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THANH PHAN CONG THUC

Thanh phén hoat chat: M&i vién nén bao phim chua clarithromycin 500 mg

Thanh phén té duge: Sodium croscarmellose, microcrystalline cellulose, silica gel, povidone, stearic acid, magnesium
stearate, talc, hydroxypropylmethylcellulose, hydroxypropyl cellulose, propylene glycol, sorbitan mono-oleate, E-171,
sorbic acid, vanillin, E-104

DANG BAO CHE
Vién nén bao phim, hinh trdi xoan mau vang

CHI PINH DIEU TRI
Klacid duge chi dinh trong didu tri nhidm tring do mét hozc nhiéu vi khuan nhay cam. Nhimg chi dinh gbm:

- Nhiém tring dudng ho hdp dudi, vi du viém phé quan cép tinh va man tinh, viém phdi. (xem muc Canh béo,
than trong va Dugc luc hoc — Céc thir nghiém vé tinh nhay cam)

- Nhiém trung dudng hd hép trén, vi du viém xoang va viém hong.

- Nhiém tring da vd md mé&m vi du: viém nang 16ng, viém mo té bao va viém quing (xem muc Canh bao, thdn
trong va Dugc luc hoc — Cde thir nghiém vé tinh nhay cam)

- Nhiém vi khun lan téa hofic khu tri do cdc vi khuin Mycobacterium avium hogc Mycobacterium
intracellulare. Nhifm khudn khu tra do Mycobacterium chelonae, Mycobacterium fortuitum, hodc
Mycobacterium kansasii

- Clarithromycin dugc chi dinh dé ngan ngira nhiém khuén lan toa do Mycobacterium avium complex (MAC) ¢
nhiing bénh nhan nhiém HIV véi s6 lugng té bao bach huyét CD4 it hon hoZc bang 100/mm?>,

- Clarithromycin phéi hop voi thudc khang vi khudn khac nhu ethambutol trong chi dinh diéu tri nhiém khuén
lan toa do Mycobacterium avium complex (MAC) & nhing bénh nhén nhiém HIV véi s6 lugng té bao bach
huyét CD4 it hon hogic bang 100/mm?’.

- Clarithromycin ding két hop v6i chét e ché acid trong chi dinh diéu tri diét trir H. pylori & bénh nhan loét td
trang tai phat (xem muc Liéu dung va cach ding)

LIEU DUNG VA CACH DUNG
Ngudi 1ém: Trong nhiing truomg hgp nhiém tring ning, lidu ¢6 thé ting dén 500 mg m&i ngay hai lan. Thoi gian diéu tri
thong thuong 14 5 dén 14 ngay, ngoai trir trudng hop didu tri viém phdi méc phai & cong ddng va viém xoang cin 6-14
ngay didu tri.
- Liéu ding ¢ bénh nhan nhi&m mycobacteria: liéu khuyén céo dbi v6i ngudi lon 1 500mg, 2 lan/ngay.
- Pidu tri céc bénh nhidm khudn MAC & nhiing bénh nhan AIDS cAn duoc tiép tuc, khi thay ¢6 loi vé 1dm sang
va vi sinh vét. Clarithromycin nén dugc sir dung k&t hop voi céc thubc khang vi khuén khac.
- Piéu tri nhiém vi khuén lao khong dién hinh (mycobacteria nontuberculous) nén tiép tuc theo quyét dinh cua
cac bac sl
- Lidu ding cho du phong nhiém khudn MAC: liéu khuyén cdo ctia clarithromyein & ngudi lon la 500 mg, 2 ldn/
ngay.
Pidu trj cac bénh nhiém khuin MAC ¢ nhng bénh nhin AIDS
Nguai lon: ) . . )
Phéc dd uu tién: clarithromycin uéng 500 mg/lén x 2 lan/ngdy + ethambutol uong 15 mg/kg/ngdy.
Yem xét thém thudc thir ba cho ngudi bénh suy giam mién dich ning (CD4 < 50 té bao/mm?) bao gdm: rifabutin 300
mg ubng hang ngay hodc fluoroquinolone nhur levofloxacin 500 mg ubng hing ngay hodc moxifloxacin 400 mg ubng
hang ngay.
Ngimg didu tri MAC khi ngudi bénh duge didu trj phéc do trén it nhat 12 thang, khéng con biéu hién 14m sang ciia
MAC va duge diéu tri ARV c6 sé lugng t& bao CD4 tang > 100 té bao/mm?® trén 6 théang,
Tré em:
Clarithromycin: 7,5 — 15 mg/kg x 2 1an trong ngy (tbi da 500 mg/lidu) phdi hop v6i ethambutol 15-25 mgrke ubng mot
lan/ngay (toi da 1000 mg).
Khéng ngimg didu tri néu ré < 2 tudi. DSi véi tré trén 2 tudi, tidu chuén ngimg didu trj giéng nhu ngudi 16n.
Diét trir H. pylori:
O nhitng bénh nhan bi loét da day ta trang do nhiém f. pylori, co thé ding clarithromycin véi lidu 500mg hai lan mdi
ngay két hop véi cac thube khang sinh khac pht hop va mét chét tic ché bom proton trong 7-14 ngay.
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Cin tham khéo huéng dén chinh thire vé diét trir H. pylori.

Dudi day 1a mot s6 vi du vé phac db diét trtr H. pylori

Phée db ba thubc:

Clarithromycin 500 mg m3i ngdy 2 Ian cing voi amoxicillin 1000 mg mdi ngay 2 lan va mot thude e ché bom proton
dung lidu chuén m&i ngay 2 1n, ding trong 14 ngay.

