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Thuéc nay chi ding theo don cia bdc si

Klacid® Forte

Vién nén Clarithromycin

TRINH BAY
Vién nén bao film, hinh trdi xoan mau vang chtra 500 mg clarithromycin. Méi vién dugc khdc bi€u trung cua
Abbott trén mot mit,

Td dugc: Croscarmellose sodium, Micrqcrystalline cellulose, Silicone dioxide, Povidone K29/32, Acid stearic,
Magnesium stearate, bdt tan tinh khiét, Hypromellose, Sorbitan monooleate, Propylene glycol, Titanium
dioxide, Vanillin, Quinoline Yellow Aluminium Lake E104, Hydroxypropylcellulose, Sorbic acid.

CHI PINH PIEU TRI

Klacid dugc chi dinh trong diéu tri nhiém tring do mot hogc nhiéu vi khudn nhay cam. Nhiing chi dinh gém:
Nhiém trung duwong ho hap duéi, vi du viém phé quéan cap tinh va man tinh, viém phoi.

Nhiém tring duong hé hép trén, vi du viém xoang va viém hong

Klacid thich hop dé diéu tri ban d4u nhiing nhiém tring ho hdp mic phai trong cong dong va da dugc chung
minh la co hoat tinh /n vitro chong lai nhitng tac nhan gdy bénh duong ho hép théng thuong va khong dién hinh
nhu da duoc liét ké trong phén vi sinh hoc.

Klacid cling duoc chi dinh trong nhiing nhiém trung da va mdé mém tir nhe dén trung binh.

V6i sur hién dién ctia chdt e ché axit - omeprazole, Klacid cling dugc chi dinh trong diéu tri diét trir H.pylori &
nhitng bénh nhén loét ta trang (xem phan LIEU DUNG VA CACH DUNG).

LIEU DUNG VA CACH DUNG q/’

Nhiém tring duong ho hiip/da va md mem

Ngwoi Ion: Liéu thuong ding 13 250 mg mai ngay hai lan trong 7 ngay mic du trong nhing trudng hop nhiém
tring ning c6 thé lang dén 500 mg mdi ngay hai 1an va kéo dai dén 14 ngay.

Tré em trén 12 tudi: sir dung nhu ngudi lén

Tré em diwdi 12 tudi: sir dung Klacid dang hdn dich danh cho tré em. Viéc sir dung clarithromycin dang phong
thich nhanh chua dugc nghién ctu ¢ tr¢ em duéi 12 tudi.

Diét trur prlorl (ngudi lom):

Phdc da ba thudc:

Clarithromycin 500 mg m01 ngay 2 lan cung voi amoxicillin 1000 mg mdi ngay 2 J4n va mot thudc ue ché bom
proton dung lidu chuén mdi ngay 2 1an trong 7 ngay.

Phdc do hai thudc:

Clarithromycin 500 mg m01 ngay 3 lan cing véi omeprazole 40 mg mdi ngay 1 lan trong 14 ngay, tiép theo
ding omeprazole 40 mg mdi ngay 1 lan trong 14 ngay tiép theo. Nhiing nghién ctu hd trg duoc thuc hién voi
omeprazole 40 mg mot lin mdi ngay trong 14 ngay.

Nguwdi cao tudi: siv dung nhu _ngudi lon

Suy thin: Thuong khéng can diéu chinh lidu trir khi benh nhan suy thin ning (thanh thai creatinine <30
ml/phut) Néu cn chinh lidu nén giam mot nira tong liéu mdi ngay, thi du 250 mg mdi ngay mot ldn, hodc 250
mg mdi ngay hai lan trong truong hop ning. Khdng nén kéo dai dot didu tri qua 14 ngay & nhiing bénh nhan
nay.

C6 thé dung Klacid ma khong can quan tdm dén cdc bita an vi thic dn khéng anh hudng gi dén sinh kha dung
clia thude.

CHONG CHI DINH

Chéng chi dinh & nhiing bénh nhan qua mén cam véi nhitng khang sinh thudc nhém macrolide hozc bat ky ta
dugc nao cua thude (xem danh sach ta duoc).

Chéng chi dinh stir dung ddng thoi clarithromycin véi cac thubc sau day: astemizole, cisapride, pimozide,
terfenadine vi c6 thé glly kéo dai khoang QT va Joan nhip tim bao gom nhip nhanh thit, rung tdm thit va xoin
dinh (xem TUONG TAC THUOC).

Chéng chi dinh su dung clarithromycin cung cac alkaloid nidm cua ga (vi du ergotamine hoéc
dlhydxoergotamme) do c6 thé gay ngd doc nam cua ga (xem TUONG TAC THUOQ).

Chédng chi dinh dung clarithromycin ciing voi midazolam dang ubng (xem TUONG TAC THUOC).

Khoéng dugce st dung clar ithromycin cho bénh nhan c6 tién sir khoang QT kéo dai hodc loan nhip thét, bao gdm
ca xoan dinh (xem CANH BAO va THAN TRONG, TUONG TAC THUOC).



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

Khéng dugc st dung clarithromycin cho bénh nhén suy gan ning cé kém suy thén.

Clarithromycin khong dwoc ding cung v6i cac thude te ché enzyme HMG-CoA reductase (cac thude statin) ma
chuyén hoéa phin 16n boi CYP3A4 (lovastatm hodc simvastatin), do ting nguy co cdc bénh vé co, ké ca globin
co niéu kich phat (xem phan CANH BAO VA THAN TRONG).

Clar nhlomycm (va cac chét trc ché CYP3A4 manh khéc) khong duoc st dung ciing voi colchicine (xem CANH
BAO VA THAN TRONG, TUONG TAC THUOC).

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

CANH BAO VA THAN TRONG

St dung bét ky liéu phap khang sinh nao, vi du clarithromycin, dé diéu tri nhi€m khuan H. pylori c6 thé tao ra
cac chiing khang thudc.

Khéng nén ké toa clarithromycin cho phu nii ¢6 thai trudc khi can nhic k§ luong vé loi ich va nguy co, dac biét
trong 3 thang déu thai ky.

Gidng nhu cac khang sinh khac, viéc st dung clarithromycin dai han co thé gay nén sy tang sinh cua vi ndm va
vi khuén khéng nhay cam véi thude. Néu xay ra bdi nhiém, nén tién hanh tri liéu thich hop.

Cén trong khi str ‘dung cho bénh nhan suy thén néng.

D3 c6 bao cao vé rdi loan chirc ning gan, bao gdm tang men gan, viém té bao gan va / hodc viém gan & mat, cé
hogdc khong c6 vang da khi st dung clarithromycin. R&i loan chic ning gan ¢6 thé nghiém trong va thuong hoi
phuc dugc. Trong mot 56 trudng hop, da co bao cao tir vong do suy gan, thuong lién quan tdi cac bénh ly nidng
¢6 sin va/hodc cac thube si dung dong thoi. Ngung sir dung clarithromycin néu xuét hién du hiéu va triéu
chimg viém gan, nhu chan an, vang da, nudc tiéu sAm mau, ngua, hodc dau bung.

Viém rudt két gia mac dd dugc bao cao véi hau hét cac thude khéng khuén, bao gbm cac macrolid, va tinh trang
c6 thé tir nhe dén de doa tinh mang. Tiéu chdy c6 lién quan dén Clostridium difficile (CDAD) da duoc bao cao
khi su dung voi hau hét cac loai khang sinh bao gom ca clarithromycin, va mirc do c6 thé tir tiéu chay nhe den
ta vong. Diéu tri khang sinh 1am thay déi vi khuan chi binh thuong cua rudt, didu nay co thé dan dén phat trién
qua mic cua C. difficile. CDAD phai duoc quan tam ¢ tat ca bénh nhan bi tiéu chdy sau khi dung khang sinh.
Viéc ghi chép bénh an cén than 1a cin thiét vi da c6 bao cdo vé viéc xuét hién CDAD 2 thang sau khi dung
khang sinh.

