding dong thm 2 thudc nay Lrong mot thii gian nhat dinh @ lleu/ dang
thudc nghlen ctru. Nhitng quan sat tir nhirng nghién ciru vé tuong tac thude sir dung vién nang gelatin mém ¢é the
khong giong nhu khi ding vién nang gelatin cimg cia saqumavnr Nhing quan sét tr nhitng nghién ciru twong tic
thudc dugc thuc hién chi véi saquinavir ¢6 thé khdng gidng nhimg tac dung thay duge khi diéu trj véi
saquinavir/ritonavir. Khi ding chung saquinavir va ritonavir, nén luu ¥ tic dung tiém 4n cua ritonavir lén
clarithromycin (xem CANH BAO VA THAN TRONG, TUGNG TAC THUOC).

THAI NGHEN VA CHO CON BU

Tinh an toan ciia clarithromycin trong thai k¥ mang thai va nudi con bing sifa me chua duge nghién ctu. Vi vay
khdng nén sir dung clarithromycin trong thai ky mang thai hodic cho con bu trir khi lgi ich lon hon nguy co. Mét vai
cdng trinh nghién ciru trén ddng vt goi y vé tac dung ddc voi bao thai nhung chi & nhing liéu o rang c6 doc dbi
vdi me. Clarithromycin dugc xdc dinh cé trong sita cGa nhirng déng vit dang cho con bi va trong sita me.

TAC DONG CUA THUOC TRONG KHI LAI XE VA VAN HANH MAY MOC
Chura c6 bao cho vé tac dang cia thube trong khi 14i xe va van hanh may méc.
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Nén khuyén cao bénh nhén vé nguy co hoa mat chéng mit, 13n 16n, mit phuong hudng c6 thé xay ra khi si dyng

thude.

TAC DUNG BAT LQ1

Céc tac dung bét Igi phd bién lién quan téi diéu trj clarithromycin 12 dau bung, tiéu chay, budn ndn, ndn vi loan vi
gidc. Nhirng phan {rng bét lgi ndy thudng nhe va da duge blet nhu 12 téc dyng bat loi ciia cdc thube macrolide. Trong
cac nghién clu [am sang, khong c6 su khac nhau dang ké v& ty 18 gip tac dung bét loi trén dutmg tiéu hoa trén bénh
nhan ¢6 hojc khdng nhiém mycobacterial trude d6. Bang dudi ddy néu ra nhimng tac dung bat lgi duge béo cdo &
nhirng bénh nhén dang sir dung clarithromycin trong nhiing nghlen clru lam sang va bao cao sau khi dira thude ra thj
lruong Nhirng tac dung bét lgi ndy dugc sip xép theo hé théng cia co thé va tan sut xuét hién, quy udc nhu sau:
rat thudmg gip (=1/10), thuong gap (=1/100 - <1/10), it gép (>1/1000 - <1/100) va khong rd (phan ing ghl nhén
durge tir dua thudc ra thi truomg, khong thé danh glé dugc tir dit lidu sin cé). Voi mdi nhém tén sudt, phan ung bat
loi duge trinh bay theo mae d6 nghiém trong giam dan,

Tidc dung bat lyi theo hg Rt thuwong Thuong Khéng thuong xuyén V Khéng ré
l‘hang co quan co thé xuyén Xuyén
>1/100 - Khéng thé danh gid tir
>1/10 /10 >1/1000 - <1/100 dir liéu sin cd

Nhiém tring va tinh trang Viém mé té bao', bdi nhidm | Viém dai trang gia

nhiém tring nam candida, viém da day mae, nhlem trung da
rudt’, nhiém tring®, nhidm | giy sbt cao cdp tinh
trung dm dao.

Hé mau va bach huyét Giam bach cau, giam bach | Chiing mat bach cau
ciu da nhan trung tinh®, ting | hat, giam luong tiéu
tiéu cdu’, tang bach clu éi cau
toan®

Roi loan hé mién dich Phan tng phan vé', phan $6¢ min cam, phi
{tng qui min. bach huyét

Roi logn vé chuyén hoa va Chan an, giam sy ngon

dinh dudng miéng.