Phdc d6 bén thude: mot thube e ché bom proton mdi ngay 2 Ian cung véi amoxicillin 1000mg mdi ngay 2 lan,
Clarithromycin 500mg m&i ngdy 2 14n va tinidazole 500mg hodc metronidazole 500mg m8i ngay 2 lin, ding trong 14
ngay.

Phéc dé néi tiép trong 10 ngay:

Mt thude e ché bom proton mdi ngay 2 14n clng véi amoxicillin 1000mg mdi ngay 2 1An, dung trong S ngay lién tyc.
M6t thube trc ché bom proton mdi ngay 2 l&n cung v&i Clarithromycin 500mg mdi ngay 2 14n va tinidazole 500mg mdi
ngay 2 lan, dung trong 5 ngay.

Suy thdn:

O nhiing bénh nhén suy than véi mic thanh thai creatinine <30 ml/phat, cn chinh liéu nén giam mét nira tong liéu mdi
ngay, thi du 250 mg m&i ngay mot 14n, hogc 250 mg mdi ngay hai lan trong trudng hop néing. Khong nén kéo dai dot
didu tri qua 14 ngay & nhiing bénh nhin nay.

Tré em

Viéc str dung Clarithromycin dang phéng thich nhanh chua duge nghién ciru ¢ tré em dudi 12 tubi.

Sir dung Klacid dang hdn dich danh cho tré em.

C6 thé dung Klacid ma khong cAn quan tim dén c4c bita &n vi thirc @n khong énh huéng gi dén sinh kha dung ciia thudc

CHONG CHI BPINH

Chéng chi dinh & nhitng bénh nhén qua man cam voi nhitng khang sinh thuge nhém macrolide hodc bt ky ta duoc nao
ctia thube (xem Danh séch td dugc).

Chéng chi dinh str dung dbng thoi clarithromycin véi céc thudc sau day: astemizole, cisapride, pimozide, terfenadine vi
¢6 thé gy kéo dai khoang QT va loan nhip tim bao gdm nhip nhanh thit, rung tam that va xoéin dinh (xem muc Tuong
tac thudc). )

Chéng chi dinh sir dung clarithromycin ciing céc alkaloid ndm cya ga (vi du ergotamine hodc dihydroergotamine) do ¢
thé gy ngd déc ném cwa ga (xem muc Tuong tic thubc).

Chéng chi dinh dung clarithromycin ciing véi midazolam dang ubng (xem muc Tuong tac thubc).

Khéng nén sir dung clarithromycin cho bgnh nhan c6 tién sir khoang QT kéo dai (bAm sinh hojc c6 tién st méc phai
kéo dai khoang QT) hoic loan nhip thét, bao gdm ca xoéin dinh (xem muc Canh bo va thén trong, Tuong tac thube).
Khéng duoc sir dung clarithromycin cho bénh nhén bi ri loan dién giai (giam kali mau hodc giam magie mau do nguy
co kéo dai khoang QT).

Khéng nén sir dung clarithromycin cho bénh nhén suy gan néng c6 kém suy than.

Clarithromycin khong nén ding cling v&i céc thude tre ché enzyme HMG-CoA reductase (céc thudc statin) ma chuyén
héa phan l6n bdi CYP3A4 (lovastatin hodc simvastatin), do tang nguy co cac bénh v& co, ké ca ly giai co van (xem myc
Canh bao va thén trong).

Khéng nén sir dung Clarithromycin (va céc chét trc ché CYP3A4 manh khéc) ciing véi colchicine (xem muc Canh bao
va than trong, Tuong tac thube).

Chéng chi dinh st dung dong thoi clarithromycin voi ticagrelor, ivabradine hoiic ranolazine.

Chéng chi dinh str dung ddng thoi clarithromycin voi lomitapide (xem muc Tuong tac thudc).

CANH BAO VA THAN TRQONG KHI DUNG THUOC

Sir dung bét ky liéu phap khang sinh nao, vi du clarithromycin, dé diéu trj nhiém khuan H. pylori c6 thé tao ra cdc
chiing khang thubc.

Khéng nén ké toa clarithromycin cho phu nft ¢6 thai truée khi cén nhiic ky lugng vé loi ich va nguy co, dic biét trong 3
thang dau thai ky.

Gibng nhu cac khing sinh khac, viée sir dung clarithromycin dai han co thé gay nén sy ting sinh cua vi ndm va vi
khuan khong nhay cam véi thube. Néu xay ra boi nhidm, nén tién hanh trj liéu thich hop.

Clarithromycin duge chuyén hoa chi yéu qua gan, do vy nén thén trong khi sir dung khang sinh nay & nhiing bénh
nhén suy chire nang gan. Cling nén thén trong khi str dung cho nhiing bénh nhan suy th4n tir vira dén ning.

Cén trong khi st dung cho bénh nhén suy thén nging.