Clarithromycin duoc bai tiét chu yéu qua gan, do vy nén than trong khi st dung khang sinh nay ¢ nhiing bénh
nhan suy chire nang gan. Cling nén than trong khi st dung cho nhiing bénh nhan suy thén tr vira dén nang.
Colchicine 7 S

Di c6 cac bdo cao sau khi dua thude ra thi truong vé& ngd doc colchicine khi dimg dong thoi clarithromyein va
colchicine, dac biét 6 nguoi cao tudi, mot sb xay ra ¢ nhiing bénh nhéan suy than. D& cé ti vong ¢ mét sb truong
hop nay (xem TUONG TAC THUOC). Chéng chi dinh st dung dong thoi colchicine va clarithromycin (xem
CHONG CHI PINH).

Can trong khi ding clarithromycin cing véi cdc thudc triazolobenzodiazepine, nhu triazolam, va midazolam
duong tiém bip (xem TUONG TAC THUOC).

Cén trong khi sir dung ddng thoi clarithromycin véi céc thude cé anh huéng dén thinh giac khac, dic biét 1a cac
aminoglycoside. Céan theo ddi chire nang thinh giac va tién dinh trong va sau khi diéu tri.

Do nguy co kéo dai khoang QT, clarithromycin nén dugce sur dung than trong ¢ nhitng bénh nhéan c¢é bénh dong
mach vanh, suy tim ning, thiéu magnesium, nhip tim cham (<50 lan/phit), hozc khi sir dung doéng thdi voi cac
thubc gdy kéo dai khoang QT khac (xem TUONG TAC THUOC). Khéng dugc st dung clarithromycin ¢ nhiing
bénh nhan ¢6 khoang QT kéo dai bam sinh hodc mic phai hodc c6 tién su loan nhip tdm thét.

Viem phéi

Do tinh trang khang cac thudc macrolid ctia Streptococcus preumoniae dang gia tdng, viéc thuc hién khang sinh
d 1a quan trong khi ké toa clar 1thlomycm cho bénh nhén viém phéi mic phai cong dong Clarithromycin nén
duoc sir dung két hop vai cac thude khang sinh thich hop khac trong diéu tri viém phdi mic phai bénh vién.

Nhiém triing da va mé mém mirc dp tiv nhe dén trung binh

Phén 16n cac nhiém trung da thuong do Staphylococcus aureus va Streptococcus pyogenes, c4 hai vi khuan nay
déu c6 thé khang cac thudc macrolide. Do vay, viéc lam khang sinh dd rat quan trong. Trong truong hop khong
str dung duoc cac khang sinh nhém beta-lactam (vi du do di ing), cac khang sinh khac, nhu clmdamycm ¢ thé
la lya chon déu tién. Hién nay, cac thude macrohde chi dugc can nhéc chi dinh didu tri cac nhiém khuan da va
mo mem nhu nhiém khudn gdy ra boi ndm Corynebacterium minutissimum, tring cd, nhiém tring da gay s6t
cao cAp tinh va cac truong hop khong thé dung duge penicillin.
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Trong truong hop xuét hién cac phan tng qua min cip tinh, nang, chang han nhu héi ching Stevens-Johnson,
sbc phan vé, hoai tir biéu bi nhiém doc va DRESS, ngay lap tirc ngiing su dung clarithromycin va khan truong
diéu tri thich hop.

Than trong khi su dung clarithromycin cting véi cac thude gay kich Gng hé enzyme CYP3A4 (xem TUONG
TAC THUOQ).

Nén luu ¥ dén kha ning khang chéo gitra clarithromycin va cac thue macrolid khac, cling nhu véi lincomycin
va clindamycin.

Cic thudc ire ché HMG-CoA reductase (cdc thudc statin)

Chéng chi dinh str dung di‘)ng thot clarithromycin véi lovastatin hodc simvastatin (xem CHONG CHI DINH).
CAn thén trong khi ké toa clarithromycin clng voi cac thude statin khac. Da c6 bdo cdo vé ly giai co van &
nhifng bénh nhan sir dung dong thoi clarithromycin véi cac thube statin. Bénh nhan can dugc theo ddi vé céc
dAu hiéu va triéu ching céc bénh ty vé co. Truong hop bude phai sir dung dong thoi clarithromycin va cac thude
statin, khuyén cdo ké liéu thdp nhit duoc ding ky cua thude statin. Can nhic st dung thubc statin khéng phu
thudc vao chuyén héa CYP3A (vi du nhu fluvastatin).

Cdc thube ha dwong huyét dang u()ng/lnsulln
Sir dung dong thai clarithromycin va cac thudc ha duong huyét dang ubng va/hodc insulin ¢é thé lam giam dang
ké duong huyét. Can kiém soat chat ché duong huyét.

Cic thuéc chong dong dwong uéng

Sir dung dbng thoi clarithromycin va warfarin c6 nguy co gy chay mau nghiém trong, tang chi s6 INR
(international normalized ratio) va thoi gian prothrombin. Phai kiém tra thuong, xuyén chi s6 INR va thoi gian
prothrombin khi bénh nhan uéng dong thoi clarithromycin va cac thube chdng déng.

TUONG TAC THUOC qﬁ g
Ding cic thudc sau bi chéng chi dinh nghiém ngt do twong tic thuéc nghiém trong.

Cisapride, pimozide, astemizole va terfenadine

Tang ndng do cisapride di dugc bio cao & bénh nhan diing ddng thoi cisapride va clarithromycin. Piéu nay co
thé gay kéo dai khoang QT va loan nhip tim bao gdm nhip nhanh that, rung that va xoén dinh. Nhiing biéu hién
tuong tu da duoc thay khi ding ddng thoi pimozide va clarithromycin (xem CHONG CHi DINH).

Cac macrolide 1am rdi loan su chuyén héa cua terfenadine lam tang nong do cua terfenadine, doi khi dan dén
loan nhip tim nhu kéo dai khoang QT, nhip nhanh that, rung thit va xoan dinh (xem CHONG CHI DINH).
Trong mét nghién cau trén 14 ng:,ué)i tinh nguyén khoe manh, diing déng thoi clarithromycin va terfenadine lam
tang 2-3 lan nong do trong huyét thanh chat chuyén héa acid cua terfenadine va kéo dai khoang QT nhung
khong phat hién duoc bit ky cac biéu hién 1am sang nao. Cac biéu hi¢n twong ty cling dugc thay khi dung déng
thoi astemizole va cac macrolid khéc.

Alkaloid nam cuwa ga

Cac bao cdo héu thi truong cho thy dung cing luc clar ithromycin voi ergotamine hodc dihydroergotamine c6
lién quan dén doc tinh do nam cua ga cip dic trung boi hién tugng co mach, thiéu mau cuc bé & cac chi va cac
md khac bao gdm ca hé thin kinh trung wong. Chéng chi dinh dung cung ltc clarithromycin véi cac alkaloid
nim cua ga (xem CHONG CHI DINH).

Thudc ikc ché HMG-CoA reductase (cdc thuéc statin)

Khéng dugc ding dong thoi clarithromycin véi lovastatin hodic simvastatin vi céc thubc statin nay chuyén hoa
phén 16n boi CYP3A4, ting ndng db thude trong huyét tuong khi st dung ciing véi clarithromycin, dan t6i ting
nguy co bénh ly vé& co, ké ca ly gidi co van. Da c6 cdc bédo cdo vé ly gidi co van & bénh nhan sir dung
clarithromycin cung vé6i cac thube statin nay. Néu can thiét phai diéu tri béng clarithromycin, phdi ngiing sir
dung lovastatin hodc simvastatin trong thoi gian diéu trj nay.

Cén trong khi ké toa clarithromycin véi cac thudc statin. Trong cac trudng hop bt budc phai st dung
clarithromycin va cac thubc statin, khuyén céo ké liéu thép nhét dugc dang ky cua thudc statin. Can nhic su
dung thude statin khoéng phu thudc vao chuyén hoa CYP3A (vi du nhu fluvastatin). Bénh nhén can duoc theo
doi vé cac dAu hidu va tridu chang cac bénh ly vé co.