Roi loan tim thin Mat ngi Lo au, cing thang’ Loan than kinh, tinh
trang 16 13n, mit nhan
cach, trim cam, mat
phuong huéng, 3o
gidc, mo bét thuong,
hung cam

Ro6i loan hé than kinh Loan vj gide, | Chimg mét y thirc’, loan van | Chirng co giat, mat vi
dau ddu, cam | dong', chong mat, ngu lo giac, loan khiu gidc,
giac nhat mo, run mat khiu giac, dj cam
miéng

Réi loan tai va tai trong Chong mit, nghe kém, i tai | Diéc

Réi loan tim mach Ngirng tim', rung nhi', kéo | Xoén dinh, nhip nhanh
dai khoang QT, ngoai tim that
thu', danh tréng nguc.

R&i loan mach Gian mach' Xuit huyét

R6i loan hd hap, 16ng nguc, Hen phé quan', chay miu

trung thit m{li’, ngh&n mach phéi'

Réi loan dudng tiéu héa Tiéu chay, Viém thyuc quan', trao Viém tuy cAp, d6i mau
nén, khé tiéu, | ngugc da day thie quan?, ludi, d6i mau rang.
budn non, viém da day, dau tryc trang
dau bung cach hdi’, viém miéng, viém

fudi, trudng bung’, tao bon,
khé miéng, ¢ hoi

Réi loan hé gan mat Chirc niing U mat’, viém gan®, ting Suy gan, vang da
gan bat men gan (SGOT, SGPT),
thudng ting gamma-

] glutamyltransferase
R&i loan da va m6 dudi da Phat ban, Vlem da bong nudc', ngira, | Héi ching Stevens-

tang tiét md
héi

mé day, ban sin®

Johnson, hoai tir bidu
bi nhiém doc, phat ban
do phan tng thubc
kém ching ting bach
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cAu ua acid va triéu
chimg toan than
(DRESS), tritng ca

Réi loan co xuong va md
. a A
lién ket

Co thit co’, ctng co', dau
2
cof

Ly gidi co vin’ , bénh
Iy co

Ro6i loan than va tiét niéu

Tang creatinin mau', ting
ure huyét'

Suy thdn, viém than ké

Céc rdi loan chung va tai vi | Viém tinh | Pautai vitri | Khé chiu®, st’, suy nhuge,
tri diing thuéc mach tai vi tiém', viém dau nguc“, on lz_mh4, mét
trf tiém' tai vi tri tiém' | moi’

Cac x€t nghiém

Bit thurémg ty 18
albumin/globulin', tang
phosphatase kiém mau’,

Chi s6 INR tang, thoi
gian prothrombin kéo
dai, thay doi mau nudc

tdng men lactate tiéu
dehydrogenase mau®

" Do cac phan dng nay dugc bao cao tinh nguyén tir cong dong véi ¢& mau khong xac dinh, khéng thé ude luong
chinh xac tin suft hodc thiét 13p duge mbi quan hé nhin-qua vai thude s dung. Udc tinh trén 1 ty bénh nhan diéu
tr|-ngay vai clarlthromycm

Trong mét sb bao cdo vé ly giai co vén, clarithromycin da duoc sir dung ddng thoi vai cac thube khac duge biét
¢6 lién quan t6i ly giai co van nhu cac thudc statin, fibrat, colchicin hogc allopurinol.
' Phan (mg bét loi dugce bao cio chi véi dang bao ché b6t pha dung dich tiém
2 Phan dng bét loi duge bdo cdo chi voi dang bao ché vién nén phdng thich bién dbi
? Phan (g bét loi dugc bao cdo chi vai dang bao ché cdm pha hén dich uéng
* Phan dng bét lgi duge bdo cdo chi voi dang bao ché vién nén

CAC PAC TiNH DUQC LY Q’]/

DUQC LUC HQC 1

Nhém didu tri: Khang vi khuén tac dung toan thdn, macrolide.

Mid ATC: JO1FAQ9.