P# ¢6 bbo cdo vé rdi loan chirc ning gan, bao gbm ting men gan, viém té bao gan va / hojic viém gan  mét, c6 hoic
khéng c6 vang da khi st dung clarithromycin. Réi loan chire ndng gan co thé nghiém trong va thudmg héi phuc duge.
Trong mdt s6 truémg hop, do cd bao céo tir vong do suy gan, thuong lién quan t6i c4c bénh 1y niing c6 sin va/hogce cae
thude str dung dong thoi. Ngimg str dung clarithromycin néu xudt hién ddu hidu va tridu ching viém gan, nhu chan in,
vang da, nude tiéu sim mau, ngia, hoc dau bung,

viém ruot két gia mac da dugc béo céo voi hiu hét cac thude khang khufn, bao gdm céc macrolide, va tinh trang c6 thé
tir nhe dén de doa tinh mang. Tiéu chay ¢6 lién quan dén Clostridioides difficile (CDAD) dd dugc bao cdo khi sit dung
v6i hau hét cic loai khang sinh bao gém ca clarithromycin, va mire d§ c6 thé tr tiéu chay nhe dén tir vong, Pidu trj
khang sinh lam thay dbi vi khudn chi binh thudng cta rudt, didu nay cé thé din dén phat trién qua mirc cia C. difficile.
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CDAD phai duge quan tdm & tit ca bénh nhén bi tiéu chay sau khi ding khang sinh. Vi¢c ghi chép bénh én cAn thén 1a
cin thiét vi d4 co béo céo vé viée xuat hién CDAD 2 thang sau khi diing khang sinh.

Colchicine

Di ¢6 chc bdo cao sau khi dua thude ra th1 tredng vé& ngd doc colchicine khi ding dong thoi clarithromycin va
colchicine, dac biét & ngudi cao tudi, mot sb xay ra & nhitng bénh nhén suy than. P4 cé tir vong & mét s6 trudong hop
ndy (xem muc Tuong téc thude). Chong chi dinh sir dung déng thdi colchicine va clarithromycin (xem muc Chéng chi
dinh).

Cén trong khi ding clarithromycin ciing véi cac thube triazolobenzodiazepine, nhu tr jazolam, va midazolam dang tiém
bép va dang thim qua niém mac miéng (xem muc Tuong tac thudbc).

Cac bién ¢ trén tim mach

Hign tugng kéo dai qué trinh tai khir cyre cua tim va khoang QT, dan dén nguy co phat trién loan nhip tim va xoén dinh,

da duogc ghi nhan khi diéu tri bang thudc nhém macrolide bao gbm clarithromycin (xem myce Téc dung khéng mong

muén). Do d6 nhiing trudng hop dudi day cé thé dan dén ting nguy co loan nhip thét (bao gdm ca xodn dinh), nén than

trong khi sit dung clarithromycin & cac bénh nhén sau édy

e Bénh nhén c¢6 bénh dong mach vanh, suy tim ning, r6i loan dén truyén hodc nhip tim chdm c¢6 y nghta vé mat 1am
sang

e Khong dugc st dung clarithromycin cho bénh nhan gidm kali méu hodc giam magie mdu (xem muyc Chéng chi
dinh);

e Bénh nhan dang sit dung dong thoi cac thude géy kéo dai khoang QT khéac (xem muc Tuong tic thude).

o C,hong chi dinh sir dung ddng thoi clarithromycin véi astemizole, cisapride, pimozide va terfenadine (xem muc
Chéng chi dinh);

e Khong duge sir dung clarithromycin & nhitng bénh nhén cé khoang QT kéo dai bdm sinh hoac mic phai hoic cd tién
sit loan nhip tam thit (xem muyc Chbng chi dinh).

Cén nhéc k§ vé loi ich va nguy co trude khi chi dinh clarithromycin cho bénh nhan dang str dung h)dloxynh!umqmm
hoiic chloroquine, do kha néng tang nguy co bién c6 tim mach va tir vong do tim mach (xem muyc Tuong téc thude).

Cac nghién ciru dich & hoc diéu tra nguy co bt loi v& tim mach ctia macrolide dé cho cac két qua khac nhau. Quan sat
mot s6 nghién ctru cho théy hlcm gép nguy co ngin han nhu rdi loan nhip tim, nhdi mau co tim va tir vong do tim mach
¢6 lién quan toi macrolide bao gbm clarithromycin. Vi nhiing phat hién nay nén cén nhiic giira nguy co véi lgi ich diéu
tri khi ké don clarithromycin.

Viém phdi
Do tinh trang khang cac thudc macrolide cta Streptococcus pneumomae dang gla ting, viéc thue hién khing sinh dé 1a

quan trong khi ké toa clarithromycin cho bénh nhén viém phdi mic phai cong ddng. Clarithromycin nén dugc sir dung
két hgp véi cac thude khang sinh thich hop khac trong diéu trj viém phdi miic phai bénh vién.

Nhiém triing da va md mé&m mirc do tir nhe dén trung binh

Phén 16n cac nhiém tring da thudng do .S'faphyloc,m,czrs aureus va Streptococcus pyogenes, ca hai vi khudn nay déu c6
thé khang cac thuéc macrolide. Do vdy, viéc lam khang sinh do rat quan trong. Trong trudng hop khéng sir dung dugc
céic khang sinh nhém beta-lactam (vi du do di tmg), céc khang sinh khéc, nhu clindamycin, ¢6 the 1a lira chon déu tién.
Hién nay, cac thudc macrolide chi duoc cn nhic chi dinh diéu trj cac nhiém khuin da va md mém, nhur nhiém khuén
gay ra bdi ndm Corynebacterium minutissimum, tring cé, nhiém trung da gay sot cao cﬁp tinh va céac trudng hop khong
thé diing dugce penicillin.

Trong truong hop xudt hién céc phan img qua mén cip tmh, niing, ching han nhu séc phan vé, phan {img ¢6 hai nghiém
trong trén da (SCAR) (vi dy: ngoai ban myn mu toan thin clip tinh (AGEP) hi chu‘ng Stevens-Jonhnson hoai tir biéu bi
nhiém doc va DRESS, ngay lép tic ngimg sir dung clarithromycin va khén truong diéu tri thich hop.

Than trong khi sir dung clarithromycin ciing véi cac thubc gay kich tng hé enzyme CYP3A4 (xem muc Tuong tac
thudc).