Tdc dung ciia cdc thudc khdc Ién clarithromycin

Cac thube gy kich tmg hé théng enzym CYP3A (vi du: rifampicin, phenytom carbamazepine, phenobarbltal
St John’s Wort) c¢o thé lam tang chuyén héa cua clanlhromycm Diéu nay co thé lam cho ndéng dé
clarithromycin thdp dudgi ngudng diéu tri, lam giam hiéu luc didu tri cua thudc. Hon nira, c6 thé can theo doi



ndéng do huyét twong ciia cac thubc gy kich tmg hé CYP3A, ndng do nay co thé bi ting do clarithromycin tc
ché hé CYP3A (xem théng tin san phim lién quan khi ding cac thude irc ché hé CYP3A4).

St dung clng luc clarithromycin va rifabutin [am téng ndng dd rifabutin va giam ndng do clarithromycin trong
huyét thanh, ciing véi tang nguy co viém mang mach nho.

Cac thudc sau duoc biét hodc nghi ngd co anh hudng dén ndng d¢ tuan hoan cua clarithromycin; diéu chinh liéu
clarithromycin hodc lua chon phuong phap diéu tri thay thé nén dugc xem xét.

Efavirenz, nevirapine, rifampicin, rifabuiin va rifapentin

Nhiing thudc gay kich tmg hé thong chuyén hoa cytochrome P450 nhu efavirenz, nevirapine, rifampicin,
rifabutin va rifapentine c6 thé lam ting su chuyen hoa cia clarithromycin do d6 lam giam néng do cua
clarithromycin trong huyét tuong, trong khi d6 nong d6 cta 14-OH-clarithromycin ting 1én, chét chuyén hoa
nay ciing ¢ hoat tinh khang khuén. Do hoat tinh khang khudn cua clarithromycin va 14-OH-clarithromycin
khac nhau ddi véi cac loai vi khudn khéc nhau, hidu qua diéu tri c6 thé bi anh hudng néu sir dung cung lac
clarithromycin vé6i nhiing chat gy cam tmg enzym.

Etravirine

Néng do cua clarithromycin bi giam bai etravirin, tuy nhién, ndng do cuia chat chuyén hoa co hoat tinh, 14-OH-
clarithromycin lai tang, Do chét chuyén héa c6 hoat tinh14-OH- clarithromycin giam hoat tinh dbi voi phuc hop
Mycobacterium avium complex (MAC) nén hoat tinh chung dbi voi tac nhan gy bénh co thé b thay doi. Do
vay, phai can nhéc thay thé clarithromycin bang cac thubc khac khi diéu tri MAC 6 bénh nhén c6 dung
etravirine.

Fluconazole

Str dung cung lac fluconazole 200 mg mdi ngay va clar ithromycin 500 mg 2 lAn/ngay cho 21 nguoi tinh nguyén
khée manh lam ting nong do tdi thiéu (Cpin) O trang thai on dinh cda clauthromycm 18n 33% va dién tich dudi
dudng cong (AUC) 1én 18%. Néng do & trang thai 6n dinh cia chét chuyén héa c6 hoat tinh 14-OH-
clarithromycin khéng bi anh huéng nhiéu khi ding déng thoi véi fluconazole. Khong can diéu chinh liéu cia
clarithromycin. -

Ritonavir

Mot nghién ctu duoc dong hoc ching to ring ding dong thoi ritonavir 200 mg mdi 8 gid va clarithromycin 500
mg mdi 12 gid Grc ché ro rét su chuyén héa cta clarithromycin. C,, cua clarithromycin tang 31%, Cy, ting
182% va AUC tang 77% khi dung cung ritonavir. D thdy tic ché hoan toan su tao thanh 14-OH-clarithromycin.
Vi clarithromycin ¢6 khoang didu tri 16n, nén khong cin thiét giam liéu & bénh nhan c6 chic nang than binh
thuong. Tuy nhién voi bénh nhan suy than, cin diéu chinh liéu nhu sau: Véi bénh nhan c6 do thanh thai
creatinin tir 30-60 ml/phat, giam liéu clarithromycin 50%. V&i bénh nhén c6 do thanh thai creatinin <30
ml/phut, giam liéu clarithromycin 75%. Khong nén dung clarithromycin lidu Ion hon 1 g/ngay cing voi
ritonavir.

Neén xem xét diéu chinh liéu & bénh nhan suy than khi c6 dung ritonavir phdi hop véi cac thube e ché enzym
protease bao gdm atazanavir va saquinavir (xem TUONG TAC THUOC HAI CHIEU).

Tdc dung ciia Clarithromycin lén cdc thuéc khdc

Thuéc chéng loan nhip

D3 c6 cac bao cao sau khi dua thude ra thi truong vé xodn dinh xay ra khi diing cang lic clarithromycin véi
quinidine hoac disopyramide. Nén kiém tra dién tam do vé do dai khoang QT trong thoi gian st dung cung lac
clarithromycin véi nhitng thudc nay. Can theo dai ndng dd trong huyét thanh ciia cac thude nay trong khi ding
clarithromycin.

P c6 cac bao cdo hau mai vé ha duong huyét khi sir dung dong thoi clarithromycin véi disopyramide. Do vy,
can theo dai dudong huyét trong khi st dung ddng thoi clarithromycin véi disopyramide.

Cdie thuée ha dwong huyét dang uéng / Insulin

Clarithromycin tc ché CYP3A va c6 thé lién quan dén hozic gdy ra ha duong huyét khi sir dung ddng thoi véi
moét s6 thude ha dudng huyét nhu nateglinide va repaglinide. Can kiém soat chat ché dudng huyét.

Nhitng twong tdic qua CYP3A4

Sur dung dong thoi clarithromycin, dugc biét 1a mot chat e ché CYP3A4, véi mdt thube chuyén hoa chu yéu
qua CYP3A4 c6 thé lién quan dén su ting ndng do cia thude, diéu do c6 thé lam tang hodc kéo dai ca tac dung
didu tri va tac dung bt loi ciia thube ding ciing. Nén than trong khi sit dung clarithromycin trén nhitng bénh
nhén dang diéu trji bing nhiing thudc dugc biét Ia chit nén cua enzym CYP3A4, dic biét néu chat nén CYP3A4
¢6 dd an toan hep (vi du, carbamazepine) va/hodc chét nén duogc chuyén héa chu yeu boi enzym nay. Dleu chinh
lidu ¢6 thé dugc xem xét va khi co thé, ndng do trong huyét thanh cia cic thudc chuyén héa chii yéu boi
CYP3A4 nén dugc kiém tra chat ché & nhiing bénh nhan dang str dung dono thoi clarithromycin.

Céc thube hodc nhom thude sau day duge biét hodc nghi ngo la chuyén hoa bdi isozyme CYP3A4: alprazolam,
astemizole, carbamazepine, cilostazol, cisapride, cyclosporine, dlsopylamlde nhiing alkaloid cua ndm cua ga,
lovastatin, methylprednisolone, midazolam, omeprazole, cac thuc chdng dong mau dung udng (vi du warfarin),




pimozide, quinidine, rifabutin, sildenafil, simvastatin, tacrolimus, terfenadine, triazolam va vinblastine, tuy
nhién danh sach nay khéng hoan chinh. Cac tuong tac thubc vai co ché tuong tu théng qua cac isozyme khic
trong hé théng cytochrome P450 bao gdm phenytoin, theophylline va valproate.

Omeprazole

Sa dung clarithromycin (500 mg mdi 8 gi0) cung voi omeprazole (40 mg/ngay) trén ngudi 16n khoe manh.
Néng do trong huyét tuong o trang thai én dinh ctia omeprazole tang 1én (Cmax tiang 30%, AUCO-24 ting 89%
va thoi gian ban thai ting 34%) khi dung cung lic véi clarithromycin. B pH dich vi trung binh 24 giov 1a 5,2 khi
st dung mot minh omeprazole va la 5,7 khi dung chung omeprazole voi clarithromycin.