Vi sink hoe

Clarithromyein la mot din chét ban tdng hyp cua erythromyein A. Thudc ¢6 hoat tinh khang khudn bing cich két
hop véi tiéu don vj ribosome 50s ciia nhitng vi khudn nhay cam va trc ché tong hop protem Thuoc ¢o hiéu lyc cao
chdng lai nhidu vi khuin gram duong va gram dm ai khi va ky khi. Nong d6 e ché tbi thidu (MICs) cua
clarithromycin néi chung thip hon hai ldn so véi MICs ciia erythromycin. Chat chuyén héa 14-hydroxy cua
clarithromycin ciing ¢6 hoat tinh khang khudn. MICs cua chét chuyén hoa ndy bing hodc hai 14n cao hon MICs cua
phirc hop me, ngoai trir vi H.influenzae trong dé chét chuyén héa 14-hydroxy cé hoat tinh cao gép hai ldn phic
hgp me.

Trong in vitro, KLACID thuémg c6 hoat tinh chdng lai nhimg vi khudn sau:

Vi khuin gram duong

Staphylococcus aureus (nhay cam vai methicillin); Strepprococcus pyogenes (lién ciu tan huyét p nhém A); lién ciu
tan huyét « (nhém viridans); Strepiococcus (Diplococcus) pneumoniae; Streptococcus agalactiae; Listeria
monocytogenes

Vi khuén gram im

Haemophilus  influencae, Haemophilus parainfluenzae, Moraxella (Branhamella) caiarrhalis, Neisseria
gonorrhoeae, Legionella pneumophila, Bordetella pertussis, Helicobacter pylori, Campylobacter jejuni.
Mycoplasma

Mycoplasma preumoniae; Ureaplasma urealyticum.

Nhiing vi sinh vit khac

Chlamydia trachomatis; Mycobacterium avium; Mycobacterium leprae; Mycobacterium kansaii; Mycobacterium
chelonae; Mycobacterium fortuitum; Mycobacterium intracellularis, Chlamydia preumoniae

Vi khuén ky khi

Clostridium perfrigens; Peptococcus species; Peptostreptococcus species; Propionibacterium acnes.

Clarithromycin ciing ¢6 hoat tinh diét khudn chéng lai nhidu chung vi khuin. Nhimg vi khudn nay gbm
Haemophillus influenzae, Streptococcus preumoniae, Streptococcus pyogenes, Streptococcus agalactiae, Moraxella
{Branhamella) catarrhalis, Neisseria gonorrhoeae va Campylobacter spp.

DUYC PONG HOC

Hap thu

Duge dong hoc cua clarithromycin gii phéng bién déi ding dudng uéng da dugc nghlen clru & ngudi 16n va duge
50 sanh vdi vién clarnhromycm 250 va 500 mg dang phong thich nhanh. Mic d§ hdp thu 12 tuong duong khi tong
lidu dung hang ngay 13 nhu nhau. Sinh kha dung tuyét dbi 1a khoang 50%. it thdy c6 sy tich tu hay sir tich tu bat
thudng nao va khuynh hudng chuyén héa khdng thay déi & bit ky loai nao sau khi dang nhiéu lidu. Dua trén phat
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hién vé su hip thu twong duong ndy, cic di lidu in vivo v in vitro sau ddy ¢6 thé ding cho dang thude giai phong
bién di.

Phén bd, bién ddi sinh hoc va thai trir

In vitro: Két qua cua cic nghién ciru m vitro cho thdy sy gén két cua clarithromycin vdi protem trong huyet tuong
ngudi trung binh khoang 70% ¢ cac nong d$ 0.45-4,5 mcg/ml. Sy giam ty ¢ gln két xuong 41% & nong d9 45
mcg/mi goi ¥ ring cdc vj tri gin két cé thé bj bao hoa, nhung diéu ndy chi xay ra & cic néng dd cao hon nhiéu nong
d¢ diéu trj.

In vivo: Ndng dd clarlthromycm trong tit ca cic mé, ngoai trir hé than kinh trung uong, cao hon nhleu lan néng do
thudc trong hé twin hoan. Néng dé thudc cao nhit duoc thiy trong mé phdi va gan, & do ty 1€ gilia ndng do thudc
trong md so voi huyét trong tir 10 dén 20.