Nén luu y dén kha ndng khéng chéo giffa clarithromycin va céc thube macrolide khéc, cling nhu véi lincomycin va
clindamycin.

Cac thudc tic ché HMG-CoA reductase (cic thudc statin)

Chéng chi dinh sir dung déng thoi clarithromycin véi lovastatin hoiic simvastatin (xem myc Chéng chi dinh). Cén théan
trong khi ké toa clarithromycin ciing véi céc thude statin khac, Di c6 bao cdo vé ly giéi co vAn ¢ nhitng bénh nhén sit
dung dﬁng thoi clarithromycin véi cac thube statin. Bénh nhén cén dugc theo doi vé cac déu higu va triéu chimg céc
bénh ly vé co. Truong horp budc phai sir dung dodng thoi clarithromycin va céc thubc statin, khuyén céo ké lidu thép nhét
duoc ding ky cia thubc statin. Cén nhéic sir dung thubc statin khéng phy thude vao chuyén héa CYP3A (vi du nhw
fluvastatin).

Céc thubc ha duodng huyét dang uéng/Insulin
Sir dyng déng thoi clarithromycin va cac thuée ha dudng huyét dang udng (nhu céc sulphonyluria) va/hodc insulin cé
thé lam giam dang ké duomg huyét. Cin kiém soét chit ch& duong huyét.
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Cac thube chéng déng duomg uéng

St dung ddng thoi clanthmmycm va warfarin c6 nguy co gly chay méu nghiém trong, ting chi s6 INR (international

normalized ratlo) va thoi gian plothrombm Phai kiém tra thudmg xuyén chi s6 INR va thoi gian prothrombin khi bénh

nhan ubng déng thoi clar ithromycin va céc thubc chéng dong.

Can than trong khi sir dung dong thoi clarithromycin véi thuée chéng dong méau téc dung tryc tiép nhu dabigatran,

rivaroxaban, dpl\‘]hdn va edoxaban dic biét dbi véi nhitng bénh nhan co nguy co chay mau cao (Xem muc Tuong tac
thudc).

KHA NANG SINH SAN, SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU

Phu nit ¢6 thai:

Tinh an toan ctia clarithromyein sir dung trong thoi ky mang thai chua dugc thiét 18p. Dua trén cac két qua khac nhau
thu dwgc tir cac nghién ctu lu,n dong vat va kinh nghiém & ngudi, khong thé loai trir kha ning anh hudng xau dén sur
phat trién ciia phoi thai. Mot ) nghién ctru quan sat danh gid viée tiép xic vai clarithromycin trong tam ca nguyét thir
nhét va tha hai da bao cdo nguy co siy thai ting lén so v6i khong sir dung khang sinh hogc sur dung khang sinh khac
trong cuing thoi ky. Cac nghién ctru dich t& hoc hién c6 vé nguy co méc céc di tat bdm sinh niing khi sir dung macrolid
bao gom ca clarithromycin trong thoi ky mang thai cho két qua trai nguoc nhau. Vi vdy khéng nén sir dung
clanthromycm trong thoi ky mang thai hodc cho con ba trir khi lgi ich 16n hon nguy co.

Phu nif cho con bi:

Mét luong nho clarithromycin duoc bai tiét vao sita me. Nguoi ta wdc tinh rang mot tré so sinh ba sita me hoan toan s¢
nhan duogc khoang 1,7% lidu lugng clarithromycin da dmu chinh theo can nang cta ngudi me. Tinh an toan cia
clarithromycin trong thoi ky cho con bu chura dwge thiét lap.

Kha ning sinh san
Céac nghién ciru vé kha nang sinh san trén chudt khong thé hién bat ky mét bing chimg nao vé cac tac hai cua viée su
dung clarithromycin [én kha nang sinh san.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Chua c6 béo cdo vé tac dong cua thube trong khi 14i xe va van hanh may méc. Nén khuyén céo bénh nhén vé nguy co
hoa mét chéng mit, 13n 1on, mét phwong huéng c6 thé xay ra khi stt dung thude.

TUONG TAC, TUONG KY CUA THUOC

Ding cdc thude sau bi chéng chi dink nghiém ngt do twong tic thube nghiém trong.

Cisapride, Q:mozlde, astemizole va terfenadine

Tang ndng do cisapride da dugc béo céo & bénh nhan ding dong thoi cisapride va clarithromycin. Piéu nay co thé gy
kéo dai khoang QT va loan nhip tim bao gdm nhip nhanh thét, rung thit va xo4n dinh. Nhitng biéu hién twong ty da
dugce thay khi ding dong thoi pimozide va clarithromycin (xem myc Lhong chi dinh).

Cac macrolide lam r6i loan sy chuyen hoéa cia terfenadine lam tang ndng do cta terfenadine, doi khi dén dén loan nhip
tim nhu kéo dai khoang QT, nhip nhanh thit, rung thit va xoén dinh (xem muyc Chéng chi dinh). Trong mot nghién clru
trén 14 nguoi tinh nguyén khée manh, ding dbng thoi clarithromycin va terfenadine lam ting 2-3 [4n nong do tmng
huyét thanh chét chuyén héa acid cua terfenadine va kéo dai khoang QT nhung khéng phat hign dugc bit ky cac biu
hién lam sang ndo. Cac biéu hién twong tu ciing duge thdy khi ding dbng thoi astemizole va cac macrolide khéc.
Alkaloid ndm cua ga

Céc bao céo sau luu hanh cho thdy dung ciing lic clarithromycin véi elgotamme hodc dihydroergotamine c6 lién quan
dén doc tinh do ndm cya ga cép ddc trung bai hién tugng co mach, thiéu mau cyc bd & cac th va cdc mO khac bao gom
¢4 hé than kinh trung wong. Chéng chi dinh ding cing lic clarithromycin v&i cac alkaloid nim cua ga (xem muc Chéng
chi dinh).