Sildenafil, tadalafil va vardenafil

Mbi chat e ché enzym phosphodiesterase dugce chuyén héa, it nhat la mot phan, bdi CYP3A4, va CYP3A4 co
thé b tic ché khi dung dong thoi clarithromyein.

St dung ciing lic nhiing thude nay véi clarithromycin s& c6 thé lam tang su phoi nhidm cua cac chét tc ché
enzym phosphodiesterase. Nén giam lidu cia nhiing thudc nay khi dung dong thoi véi clarithromycin,
Theophyllin, carbamazepine

Két qua cua cac nghién ciru [4m sang cho thiy mac du tang ¢ muc do khiém tén nhung cé y nghia thong ké (p <
0,05) ndng dé cua theophylline hodc carbamazepine trong tudn hoan khi ding chung mét trong nhitng thudc nay
voéi clarithromycin.

Tolterodine

Con dudng chuyén hoa chit yéu clia tolterodine 13 qua 2D6 isoform ctia cytochrome P450 (CYP2D6). Tuy
nhién, & nhiing nguoi khéng ¢6 CYP2D6, dudng chuyén héa nhan biét duoc 1a qua CYP3A4. O nhitng nguoi
nay, sur (e ché CYP3A4 s& lam ting dang ké ndng do cua tolterodine trong huyét thanh. Su giam liéu tolterodine
¢6 thé can thiét khi c6 mit cac chat uc ché CYP3A4 nhu la clarithromyecin,

Triazolvberzodiazepine (vi di : alprazolan, midazolam, triazolant)

Khi dung cung lic midazolam v6i clarithromycin (500 mg, 2 lan/ngay), AUC ctia midazolam tang 2,7 1an khi
dang dudng ti€m va tang 7 lan khi dung duong udng. V1 vay nén tranh dung clarithromycin voi midazolam
dudng ubng cing hic. Néu dung midazolam duodng tiém cling lic véi clarithromycin, nén theo ddi bénh nhén
chit ch& dé co thé didu chinh liéu. Luu y tuong tu déi voi cac benzodiazepine khac chuyén héa qua CYP3A4,
bao gdm triazolam va alprazolam. Di véi cac benzodiazepine ma su dao thai khong phy thudc vao CYP3A4
(temazepam, nitrazepam, lorazepam), su tuong tic quan trong c6 y nghia lam sang hau nhu khong xay ra khi
dung cung clarithromycin.

D o cac bio cho sau khi dua thude ra thi trudng vé cac twong tac thude va nhiing anh huéng dén hé than kinh
trung uong (vi du budn ngu va li 1an) khi ding ciing luc clarithromycin véi triazolam. Nén theo d&i tac dung 1én
hé than kinh trung uong & bénh nhén ding thudc.

4

Nhitng twong tic thube khdc y
Aminoglycoside

Cén trong khi st dung ddng thoi clarithromycin véi cac thudc co anh huang dén thinh giac khac, dac biét 1a cac
aminoglycoside. Xem CANH BAO VA THAN TRONG.

Colchicine

Colchicine 1a chét nén cho ci4 CYP3A4 va protein van chuyén P-glycoprotein (Pgp). Clarithromycin va cac
macrolid khéc trc ché CYP3A4 va Pgp. Khi dung clarithromycin ciing lic véi colchicine, su tic ché CYP3A4
va/hay Pgp do clarithromycin ¢6 thé ddn dén tang phoi nhidm véi colchicine. Can kiém tra bénh nhan vé nhiing
tridu ching 1am sang do ngd doc colchicine. Nén giam lidu colchicine khi sir dung ddng thoi véi clarithromycin
& nhiing bénh nhén ¢o chirc ning than va gan binh thudong. Chdng chi dinh str dung déng thoi clarithromycin va
colchicine ¢ nhitng bénh nhén suy thdn hodc suy gan (xem Thén trong).

Digoxin

Digoxin la chit nén cho chit vén chuyen P-glycoprotein (Pgp). Clarithromycin uc ché _Pgp. Khi ding chung
clarithromycin va digoxin, su e ché Pgp bai clarithromycin cé thé 1am tang su phoi nhiém digoxin. Pa c6 bao
co vé su tang ndng do digoxin trong huyét thanh & bénh nhan dung cung lic dlgoxm va clarithromycin. Mot sb
bénh nhan cé nhiing dau hiéu lam sang cua nhiém doc digoxin, bao gom cac roi loan nhip tim c6 kha ning gay
ttr vong. Nén theo dai chit ch& ndng do digoxin huyét thanh ¢ nhitng bénh nhan ding clarithromycin va digoxin
cung lic.

Zidovudine

Udng cung lic vién nén clarithromycin va zidovudine cho cac bénh nhan ngudi 16n nhiém HIV ¢é thé dan dén
giam ndng dé zidovudine ¢ trang thai 6n dinh. Vi clarithromycin dnh huéng dén hép thu cta zidovudine khi
ubng cing luc, ¢6 thé tranh dugc tuong tac nay bing cach ding clarithromycin va zidovudine & cac thoi diém
cach xa nhau. Tuong tac nay khong xay ra ¢ bénh nhan HIV nhi ding hén dich Clarithromycin véi Zidovudine
hodc Dideoxylnosine.

Phenytoin va Valproate




D6 c6 cac bao cao tu phat hodc dugc cong bd vé tuong tac ciia cac thube e ché hé CYP3A, bao gdm ca
clarithromycin véi cac thubc cho 1ang khong bi chuyén héa boi CYP3A (vi du phenytoin va valproate). Can Xac
dinh ndng d6 huyét thanh cua céc thube nay khi sir dung ciing véi clarithromycin. D6 c6 bao céo vé tang nong
d6 huyét tuong ciia cac thudc trén.

Twong tic thubc hai chiéu

Atazanavir

Ca clarithromycin va atazanavir déu 1a chit nén va 1a chit uc ché ciia CYP3A4, va c6 bang ching vé su tuong
tac thube 2 chiéu. Dung cung lc clar 1th10mycm (500 mg 2 lan/ngay) voi atazanavir (400 mg ngdy mot Jan) lam
tang su phoi nhidm véi clarithromycin 1én 2 lan va giam 70% su phoi nhiém véi 14-OH-clarithromycin, tang
28% AUC cua atazanavir. Do clarithromycin c6 khoang diéu tri rong nén sy giam liéu clarithromycin la khéng
can thiét & nhiing bénh nhan ¢o chirc nang than binh thuong. O nhitng bénh nhan suy than mirc do trung binh
(do thanh thai creatinin 30 dén 60 mi/phut), lidu cia clarithromycin nén giam 50%. Pbi voi nhirng bénh nhén c6
d6 thanh thai creatinin nhé hon 30 mi/phut, liéu clarithromycin nén giam 75% va nén dung dang thuée hop ly.
Khéng nén dung cing lic clarithromycin liéu >1000 mg/ngay véi nhiing thudc trc ché protease.

Céc thude chen dong Calcium

Thén trong khi sir dung ddng thoi clarithromycin véi cac thube chen dong Calcium chuyén héa qua CYP3A4
(nhu verapamil, amlodipine, diltiazem) do nguy co ha huyét ap. Néng do trong huyet twong cua clarithromycin
va cac thude chen dong Calcium cé thé ting do twong tac thubc. DA quan sat thdy ha huyét ap, loan nhip tim
cham va nhidm acid lactic & cdc bénh nhén st dung dong thoi clarithromycin va verapamil.

ltraconazole

Ca clarithromycin va itraconazole déu 1a chét nén va chat tc ché CYP3A4, dan dén mot tuong tac thudc 2 chiéu.
Clarithromycin ¢6 thé lam ting néng do huyét tuong ctia itraconazole, trong khi d¢ itraconazole ¢6 thé lam ting
ndng do trong huyét tuong cia clarithromycin. Nhitng bénh nhan dang si dung cung lic clarithromyein va
itraconazole nén dugc theo ddi chit ché nhiing déu hiéu hodc trigu ching do tac dung dugc ly ting hodc kéo dai
nay.