Nhimng doi tugng binh thwong

O cac bénh nhan dung clarithromycin 500 mg dang giai phong bién déi mot tan mdi ngay, ndng dé dinh trong huyét
tuong o trang thai on dmh cua clarithromycin la 1,3 mcg/ml va cua 14-hydroxy clarn.hromycm 1a 0,48 mg/ml. Thai
gian béan thai cua thubc me khoang 5,3 gi& va cua chét chuyen héa khoang 7,7 gid. Khi lidu tang dén 1000 mg (2 x
500 mg) ding mét lan mdi ngdy, ndng do t6i da & trang thai on dinh cua clarithromycin 1a 2,4 mcg/ml va clia chét
chuyén héa 12 0,67 mcg/ml. Theri gian ban thai cua clarithromycin & liéu 1000  mg khoang 5,8 gio, trong khi do cua
14-OH-clarithromycin vao khoang 8,9 gid. Thai gian 1bi da dat duoc cta ca liéu 500 mg va 1000 mg vao khoang 6
git. O trang thai 6n dinh nong 4o cua 14- OH-clanthromycm khong ting tuong dng vdi liéu cla clarlthromycm
Th&i gian ban huy biéu klen cha ca clarithromycin v chit chuyén hoa c6 khuynh huéng dai hon & céc lidu cao hon.
Dugc déng hoc khong tuyén tinh cua clarithromycin cling véi viéc giam hinh thanh cac san pham cua qua trinh 14-
hydroxylation va N-demethylation ¢ liéu cao cho thay réng sy chuyén héa khéng tuyén tinh ciia clarithromycin tré
nén rd rét hon & lidu cao. Bai tiét theo nudc tiéu chiém khoang 40% liéu clarithromycin. Thai trir qua phan chiém
khodng 30%.

Bénh nhin ai/

Clarlthromycm va chit chuyén hoa 14-OH phan bd mét cach d& dang vio cic mé va dich dua co thé. Nhizng dir ligu
han ché thu duge tir mQt lugng nhé bénh nhan cho thay clarlthromycm khéng dat dugc ndng dd c6 y nghia trong
dich ndo tiy sau lidu udng (c6 nghia Ia chi 1 dén 2% nong d6 trong huyét thanh ¢ trong dnch ndo tuy ¢ nhung b¢nh
nhén c6 hang rao mau ndo-dich ndo tuy binh thudng). Néng dé trong cic md thudng cao glp vai lin so véi nong dd
trong huyét thanh.

Suy gan

Trong mdt nghién ciru so sanh gira mot nhom ngudi khoe manh véi mdt nhom gdm nhimg bénh nhan bj rdi loan
chirc ning gan dugce diing 250 mg clarithromycin phéng thich ngay 2 tn/ ngay trong 2 ngay va mét liéu don 250 mg
& ngay thir 3, ndng d¢ trong huyét tuong ¢ trang thai on dinh va sy ddo thai claritbromycin khéng c6 sy khac biét
ding ké gita 2 nhom. Ngugc lai, ndng do & trang thai én dinh ctia chit chuyén héa 14-OH thip hon rd rét & nhém
bénh nhén suy gan. Su giam dao thai hop chét me bai 14-hydroxylation duge b ddp phin nio bai su tang dao thai
thudc me qua than, do dé ndng d6 cua thubc me ¢ trang thai 6n dinh gilra 2 nhém 13 tuong duong, Két qua nay cho
thdy khong cin diéu chinh liéu & nhing nguoi suy gan mirc do tir trung binh dén ning nhung cé chirc nang thin
binh thudng.

Suy than

M5t nghién clru dugc tidn hanh nhim danh gid va so sanh dir lidu duge ddng hoe khi ding clarithromyein phong
thich ngay dudng uéng nhiéu lidu 500 mg & nhitng ngudi ¢6 chire nang thzfm binh thudng va nhirng ngufri cd chirc
nang than bj giam. Néng do trong huyét trong, thoi gian ban thai, ndng d¢ i da (Cruax) va ndng 46 t8i thidu (Coe)
clia ca clarithromycin va chit chuyen héa 14-OH cao hon va ving duc’)'l dudmg cong nong d6 (AUC) 1én hon &
nhirng bénh nhan suy than. Hing s toc d¢ thai trir (K,,,.,) va sy bai tiét qua nude tiéu thap hon. Sy khéc bit cua
nhirng thong sb nay cé lién quan ¢én mirc d6 suy than, mirc d§ cang niing sur khac biét cang lén (xem Chong chi
dinh, Lidu ding va Céch sir dyng).