Midazolam dang uong

Khi sir clung dbng thoi midazolam voi vién nén c]anthlomycm (500 mg hai 1in mbi ngay), AUC cua mlda.»:olam tang
lén 7 14n sau khi ding midazolam dang ubng. Chéng chi dinh sir dung ddng thoi midazolam dang ubng cling véi
clarithromyein. (xem muc Chéng chi dinh)

Thubc trc ché HMG-CoA reductase (cac thude statin)

Khéng duge ding dong thosi clarithromycin véi lovastatin hoiic simvastatin vi cac thude statin nay chuy@n héa phén lén
bcn CYP3A4, tang ndng dd thudc trong huyét tuong khi str dung ciing véi clarithromycin, dan t6i ting nguy co bénh ly
vé co, ké ca ly glal co van. DA ¢ cac bao céo vé ly giai co vin & bénh nhén sir dung clarithromycin cting véi cée thudc
statin nay. Néu cén thiét phai didu trj bang clarithromyein, phéi ngimg st dung lovastatin hodc simvastatin trong thoi
gian diéu trj ndy.

Cén tlgn:c, khi ké toa clarithromycin v6i céc thudc statin. Trong céc trudng hop bt bude phai st dung clarithromyein va
céc thube statin, khuyén céo ké lidu thdp nhit dugc ding ky cua lhuoc statin. Cén nhac str dung thudc statin khong phy
thude vao chuyén héa CYP3A (vi dy nhu fluvastatin). Bénh nhén cin duge theo doi v& cac déu hiéu va trigu chimg cac
bénh ly vé co.
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Lomitapide

Chong chi dinh str dung dbng thoi clarithromycin véi lomitapide do kha nang lam ting rd rét transaminase (xem muyc
Chong chi dinh).

Chéng chi dinh str dung dong thai clarithromycin véi ticagrelor, ivabradine va ranolazine do duge chuyén héa chu yéu
boi CYP3A4 (xem muyc Chéng chi dinh).

Tic dung ciia cdc thudc kide lén clarithromycin

Cac thubc gay kich Gng hé théng enzym CYP3A (vi du: rifampicin, phenytoin, carbamazepine, phenobarbital, St John’s
Wort) ¢6 thé lam ting chuyén héa ciia clarithromycin. Pidu ndy c¢ thé lam cho ndng o clarithromycin thip dudi
ngudng diéu tri, 1am giam hiéu lyc diéu tri cia thude. Hon nita, c6 thé cén theo ddi nong do huyét twong ciia céc thudc
gdy kich tng hé CYP3A, ndng do nay co thé bi ting do clarithromycin irc ché hé CYP3A (xem théng tin san phém lién
quan khi ding céc thudc gay kich mg hé CYP3A4).

Str dyng cung luc clarithromycin va rifabutin lam ting ndng d¢ rifabutin va gidm ndng dé clarithromycin trong huyét
thanh, cing véi ting nguy co viém mang mach nho.

Céc thude sau dugc biét hoic nghi ngd ¢6 anh hudng dén ndng do tudn hoan cua clarithromycin; diéu chinh lidu
clarithromycin hodc lya chon phuong phép diéu tri thay thé nén dugc xem xét.

Efavirenz, nevirapine, rifampicin, rifabutin va rifapentin

Nhiing thubc gay kich ting hé théng chuyén hoa cytochrome P450 nhu efavirenz, nevirapine, rifampicin, rifabutin va
rifapentine c6 thé lam ting sy chuyén hoa cia clarithromycin do d6 lam giam ndng d6 cia clarithromycin trong huyét
twong, trong khi d6 ndng do ciia 14-OH-clarithromycin tang 1én, chat chuyén héa nay ciing ¢6 hoat tinh khéng khudn.
Do hoat tinh khang khuén cta clarithromycin va 14-OH-clarithromycin khéc nhau dbi v6i cac loai vi khudn khéc nhau,
hiéu qua diéu trj cé thé bj anh huéng néu str dung cing lic clarithromycin véi nhing chét gdy cam Gmg enzym.

Etravirine

Nodng d6 cta clarithromycin bi giam bdi etravirin, tuy nhién, nbng do cia chét chuyén héa c6é hoat tinh, 14-OH-
clarithromycin lai ting. Do chét chuyén hoa c6 hoat tinh14-OH- clarithromycin giam hoat tinh dbi voi Mycobacterium
avium complex (MAC) nén hoat tinh chung ddi véi tac nhan gy bénh c6 thé bj thay déi. Do vay, phai can nhéc thay the
clarithromycin bing cac thuéc khéac khi diéu tri MAC & bénh nhan c6 dung etravirine.

Fluconazole

Str dung ciing lic fluconazole 200 mg mdi ngdy va clarithromycin 500 mg 2 lan/ngay cho 21 ngudi tinh nguyén khoe
manh 1am ting ndng do téi thidu (Cin) & trang thai én dinh ciia clarithromyein 1&n 33% va dién tich dudi dudng cong
(AUC) lén 18%. Nong dd ¢ trang thai dn dinh ctia chit chuyén héa cé hoat tinh 14-OH-clarithromycin khong bj anh
hudng nhiéu khi ding ddng thoi vai fluconazole. Khong cAn didu chinh lidu cta clarithromycin.