Saquinavir

Ca clarithromycin va saquinavir déu 1a chat nén va la chit e ché cua CYP3A4, va dad c6 bang ching ve su
tirong tac 2 chiéu. Ding két hop clarithromycin (500 mg 2 1an/ngay) va saquinavir (vién nang gelatin mém,
1200 mg 3 lan/ngay) cho 12 ngudi tinh nguyén khoe manh lam ting AUC & trang thai on dinh 18n 177% va Cax
1én 187% so véi dung riéng saquinavir Gia tr] AUC va C,,, cua clarithromycin vao khoang 40% cao hon so voi
dung riéng clarithromycin. Khong cén didu chinh liéu khi dung dong thoi 2 thude nay trong mot thoi gian nhét
dinh & lidu/ dang thude nghién cuu. Nhirng quan sat tir nhimg nghién ciru vé tuong tac thude sir dung dang vién
nang gelatin mém c6 thé khéng giéng nhu khi ding vién nang gelatin cling ctia saqumavn Nhiing quan sat tur
nhitng nghién ciiu tuong tac thubc duge thuc hién chi voi saquinavir c6 thé khong gidng nhiing tac dung thay
dugc khi didu tri voi saquinavir/ritonavir. Khi dung chung saquinavir va ritonavir, nén luu ¥ tac dung tiém an
cua ritonavir 1én clarithromycin. (xem CANH BAO VA THAN TRONG, TUONG TAC THUOC).

THAINGHEN VA CHO CON BU :

Phu nir c6 thai

Tinh an toan cua clarithromycin trong thoi ki mang thai chua dugc thiét 1ap. Vi vay khong nén s dung
clarithromycin trong thoi ky mang thai hodc cho con bu trir khi l¢i ich I6n hon nguy co.

Phu nir cho con bi

Tinh an toan cua clarithromycin trong thoi ky cho con bu chua dugc thiét 1ap. Clarithromycin dugc xac dinh c6
trong sitra me.

TAC PONG CUA THUOC TRONG KHI LAY XE VA VAN HANH MAY MOC

Chua ¢6 bao cao vé tac dong cua thube trong khi lai xe va vén hanh may moc.

Nén khuyén cao bénh nhan vé& nguy co hoa mét chéng mat, 1n 1gn, mat phuong hudng c6 thé xay ra khi st
dung thubc.

TAC DUNG BAT LQI

Céc tac dung bit lgi phd bién lién quan toi diéu tri clar ithromycin la dau bung, tiéu chay, budn noén, nén va loan
vi gidc. Nhitng phan tng bét loi nay thuong nhe va da dugc biét nhu la tac dung bt lgi clia cac thubc macrolide.
Trong cac nghién ctru 1am sang, khong co su khac nhau dang ké vé ty 18 gip tac dung bét lgi trén dudng tiéu hoa
trén bénh nhan c6 hodc khong nhiém mycobacterial trudc do. Bang dudi ddy néu ra nhitng tac dung bét loi duoc
béo cdo ¢ nhiing bénh nhan dang st dung clarithromycin trong nhiing nghién cau lam sang va bao cdo sau khi
dua thudc ra thi truong. Nhing tac dung bat lgi nay dugc sip xép theo hé théng clia co thé va tin sudt xuat hién,
quy udc nhu sau: rat thuong gap (>1/10), thueng gap (>1/100 - <1/10), it ggp (>1/1000 - <1/100) va khéng rd

[§]



(phé&n ing ghi nhan dugc th dua thudc ra thi truong, khong thé danh gia duoc tir dir ligu sén ¢6). Voi mdi nhom
tan suat, phan ung bat lgi dugc trinh bay theo mic dd nghiém trong giam dan.

Kltén_g o

Khong thé danh gia tir dii
liéu san cé
Viém dai trang gia mac,
nhiém tring da giy sét cao
cép tinh

Ching mat bach cau hat,
giam lugng ticu cau

S6c man cam, phu bach
huyét

Loan than kinh, tinh trang 10
1An, mat nhan cach, trim
cam, mit phuong huéng, 4o
giac, mo bat thuong, hung
cam

Tdc dung bit lgi theo Rit thuong Thiurong Khong thuong xuyén
hé thing co quan co xuyén xuyén
thé >1/10 >1/100 - >1/1000 - <1/100
<1/10

Nhiém trung va tinh Viém mo té bao', bdi nhiém

trang nhiém tring nam candida, viém da day
rudt?, nhiém trl‘mgS, nhiém
trung 4m dao.

Hé mau va bach huyét Giam bach cau, giam bach
cdu da nhan trung tinh*, tang
tidu cdu’, ting bach ciu ai
toan’

R&i loan hé mién dich Phan ting phan vé', phan

| | (ng qua man.

R6i loan vé chuyén héa Chén #n, giam su ngon

va dinh dudng _miéng.

Réi loan tam than Mat ngii Lo au, cang thang’

R&i loan hé than kinh Loan vi Chirng mat y thuc', loan van
giac, dau dong', chong mit, ngu lo
dau, cam mo, run
giac nhat
miéng

Ro6i loan tai va tai trong

R6i loan tim mach

R6i ioan mach

" ROi loan ho hép, 1ong
nguc, trung that

R6i loan duong tiéu hoa

Chimng co giat, mat vi giac,
loan khiru giac, mat khau
giac, cam giac khac thuong

=

Gian mach'

Chong mat, nghe kém, U tai

v

biéc

\ . ~l .
Ngirng tim', rung nhi', kéo
dai khoang QT, ngoai tam

P
thu', danh trong nguc.
| S HBEY

Xoén dinh, nhip nhanh that

Hen phé quan', chay mau
miii’, ngh&n mach phoi'

Tiéu chay,

Viém thuc quém], trao

Xuat huyét

Viém tuy cap, doi mau luoi,

nén, khé nguoc da day thuc quan’, dbi mau rang.
tiéu, budn viém da day, dau truc trang
nén, dau cach hdi®, viém miéng, viém
bung ludi, truong bL_mg4, tao boén,
khé miéng, ¢ hoi
R6i loan h¢ gan mét Chicning | U mat’, viém gan*, tdng Suy gan, vang da
gan bat men gan (SGOT, SGPT),
thuong tang gamma-
I glutamyltransferase”. |
R6i loan da va mo dudi Phat ban, Viém da bong nuge’, ngua, Hoi ching Stevens-Johnson,
da tang tiét mé day, ban san’ hoai ti biéu bi nhiém dac,
md hoi phat ban do phan tng thudc
kém chung tang bach ciu ua
acid va triéu chimg toan
than (DRESS), tring ca
R&i loan co xuong va Co thit co’, cung co’, dau Globin co niéu kich phat’ ",
m¢ lién két co’ | bénh Iy co
Roi loan than va tiét Téang creatinin mau’, tang Suy than, viém than k&
niéu | ure huyét'
Céc roi loan chung va Viém tinh Dau tai vi Kho chiu’, sét’, suy nhuogc,

tai vi tri dung thube

mach tai vi

rera |
tri tiem-,

dau nguc®, on lanh®, mét




oot A i o - . o el
tri tiém' viém tail vi motl

tri tiém' -
Céc xét nghiém Bat thuong ty 1¢ Chi s6 INR ting, thoi gian
albumin/globulin’, tang prothrombin kéo dai, thay
phosphatase kiém mau’, d6i mau nuéc tiéu

tang men lactate
dehydrogenase méu

" Do céac phan ng nay duoc bao cdo tinh nguyén tir cong ddng véi ¢d mau khong xéac dinh, khong thé uée lugng
chinh xac tan suét hozc thiét 1ap duge mbi quan hé nhan-qua vai thude sir dung. Udce tinh trén 1 ty bénh nhan diéu
trl -ngay vdi clarithromycin

" Trong mét sd bao cao vé globin co niéu kich phat, clar ithromycin dé dugc st dung ddng thoi véi cac thube khac
duoc biét c6 lién quan t6i globin co niéu kich phat nhu céc thude statin, fibrat, colchicin hogc allopurinol.