Nguéi cao tudi

Mét nghién clru ciing dirge tién hanh nhim dénh gid va so sdnh dd an toan ctng nhu céc di liéu duge déng hoc khi
ding nhiéu liéu clarithromycin 500 mg dang phéng thich nhanh dudng ubng & dan dng va phu nir cao tudi khoe
manh so v&i nhirng nam gidi va phy ni tré tudi khoe manh. O nhém cao tudi, ndng do luu hanh trong huyét trong
cao hon va sy dao thai qua thin chim hon so vai nhém tré i véi ca hai clarithromycin va chit chuyén héa 14-OH.
Tuy nhién, khong ¢ sy khic bigt gira 2 nhém khi d§ thanh thai qua nudc tiéu tuong quan voi db thanh thai
creatinine. Didu nay cho thiy bét ky su anh hudng nao dén chuyén héa clarithromycin déu lién quan dén chirc nang
cua than va khéng lién quan gi dén tudi tac.

DU LIEU AN TOAN TIEN LAM SANG

Dic tinh cﬁp, ban man tinh va min tinh

Cac nghién ciru duge tién hanh trén chudt nhét, chuét cdng, chd va/hoiic khi duge ding clarithromycin dutng ubng.
Thén gian udng thay déi tir lidu dcn cho dén lidu nhic lai hang ngay trong 6 thang lién tiép. Trong nhimg nghién ciu
cap trén chudt nhit va chudt cbng, sau khi dua vao da day mqt lidu don 5 grkg trong lugng co thé, cd mét chudt
cong bj chét nhung khong 6 chudt nhit nao bi chét. Do da lidu trung binh giy chét cao hon § g/kg, lléu cao nhit co
thé ding dugc. Khong thdy c6 tac dung bét lgi xay ra trén déng vat khi ding clanthromycm lidu 100 mg/kg/ngay
trong 14 ngay lién tiép hoic 35 mg/kg/ngay trong 1 thang. Tuong ty, khdng ¢d tac dung bt loi trén chudt cdng khi
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str dung lidu 75 mg/kg/ngay cho 1 thang, 35 mg/kg/ngay trong 3 thang, hoic 8 mg/kg/ngay trong 6 thang. Cho nhay
cam hon véi clarithromycin, dung nap dugc ligu 50 mg/kg/ngay trong 14 ngay, 10 mg/kg/ngdy trong 1 va 3 thang,
va 4 mg/kg/ngdy trong 6 thing ma khong thiy co tac dung bét loi nao. Nhirng dau hiéu lam sang chinh & litu gay
doc trong nhung nghién ciru trén bao gom ndn, yéu mét, glam tiéu thy thirc an va gidm sy ting can, tiét nuoc bot,
mal nude, hiéu dong tha1 qué. Hai trong 10 con khi dung liéu 400 mg/kg/ngay da bj chét trong ngay diéu trj tha 8;
mau vang cha phan bi mat di @ mét sb con khi sbng sot khi s dyng lidu 400 mg/kg/ngay trong 28 ngay. B phén bi
nhiém dgc chu yéu & tat ca cac Jodi 13 gan. Su ting ddc tinh trén gan & tit ca cdc lodi c6 thé duge phat hién boi sy
ting sém ndng do trong huyét thanh cua phosphatase kiém, cic men gan alanine va aspartate ammolransferase
enzym gamma- glutamyl transferase, vivhoic lactic dehydrogenase. Khi ngimng sir dung thudc cac thong s0 nay sé tro
vé& gid trj binh thucmg Ngoai ra trong nhirng nghién ctu khic, nhiing td chic it chiu anh hu‘ong hon la dg day, tuyén
urc va mo bach huyel khac va than, Xung huyet két mac va chay nurdc mat sau khi ding lidu gin véi lidu diéu trj chi
xay ra & cho. O liu [6n 400 mg/kg/ngay, mdt s6 chéd va khi xuat hién tinh trang duc va/hojc phi gidc mac.