Ritonavir

M6t nghién ciru duge ddng hoc chitng to réng ding déng thai ritonavir 200 mg mdi 8 gier va clarithromyein 500 mg
mdi 12 gi¢ trc ché 13 rét sy chuyén hoa ciia clarithromycin. Cmax clia clarithromycin téing 31%, Cuin ting 182% va AUC
ting 77% khi dung cung ritonavir. b théy trc ché hoan toan sy tao thanh 14-OH-clarithromycin. Vi clarithromycin ¢6
khoang diéu tri 16m, nén khong cén thiét giam liéu & bénh nhan c6 chirc nang than binh thuong. Tuy nhién voi bénh
nhén suy than, cén didu chinh lidu nhu sau: Véi bénh nhan c6 do thanh thai creatinin tir 30-60 ml/phut, giam lidu
clarithromycin 50%. Véi bénh nhén c6 d¢ thanh thai creatinin <30 ml/phut, giam lidu clarithromycin 75%. Khong nén
dung clarithromycin liu 16n hon 1 g/ngay cting vdi ritonavir.

Nén xem xét diéu chinh lidu & bénh nhén suy than khi cé ding ritonavir phéi hop véi cac thudc tre ché enzym protease
bao gdm atazanavir va saquinavir (xem phén Tuong téc thude hai chiéu).

Tic dung ciiq Clarithromycin lén cdc thudc khic

Thude chéng loan nhip ) o

Pi c6 cac bao cao sau khi dua thude ra thi truong vé xodn dinh xay ra khi dung cang lic clarithromycin véi quinidine
hodic disopyramide. Nén kiém ftra dién tam dd vé do dai khoang QT trong thdi gian str dung ciing lac clarithromycin voi
nhitng thuée nay. Cén theo dai nong do trong huyét thanh clia cac thubc nay trong khi diing clarithromycin. )

Pi co cac bao cdo hau mii vé ha duong huyét khi str dung dong thoi clarithromycin véi disopyramide. Do véy, can theo
d6i duomg huyét trong khi st dung dng thoi clarithromycin véi disopyramide.

Céc thubc ha duong huyét dang ubng / Insulin

Clarithromyein (rc ché CYP3A va c6 thé lién quan dén hodc gay ra ha dudng huyét khi st dung ddng thoi vai mot s6
thubc ha dudng huyét nhu nateglinide va repaglinide. Can kiém soét chit ché duong huyét.

Nhiing tuong tac qua CYP3A

Sir dung dong thoi clarithromycin, duge biét 1a mot chét o ché CYP3A, voi mot thube chuyén hoa chu yéu qua
CYP3A c6 thé lién quan dén sy ting ndng do cua thudc, didu dé c6 thé 1am tang hodc kéo dai ca téc dung didu tri va tac
dung bét loi ciia thude dung cting. Nén than trong khi sir dung clarithromyein trén nhiing bénh nhén dang diéu trj bing
nhitng thudc dugc biét 12 chit nén cia enzym CYP3A, ddc biét néu chit nén CYP3A co do an toan hep (vi duy,




https://vnras.com/drug/

carbamazepine) vavhoic chit nén dugc chuyén héa chi yéu boi enzym nay. Piéu chinh lidu ¢6 thé duge xem xét va khi
c6 thé, nong do trong huyet thanh cla cac thude chuyén hoa chi yéu bai CYP3A nén duge kiém tra chiit chg & nhiing
bénh nhan dang sir dung dong thoi clarithromycin.

Cac Corticosteroid

Lan than trong khi sir dung dong thoi clar rithromy ¢in voi corticosteroid véi corticosteroid dang hit duge chuyé u.n héa cha
yéu boi CYP3A do ¢6 kha ning phm nhiém toan than véi corticosteroid. Néu str dung dong thoi, bénh nhén cén dugce
theo ddi chiit ché cac tac dung I\hon" mong mudn toan thén cua corticosteroid.

Céc thude hogc nhom thube sau diy duge biét hodc nghi ngy Ia chuyén hoéa boi isozyme CYP3A: alprazo]am
astemizole, carbamazepine, cilostazol, cisapride, cyclosporine, dlsopyramlde nhitng alkaloid cia ndm cua ga,
lovastatin, methylprednisolone, midazolam, omeprazole, cac thudc chéng déng mau ding udng (vi du warfarin,
rivaroxaban, apixaban), c4c thubc chong loan than khong dién hinh (vi du : quetiapine), pimozide, quinidine, rifabutin,
sildenafil, simvastatin, tacrolimus, terfenadine, triazolam va vinblastine, tuy nhién danh sach nay khong hoan chinh.
Céc tuong tac thudc véi co ché tuong ty théng qua cac isozyme khéc trong h¢ théng cytochrome P450 bao gdm
phenytoin, theophylline va valproate.

Thudc chéng dong duong uon“ tac dung truc tle[) (DOACs)

Chét chbéng déng dudng udng tic dyng trye tiép dabigatran va edoxaban la chét nén cho protein van chuyén P-gp.
Rivaroxaban va apixaban dugc chuyén héa boi CYP3A4 va ciing 2 chét nén cho P-gp. Cén than trong khi sir dung dong
thoi clarithoromyein véi nhiig tac nhan nay, dic biét 1a dbi voi nhitng bénh nhén c6 nguy co chay mau cao (Xem muc
Canh bao va thin trong khi ding thude).

Omeprazole
Str dyng clarithromycin (500 mg méi 8 glfy) cling vdi omeprazole (40 mg/ngdy) trén nguoi lon khde manh. Nong do

trong huyét twong & trang thai 6n dinh ctia omeprazole ting lén (Cmax ting 30%, AUCo. ting 89% va thoi gian ban
thai ting 34%) khi dung ciing lic véi clarithromycin. D pH dich vi trung binh 24 gio la 5,2 khi sit dung mgt minh
omeprazole va la 5,7 khi dung chung omeprazole v6i clarithromyein.