' Phan g bét loi dugc bao céo chi vai dang bao ché bot pha dung dich tiém

2 Phan tmg bét loi dugc bao céo chi véi dang bao ché vién nén phong thich chdm
7 Phan tmg bét loi duoc bao cao chi véi dang bao ché cém pha hon dich ubng

* Phan ang bét loi dugc béo cdo chi véi dang bao ché vién nén

Bénh nhan suy giam mién dich

O bénh nhan AIDS va nhiing bénh nhén suy giam mién dich khac duogc diéu tri voi lidu cao clarithromycin
trong thoi gian dai cho nhiém mycobacterium, rat khé phan biét dau Ia tac dung bat loi gay ra do clarithromycin
hay la tri¢u chimg cua bénh HIV hodc bénh hién tai.

O bénh nhan ngudi 16n, tac dung bét loi duge bao cao hay gap nhat khi cho bénh nhén ding liéu tong 1000
mg/ngay 1a: budn non, nén, rdi loan vi giac, dau bung, tiéu chay, mén ngura, ddy hoi, dau dau, tao bon, réi loan
thinh giac, tang SGOT va SGPT.

Nhiing tac dung bat loi it gdp hon bao gdm: kho tha, mit ngu va khd miéng. O bénh nhan bj suy giam chuc
nang mién dich, nhitng két qua xét nghiém thu dugc bing cach phan tich nhiing gia tri d6 bén ngoai cac nong do
rit bt thuong (c6 nghia la qua cao hay qua thép) trong thu nghiém déc thu. Dya vao co s¢ cua tiéu chuan nay,
c6 khoang 2-3% nhiing bénh nhén dang dung clarithromycin liéu 1000 mg hang ngay nay co6 nong doé SGOT va
SGPT tang bit thuong mot cach nghiém trong, va cé s lugng tiéu cAu va bach ciu thip mot cach bat thudng.
Mot ty 1€ nho bénh nhéan cling ting BUN.

CAC PAC TiINH DUQC LY (.~
DUQC LUC HOC ¢
Nhom diéu tri: Khang vi khuan tac dung toan than, macrolide.

Ma ATC: JOIFA09.

Vi sinh hoc

Clarithromycin 1a mot dan chit ban tong hop ciia elythromycm A. N6 ¢6 hoat tinh khang khudn bang cach két
hop voi tidu don vi ribosome 50s cita nhiing vi khuan nhay cam va trc ché tong hop protein. N6 ¢6 hiéu luc cao
chéng lai nhidu vi sinh vat gram duong va gram am ai khi va ky khi. Nong do trc ché ti thiéu (MICs) cla
clarithromycin noi chung thap hon hai lan so véi MICs clia erythromycin. Chét chuyén hoa 14-hydroxy cua
clarithromycin ciing ¢6 hoat tinh khang khuén. MICs ctia chit chuyen hod nay bang hodc cao gap hai lan 50 vOi
MICs ciia chit me, ngoai trir véi H. influenzae trong d6 chit chuyén hoa 14-hydroxy c6 hoat tinh cao gép hai lan
phac hop me.

Trong in vitro, Clarithromycin thudng c6 hoat tinh chéng lai nhiing vi khuén sau:

Vi khuén gram duong

Staphylococcus aureus (nhay cam voi methicillin); Strepptococcus pyogenes (lién ciu tan huyét B nhom A); lién
ciu tan huyét o (nhom viridans); Streptococcus (Dipplococcus) pneumoniae; Streptococcus agalactiae;
Listeria monocytogenes.

Vi khuén gram am

Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella (Branhamella) catarrhalis, Neisseria
gonorrhoeae, Legionella pneumophila, Bordetella pertussis, Campylobacter jejuni.

Mycoplasma

Mycoplasma pneumoniae; Ureaplasma urealyticunt.

Nhirng vi sinh vt khac

Chlamydia  trachomatis;  Mycobacterium — avium; Mycobacterium leprae;  Mycobacterium  kansaii,
Mycobacterium chelonae; Mycobacterium fortuitum; Mycobacterium intracellulare,

Nhirng vi khuén ky khi

Bacteroides fragilis nhay voi macrolide, Clostridium perfrigens;, Peptococcus species; Peptostreptococcus
species, Propionibacterium acnes.



Clarithromycin ciing c6 hoat tinh diét khuén chdng lai nhidu chung vi khuan. Nhimg vi khudn nay gém
Haemophillus influenzae, Streplococcus pneumoniae, Streplococcus pyogenes, Streptococcus agalactiae,
Moraxella (Branhamella) catarrhalis, Neisseria gonorrhoeae va Campylobacter spp.

Hoat tinh cua clarithromycin voi Helicobacter pylori & pH trung tinh cao hon ¢ pH acid.

DUOJC PONG HOC

Hép thu

Dong hoc cua clarithromycin dung ubng da dugc nghién ctru & céc loai dong vat va ¢ nguoi I6n. Cac nghién ctu
nay cho thiy clarithromycin dugc hap thu nhanh véi sinh kha dung tuyét doi khoang 50%. ft thdy co su tich tu
hay su tich tu bét thudng nao va khuynh huong chuyén hoa khong thay dbi & bat ky loai nao sau khi ding nhiéu
lidu. An ngay trude khi dung thude sé lam ting sinh kha dung cua clarithromycin trung binh khoang 25%. Noi
chung, su gia tdng nay nho va it co y nghta 1am sang vai cac phéac dd lidu ding dang dugc khuyén co. Nhu vay,
clarithromycin c6 thé dung cung hoac khong cling véi thic an.

Phén bd, bién ddi sinh hoc va thai trir

In vitro

Két qué ctia cac nghién ctru in vitro cho thdy su gin két ctia clarlthromymn véi protem trong huyet tuong nguoi
trung binh khodng 70% ¢ cac nong do 0,45-4,5 meg/ml. Su giam ty 16 gén két xuong 41% ¢ nong do 45 meg/ml
goiy ring céc vi tri gin két c6 thé bj bdo hoa, nhung diéu nay chi xdy ra & cac nong d cao hon nhiéu nong do
diéu tri.

In vivo

Két qua nghién ciru & dong vat cho thiy nong d clarithromycin trong tAt ca cac mo, ngoai trir hé than kinh
trung uong, cao hon nhiéu lan ndng dé thude trong hé tuan hoan. Nong do thude cao nhét duge thiy trong mod
phdi va ﬂan 0 do ty 1€ gilia ndng d¢ thude trong mé so voi huyet twong tir 10 dén 20. Clarithromycin dugc hép
thu nhanh va tdt tir dudng tidu hoa sau khi udng. Chét chuyén héa hoat tinh vi khuén 14-hydroxyclarithromycin
duogc hinh thanh tir vong chuyén héa dau tién.