Kha ning sinh sn, su sinh san va tinh gay quai thai

Nhitng nghién ciu vé kha ndng sinh san va sy sinh san cho thdy véi lidu hang ngay 150 dén 160 mg/kg/ngay trén
chugt cong dyc va cdi khong gy nén tac dung bit lgi ndo dén chu ky dqng duc, kha ning sinh san, qua trinh sinh d¢,
80 lugng va kha néng sOng s6t cua chut con. Hai nghién ciu vé tinh gdy quai thai trén ca 2 loai chudt cong Wistar
(duémg ubng) va Sprague-Dawley (dudmg udng va tiém tinh mach), mdt nghién ciru trén tho tring New Zealand va
mét nghién cru trén mot loai linh truong (khi cynomolgus) khong phat hién thdy tinh giy quai thai gdy ra bcn
clarithromycin. Ch1 trong mot nghién ciru bd sung trén chudt cbng Sprague Dawley & liéu trong ty va & nhitng didu
kién trong tu cin thiét, xut hién mot ty 1€ rit thap khéng ¢6 ¥ nghia théng ké (khoang 6%) nhirng bét thudmg tim
mach. Nhiing bat thudmg nay xudt hién 1a do biéu hién ty phat nhiing thay dbi di truyén trong bdy dan. Hai nghién
clru trén chudt nhit ciing cho thiy mét xdc sudt hd ham éch (3 dén 30%) sau lidu cao hon 70 1in lidu thuong ding
hang ngay trén ngudi (500 mg, 2 l?in/ngéy), nhung & lidu cao hon 35 14n lidu tbi da dung hang ngay thi ¢ dée tinh
cho khi me va bao thai, nhung khong gdy quai thai. Clarithromycin lam say thal trén khi khi dung lidu khoang 10 lan
cao hon gidi han trén cua ligu thucrng ding hang ngay trén ngudi (500 mg, 2 IAn/ngay), bit diu tir ngay cé thai thir
20. Két qua nay cho thay & lidu rét cag, thude co doc tinh 1én khi me mang thai. Mt nghién ctru khéc trén khi mang
thai véi liéu 2.5 dén 5 1An cao hcm liéu cao nhét dl_r dinh ding hang ngay khong gay nén bit k¥ su nguy hiém nao
dén bao thai. MOt thu nghi¢m vé kha nang giy chét trén chudt nhit dung liéu 1000 mg/kg/ngay (khoang 70 l4n cao
ham lidu ding t6i da ding trén 1am sang & ngudi) cho thy rd rang khong cd su dat bién nao va trong nghién ciq
Segment I & chut cong su dung liéu don 500 mg/kg/ngay (khoang 35 13n cao hon so véi lidu t6i da ding trén lap\
sang hang ngdy & ngu’cl) trong 80 ngay, khong thay ddu hiéu vé réi loan chiic ndng sinh san cia chudt dyc khi du\)g

clarithromycin liéu rat cao trong thi gian dai. _4\
Tinh gay dot bién }I/
Nhitng nghién ctru vé kha nang gy dot bién coa clamhromycm duge tién hanh bing cach sur dung ca hé thong/xé[

nghlem khéng hoat hda va hoat héa mlcrosom cia gan chudt cong (thu nghiém Ames). Két qua cua nhung ngh;pﬂ
ctu nay cho thay khong cé bﬁng ching ndo vé kha nang gay dt bién & nong d9 < 25 mcg/dia Petri. § ndng d6-50
mcg, thubc cb déce tinh véi tht ca céc chung thir nghiém.

QUA LIEU

Nhirng bao céo cho thdy viéc udng lugng l(’m clarithromycin c6 thé gy ra nhl'mg triéu ching vé tiéu héa. Mét bénh
nhan ¢6 bénh su réi loan ludng cuc da udng 8 gram clanthromycm va cho thdy tinh trang tdm thén bj thay dol,
hoang tudng, ka-li mau glam va 0-Xy. mau giam. Nén diéu trj nhiing phan ung dj ang di kém khi dung qua lidu bing

céch rira da day va diéu tri hd trg. Glong nhu nhimg macrolid khac, ndng dd clarithromyein trong huyét thanh khdng
bj anh huéng bai loc mau hoac thim phin phiic mac.

BAO QUAN
Bao quan & nhiét dd dudi 30°C. Tranh anh sang.
Khing dang thude qui han sir dung. Dé thudc ngoai tam tay tré em.

Pong goi: Hop 1 vi 5 vién,
Han dang: 36 thing ké tir ngay san xuét.
Tiéu chuin: Nha san xuit.

San xut bai: Aesica Queenborough Limited, North road, Queenborough, {Anh quéc)
Cho: Abbott Laboratories
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