Sildenafil, tadalafil v vardenafil

M3di chit trc ché enzym phosphodlestarase duge chuyén hoa, it nhat 1a mot phén, boi CYP3A, va CYP3A ¢6 thé bj te
ché khi dung déng thoi clarithromycin.

Sir dung cling lic nhiing thubc ndy véi clauthlomycm s& ¢6 thé 1am ting su phoi nhidm ciia cic chét (i ché enzym
phosphodiesterase. Nén giam lifu ctia nhitng thudc nay khi ding déng thoi véi clarithromycin.

Theophyllin, carbamazepine

Két qua cua c4c nghién ciru 1am sang cho thiy miic du tang ¢ mirc d6 khiém tén nhung ¢6 ¥ nghia théng ké (p<0 ,05)
ndng do cia theophylline hodc carbamazepine trong tufin hoan khi ding chung m@t trong nhing thude nay voi
clarithromycin.

Tolterodine

Con dudng chuyén hoa chi yéu cua tolterodine 14 qua 2D6 isoform ctia cytochrome P450 (CYP2D6). Tuy nhién, & \ 2,
nhiing ngudi khong c6 CYP2D6, dudng chuyén héa nhan biét duoc 1a qua CYP3A. O nhiing ngudi ndy, s trc ché X
CYP3A s& |am ting déng ké ndng do cia tolterodine trong huyét thanh. Sy giam liéu tolterodine c6 thé cAn thiét khi c6 N
mit cac chét trc ché CYP3A nhu 1a clarithromycin ¢ nhém cé chuyén héa CYP2D6 kém.

Triazolobenzodiazepine (vi du : alprazolam, midazolam, triazolam)

Khi dung cung lic midazolam véi clarithromycin (500 mg, 2 lin/ngdy), AUC ciia midazolam ting 2,7 lan khi dung
dudng tiém tinh mach. Néu dung midazolam duong tiém cing lac v6i clarithromycin, nén theo doi bénh nhén chit che
dé co thé didu chinh liéu. Dang thuéc midazolam giai phong qua dudng niém mac miéng, la dufmg ¢6 thé bo qua thai
trir tién hé thdng, s& c6 nhiéu kha nang gip tuong tac thubc twong tur nhu twong tac gip phal d6i véi midazolam dang
tiém tinh mach hon la twong tac gap phai khi ding midazolam dang ubng. Lwu y tuong ty ddi véi cac benzodiazepine
khéc chuyén hoa qua CYP3A, bao gom triazolam va alprazolam. D6i voi cac benzodiazepine ma sy dio thai khéng phu
thude vao CYP3A (temazepam, nitrazepam, lorazepam), sy turong téc quan trong c6 y nghta ldm sang héu nhu khéng
xay ra khi dung cuing clarithromyein.

DA c6 céc bdo cdo sau khi dua thude ra thi truong vé ce tuong téc thube va nhitng anh huéng dén hé thin kinh trung
uong (vi du budn ngit va 1a 1dn) khi ding cung lic clarithromycin voi triazolam. Nén theo ddi tac dung Ién hé thin kinh
trung wong & bénh nhin dung thude.

Nhitng twong tic thude khdc

Colchicine

Colchicine 1a chit nén cho ca CYP3A va protein vén chuyén P- g,lyt.opmtem (Pgp). Clarithromycin va cac macrolide

khéc trc ché CYP3A va ng Khi ding clanthmmycm ciing lac vai colchicine, sy (e ché CYP3A va/hay Pgp do
clarithromycin ¢6 thé din dén ting phorl nhidm véi colchicine. Can kiém tra bénh nhan vé nhitng triéu ching ldm sang

do ngd ddc colchicine. Nén giam lidu colchicine khi sir dung ddng thoi véi clarithromycin ¢ nhitng bénh nhén c6 chirc
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nang than va gan binh thuong, Ql1éng chi dinh sir dung ddng thoi clarithromycin va colchicine ¢ nhiing bénh nhén suy
than hodc suy gan (xem muc Chong chi dinh, Canh bao va than trong).

Digoxin
Digoxin 12 chit nén cho chat van chuyén P-glycoprotein (Pgp). Clarithromycin ¢ ché Pgp. Khi ding chung

clarithromycin va digoxin, su Gc ché Pgp bai clauthmmymn ¢6 thé [am tang su phoi nhiém digoxin. i c6 béo cao
giam sat vé s ting nong d¢ digoxin trong huyet thanh & bénh nhén dung cing lic digoxin va clarithromycin. Mot sb
bénh nhén c6 nhiing dau hiéu 1am sang cua nhiém doc digoxin, bao gbm céc ri loan nhip tim cé kha ning géy tir vong,
Nén theo dai chit ché ndng do digoxin huyét thanh ¢ nhiing b&nh nhan diing clarithromycin va digoxin ciing lic.