Clarithromycin c6 thé sir dung ma khong lién quan gi dén bira an boi vi thire an khong anh huong dén muc do
sinh kha dung cua vién nang Clarithromycin. Thirc 4n c6 thé lam chidm khoi phat qua trinh hép thu
clanlhmm) cin va hinh thanh chét chuyén héa 14-hydroxy mét chut. -
Nhirng ddi twong binh thudng

O liéu 250 mg 2 lin/ngay, ndng do dinh trong huyét tuong & trang thai 6n dinh & ngay thir 2-3 dat trung binh 1
meg/ml voi clarithromycin va 0,6 mcg/ml voi 14-hydroxy clarithromycin, trong khi thoi gian ban hiy cua
clarithromycin 1a 3-4 gid va ctia 14-hydroxy clarlthromycm la 5-6 glor Véi lidu 500 mg, 2 lan/noay Coax CUA
clarithromycin va chat chuyén hoa ¢ trang thai 6n dinh dat duoc ¢ liéu th nam. Sau heu thtr nam va thu bay,
Conax Ca clarithromycin ¢ trang thai &n dinh 1a 2,7 mcg/ml va 2,9 meg/ml; cua chét chuyen héa trung binh la
0,88 mcg/ml va 0,83 mcg/ml. Thoi gian ban thai cua thude me O lidu 500 mg la 4,5-4,8 gidy, trong khi cua 14-
hydroxy clanthromycm 14 6,9-8,7 gio. O trang thai 6n dinh nong do cual4-OH-clarithromycin kKhong tang tuong
ung voi lidu ciia clarithromycin, va thoi gian ban huy biéu kién cua ca clarlthlomycm va chit chuyén hod ¢6
khuynh hudng dai hon ¢ céc lidu cao hon. Kiéu dugc dong hoc khong tuyén tinh cua clarithromycin cung v6i
viéc giam tao thanh cac san phim cua qua trinh 14-hydroxylation va N- demethylatlon & liéu cao cho thay rang
su chuyén héa khong tuyén tinh ciia clarithromycin tré nén ro rét hon & lidu cao.

O nguoi 16n udng lidu duy nhét 250 mg hay 1200 mg clarithromycin su bai tiét qua nude tidu chiém khoang
37,9% & liéu thip va 46% ¢ liéu cao. Thai trir qua phan chiém khoang 40,2% va 29,1%.

Bénh nhan

Clarithromycin va chét chuyen hoa 14-OH phén bd mot cach dé dang vao cac mé va dich cua co thé. Nhiing dit
liéu han ché thu dugc tir s6 luong nho bénh nhan cho thay clarithromycin khong dat duoc nong do co y nghia
trong dich ndo tiry sau liéu udng (c6 nghia la chi 1- 2 % nong do trong huyét thanh & trong dich ndo tuy ¢ nhiing
bénh nhén c6 hang rao mau-dich néo tuy binh thudng). Nong do trong cic md thudng cao gép 2 l4n so vo&i ndng
d6 trong huyét thanh. Vi du vé nong do trong cac mé va Iz_u_vcl thanh dugc trinh bay dudi ddy

Nong d ( Sau licu 250 mg méi 12 gio)
Loai m6 M6 (meg/g) Huyét thanh (mcg/mlL)
Amidan 1,6 0.8
Phoi 8,8 1,7

Suy gan

Trong mét nghién ciru so sanh giita mét nhém nguoi khoe manh véi mot nhém bénh nhan bi suy gan duoc dung
250 mg clarithromycin 2 lan/ngay trong 2 ngay va mét lidu don 250 mg & ngay thu 3, nong do trong huyét
tuong ¢ trang thai 6n dinh va su dao thai cua clarithromycin khong c6 su khac biét dang ké giita hai nhom.
Nguoc lai, nong d6 ¢ trang thai 6n dinh clia chét chuyen héa 14-OH thap hon rd rét & nhém bénh nhan suy gan.
Su giam dao thai cac chét chuyén hoa ndy cua hop chat me bdi qua trinh 14-hydroxylation duoc bu dip phan
nao boi su ting dao thai qua than cta thude me, do do ndng d6 ciia thudc me & trang thai 6n dinh gitta 2 nhom la



twong duong, Két qua nay cho thdy khong can diéu chinh liéu ¢ nhiing ngusi bi suy gan méic do tir vira dén
néng nhung c6 chuc nang than binh thudng.
Suy thén
Mot nghién ctu duge tién hanh nham danh gid va so sanh di liéu dugc dong hoc khi dung nhiéu lidéu 500 mg
duong udng clarithromycin ¢ ngudi c6 chic nang than binh thuong va nhiing nguorl bi suy than. Nong do trong
huyet tuong, thoi gian ban thai, C,,, va C,,,,n cho ca clarithromycin va chét chuyen héa 14-OH cao hon va AUC
l6n hon ¢ nhitng bénh nhén suy than. Hiang s6 toc do thai trir (Kem)va su bai tiét qua nude tiéu thap hon. Miic
do khac biét cua nhiing thong s6 nay c6 lién quan dén muc do suy than, suy than cang ning su khac biét cang
I6n (xem Chéng chi dinh, Liéu dung va Cach sur dung).
Ngudi cao tudi
Mot nghién ctiu dugc tién hanh nham danh gia va so sanh d6 an toan va cac db liéu duge dong hoc khi dung
nhiéu lidu 500 mg clarithromycin duong udng cho nhiing dan 6ng va nhiing phu nir cao tudi khoe manh so véi
nhitng nam gidi va phu nii tré tudi khoe manh. O nhom cao tudi, nong d6 tudn hoan trong huyét tuong cao hon
va su dao thai chdm hon so v6i nhom tré tudi cho ca chit me va chit chuyén héa 14-OH. Tuy nhién, khong ¢6
su khac biét gifra 2 nhom khi su bai tiét qua than twong quan véi do thanh thai creatinine. Diéu nay cho théy bat
ky su anh huéng nao dén sy chuyén hoa clarithomycine déu lién quan dén chirc ning cua than va khéng lién
quan gi dén tudi tac.
Nhiém Mycobacterium avium
Sau khi dung liéu 500 mg clarithromycin mdi 12 git trén bénh nhén truéng thanh nhiém HIV, nong do & trang
thai 6n dinh caa clarithromycin va 14-OH-clarithromycin tuong tu nhu & nguoi binh thuong. Tuy nhién ¢ liéu
cao hon cin dé diéu tri nhiém Mycobacterium avium, néng do clarithromycin cao hon rit nhiéu so voéi khi dung
liéu binh thuong. O bénh nhan truong thanh nhiém HIV dang st dung liéu 1000-2000 mg/ngay chia 2 1an, Cy.x
cua clarithromycin & trang thai 6n dinh tir 2-4 mcg/mL va 5-10 mcg/mL theo thir tu. Thoi gian ban thai dai hon
khi dung liéu cao hon so v&i liéu binh thudng trén ngudi binh thuong, Néng do cao hon trong huyét tuong va
thoi gian ban thai dai hon véi nhiing liéu nay phi hop véi duge dong hoc khong tuyén tinh da dugc biét cua
clarithromycin.
Dung ddng thoi véi Omeprazole
Mot nghién ciru dugc dong hoc da dugc tién hanh voi clarithromycin 500 mg ngay 2 Jin va omeprazole 40 mg
ngay 1 14n. Khi sir dung mot minh clarithromycin lidu 500 mg mdi 8 gio, gia tri Cpnay trung binh vao khoang 3,8
mcg/mL va Cy;, trung binh vao khoang 1,8 mcg/mL. Gia tri trung binh AUC,5 cta clarithromycin la 22,9
111cg/gib‘/1nL. Tumae VA thoi gian ban thai 1an luot 1a 2,1 gid va 5,3 gid khi dung clarithromycin lidu 500 mg ngay
3 lan.
Trong cing nghién ciru khi ding clarithromyein liéu 500 mg ngay 3 lan cung lic véi omeprazole 40mg ngay |
14n, thoi gian ban thai va AUC., ctia omeprazole tang 1én. Ddi voi tit ca cac déi tuong khi ding két hop véi
clarithromycin, gia tri AUCq.,4 trung binh ciia omeprazole cao hon 89% va T, cao hon 34% so vai khi ding
mot minh omeprazole. Khi dung két hop véi omeprazole, gid tri Cpax Cmin, va AUCqg ¢ trang thai on dinh cua
clarithromycin ting 1&n 10%, 27%, va 15% theo thi tu, cao hon gid tri dat dugc khi dung clarithromycin voi gia
duoc.
O trang thai 6n dinh, ndng do cua clarithromycin trong mang nhdy da day sau khi uéng 6 gid 6 nhém
clarithromycin/omeprazole cao hon 25 14n so v&i nhom ding mét minh clarithromycin. Néng do clarithromycin
trung binh trong mé da day sau khi udng 6 gio & nhom clarithromycin/omeprazole cao hon 2 lin so véi nhém
dimg clarithromycin véi gia duoc.

DU LIEU AN TOAN TIEN LAM SANG

Poc tinh cip, ban man tinh va mén tinh

Céc nghién ciru duoc tién hanh trén chudt nhat, chudt cong, cho va/hode khi duge dung clarithromycin duong
udng. Thoi gian udng thay d01 tir mot lidu duy nhét cho den lidu nhic lai trong 6 thang lién ticp.

Trong nhirng nghién ciu cap trén chudt nhét va chuét céng, sau khi dua vao da day mét lidu don 5 g/kg trong
luong co thé, c6 mot chudt cdng bi chét nhung khéng c6 chudt nhét nao bj chét. Do do liéu trung binh gy chét
cao hon 5 g/kg, liéu cao nhit c6 thé dung dugc.

Khong thy co tac dung bét loi xay ra trén dong vét khi ding clarithromycin liéu 100 mg/kg/ngay trong 14 ngay
lién tiép hoac 35 mg/kg/ngay trong 1 thang. Tuong tu, khong c6 tac dung bat loi trén chudt cng khi su dung
lidu 75 mg/kg/ngay cho 1 thang, 35 mg/kg/ngay trong 3 thang, hoac 8 mg/kg/ngay trong 6 thang. Cho nhay cam
hon véi clarithromycin, dung nap dugc lidu 50 mg/kg/ngay trong 14 ngdy, 10 mg/kg/ngay trong 1 va 3 thang, va
4 mg/kg/ngay trong 6 thang ma khong thdy c6 tac dung bat lgi nao.

Nhiing ddu hiéu 1am sang chinh & liéu gy doc trong nhiing nghién ctru trén bao gdm nédn, yéu mét, glam tiéu
thu thirc 3n va giam sy ting cén, tiét nuéc bot, mét nudc, hidu dong thai qud. Hai trong 10 con khi dung lidu 400
mo/kg/ngay da bi chét trong ngay diéu tri thir 8; mau vang cua phén bj mét di & mot s6 con khi séng sét khi st
dung liéu 400 mg/kg/ngay trong 28 ngay.
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B phan bi nhiém doc chu yéu o tat ca céc loai Ia gan. Su ting ddc tinh trén gan & tat ca cac loai co thé duge
phat hién boi su ting som ndng do trong huyét thanh cta phosphatase kiém, cac men gan alanine va aspartate
aminotransferase, enzym gamma-glutamyl transferase, va/hogc lactic dehydrogenase. Khi nging su dung thude
cac thong sb nay s& tror vé gia tri binh thuong. Ngoai ra trong nhiing nghién cru khac, nhiing t6 chirc it chiu anh
huong hon la da day, tuyen trc va md bach huyét khac va than. Xung huyét két mac va chay nudc mat sau khi
ding lidu gan vai lidu didu tri chi xay ra & cho. O lidu lon 400 mg/kg/ngay, mot s6 cho va khi xuat hién tinh
trang duc va/hodc phu giac mac.

Kha néing sinh san, sy sinh san va tinh gy quai thai

Nhirng nghién ciru vé kha nang sinh san va su sinh san cho thdy véi lidu hang ngay 150 dén 160 mg/kg/ngay
trén chudt cong duc va cai khong gdy nén tac dung bét loi nao dén chu ky dong duc, kha nang sinh san, qua
trinh sinh de, s6 luong va kha nang séng sét ctia chudt con. Hai nghién cuu vé tinh gay quai thai trén ca 2 loai
chudt cbng Wistar (duong udng) va Sprague-Dawley (dudng udng va tiém tinh mach), mot nghién ctru trén tho
trang New Zealand va mot nghién cru trén mot loai linh truéng (khi cynomolgus) khong g phat hién thdy tinh gdy
quai thai gy ra boi clarithromycin. Chi trong mét nghién cuu bd sung trén chudt cdng Sprague- Dawley ¢ lidu
tuong tu va ¢ nhiing diéu kién tuong tu can thiét, xuat hién mot ty 1€ rét thip khong c6 y nghia théng ké
(khoang 6%) nhiing bat thuong tim mach. Nhiing bét thudng nay xuat hién l1a do bleu hién tu phat nhiing thay
dbi di truyén trong bay dan. Hai nghién ctru trén chudt nhat ciing cho thdy mot xac sudt ho ham éch (3 dén 30%)
sau liéu cao hon 70 lan liéu thudng ding hang ngay trén ngudi (500 mg, 2 lan/ngay), nhung & liéu cao hon 35
l4n liéu t6i da ding hang ngay thi ¢6 doc tinh cho khi me va bao thai, nhung khéng gy quai thai.

Clarithromycin lam sdy thai trén khi khi ding liéu khoang 10 1an cao hon gioi han trén cua lidu thudong dung
hang ngay trén nguoi (500 mg, 2 Jan/ngay), bt dau tir ngay co thai thir 20. Két qua nay cho thay & lidu rét cao,
thude c6 doc tinh 1én khi me mang thai. Mot nghién ctu khéac trén khi mang thai véi liéu 2,5 dén 5 1an cao hon
liéu cao nhat du dinh dung hang ngay khong gay nén bat ky su nguy hiém nao dén bao thai.

Mot thir nghiém vé kha ning gay chét trén chudt nhat ding lidu 1000 mg/kg/ngay (khoang 70 1An cao hon liéu
ding tdi da ding trén lam sang © nguoi) cho thdy rd rang khong cé su dot bién nao, va trong nghién ciu
Segment 1 & chudt cdng sir dung liéu dén 500 mg/kg/ngay (khoang 35 14n cao hon so vai lidu téi da ding trén
lam sang hang ngay ¢ nguoi) trong 80 ngay, khong thdy ddu hiéu vé réi loan chiic nang sinh san ctia chudt duc
khi diung clanthromycm liéu rat cao trong thoi gian dai.

Tinh gay dot bién

Nhiing nghién ciru vé kha nang gay dot bién clia clarithromycin dugc t1en hanh bing cach sir dung ca hé théng
th xét nghiém khong hoat hoa va hoat héa microsom cua gan chudt cbng (thu nghiém Ames) Két qua cua
nhitng nghién ctu nay cho thay khong c6 bano chimg nao vé kha ning gy dot bién ¢ néng do < 25 mcg/dia
Petri. O non(7 d6 50 mcg thubc ¢ doc tinh voi 14t ¢4 cac ching dugc thir nghiém.

QUA LIEU

Nhiing bao cao cho thay viéc udng luong Ién clarithromycin ¢6 thé gy ra nhiing triéu chung vé tiéu hoa. Mot
bénh nhan co bénh sir r6i loan ludng cuc khi ung phai 8 gram clarithromycin va cho thdy tinh trang tdm than bi
thay doi, trang thai hoang tuong, ka-li mau giam va o-xy mau giam. Nén diéu tri nhiing phan tung di ing di kem
khi dung qua liédu bang cach rira da day va didu tri hd trg. Gibng nhu nhiing macrollde khéc, ndng do
clarithromycin trong huyét thanh khéng bi anh huéng béi loc mau hosc thim phan phiic mac.

Bao quan ¢ nhiét do dudi 30°C. Tranh anh sang.
Khéng ding thudc qua han sit dung. Dé thude ngoai tam tay tré em.

BAO QUAN (o~
|

Thong bdo cho bdc si nhitng tic dung khéng mong muén gap phii Khi'ste dung rIm,_éc
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Dong goi: Klacid Forte, Hop 1 vi x 14 vién
Han dung: 36 thang ké tir ngay san XUAt. \ e
Ti€u chuin: Nha san xuat. \ A asE

San xuét boi: Aesica Queenborough Limited, North road, Queenbm;(.m Kén 211 5EL, UK (Anh qudc)
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