Zidovudine

Uong cting lic vién nén clarithromycin va zidovudine cho cac bénh nhan nguoi 16n nhiém HIV ¢6 thé dan dén giam
nong d¢ zidovudine ¢ trang thai on dinh. Vi clarithromycin anh hudng dén hip thu ciia zidovudine khi uéng cing luc,
c6 thé tranh duoc twong tac nay bing cach ding clarithromycin va zidovudine cdch nhau 4 gi¢. Tuong tdc nay khong
x4y ra & bénh nhan nhi nhiém HIV diung hén dich clarithromycin voi zidovudine hogic dideoxylnosine. Twong tac nay
hiém khi xay ra khi ding clarithromycin dudng tiém truyén tinh mach

Phenytoin va valproate

b c6 cac bdo cdo tir phét hogc dugc cdng b vé tuong téc cla cic thude (ic ché hé CYP3A, bao gdm ca clauthromycm
vGi cac thude cho ring khong bj chuyén héa bai CYP3A (vi du phenytoin va valproate). Cén x4c dinh ndng do huyet
thanh ctia cdc thude nay khi sir dung cting véi clarithromycin. Da co bao céo vé tang ndng do huyét tuong clia cac thude
trén.

Twong tdc thuice hai chiéu

Hydroxyehloroquine va chloroquine
Dit liéu quan sat cho thiy viéc sir dyung dong [hOl azithromycin véi hydroxychloroquine & bénh nhin viém khop dang

thdp c6 lién quan dén viéc ting nguy co bién ¢b tim mach va tir vong do tim mach. Clarithromycin nén dugc str dung
than trong & nhiing bmh nhin dang ding céc loai thuée du 'OC biét 1a kéo dai khoang QT do c6 kha ning gy roi loan
nhip tim va céc bién ¢b tim mach nghiém trong.

Atazanavir

Ca clarithromycin va atazanavir d&u la chét nén va la chat ic ché ctia CYP3A, va c6 bing chimg vé su tuong tac thude
2 chidu. Ding ciing lic clarithromycin (500 mg 2 lan/ngdy) v6i atazanavir (400 mg ngay mot 14n) lam tang sy phoi
nhiém voi clarithromycin 1én 2 lan va glam 70% sy phoi nhiém véi 14-OH-clarithromycin, tang 28% AUC cua
atazanavir. Do clarithromycin ¢6 khoang didu trj rong nén sy giam lidu clarithromycin 1a khong can thiét & nhitng bénh

nhén ¢6 chirc nang thin binh thuong, O nhitng bénh nhan suy thin mirc d§ trung binh (dd thanh thai creatinin 30 dén 60 =
ml/phat), lidu cia clarithromycin nén giam 50%. Déi véi nhiing bénh nhén c6 d§ thanh thai creatinin nho hon 30 \*w
ml/phut, liéu clarithromycin nén giam 75% va nén dung dang thude hop 1y. Khong nén dung clng lac clarithromycin e
lifu >1000 mg/ngay vai nhitng thude e ché protease. VA

Cac thube chen kénh calcium

Thén trong khi sir dung déng thoi clarithromycin véi cac thuoc chen dong Calcium chuyen hoa qua CYP3A4 (nhtr 3
verapamil, amlodipine, diltiazem) do nguy co ha huyet ap. Nong do trong huyél trong cua clarithromycin va cac thude e
chen kénh calcium c¢6 thé ting do tuong tac thudc. D3 quan sat thdy ha huyét 4p, loan nhip tim chidm va nhidm acid F
lactic & cac bénh nhén sir dung dong thdi clarithromycin va verapamil.

FAl

Itraconazole

Ca clarithromycin va ltraconaz.ole ddu 12 chit nén va chit wc ché CYP3A, din dén mét twong tac thude 2 chleu
Clarithromycin ¢6 thé 1am ting ndng d§ huyét twong ciia itraconazole, trong khi dé itraconazole c6 thé lam tang nong
d6 trong huyét twong ciia clarithromycin. Nhiing bénh nhan dang sir dung cing ltc clarithromyein va itraconazole nén
duoc theo doi chat ché nhitng ddu hiéu hogc triéu ching do tac dyung duge ly ting hodc kéo dai nay.

Saquinavir

Cé clarithromycin va saquinavir du la chét nén va 1a chit tre ché cia CYP3A, va di c6 bing chlmg vé sur tuong tac 2
chiéu. Ding két hop clarithromycin (500 mg 2 lAn/ngay) va saquinavir (vién nang gelatin mém, 1200 mg 31an/ngay)
cho 12 ngudi tinh nguyén khoe manh lam ting AUC & trang thai on dinh 1&n 177% va Ciuax 1€n 187% so voi dung riéng
saqumavu Gia trj AUC va me cla clarithromycin vao khoang 40% cao hon so véi dung riéng clarlthromycm Khong
cén diéu chinh liéu khi ding dong thoi 2 thude ‘nay trong mot thoi gian nhét dinh & lieuf dang thudc nghién ciu. Nhitng
quan sat tir nhitng nghién ctu v& tuong tac thube sir dung dang vién nang gelatin mém c6 thé khong giéng nhu khi diing
vién nang gelatin cing cua saqumavn Nhitng quan sat tir nhiing nghlen ctru tuong téc thude duge thuc hién chi véi
saqumavu co thé khong giéng nhiing tac _dung thdy duoc khi didu tri voi saquinavir/ritonavir. Khi dung chung
saqum'wu va ritonavir, nén luu y tac dung tiém 4n clia ritonavir 1én clarithromycin. (xem myc Tuong tac thube).

Tuong ky: khong ap dung déi véi thube vién
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TAC DUNG KHONG MONG MUON

Céc tac dung khong mong mudn phd bién lién quan t&i diéu tri clauthlomycm 1a dau byng, tiéu chay, budn nén, nén va
loan vi giac. Nhig phan tmg bt lgi nay thuong nhe va da duge blet nhu 13 tac dung bét lgi cia céc thube macrolide.
Trong cdc nghién ctru 1am sang, khéng co sy khac nhau déng ké v& ty 18 gip tic dung bAt loi trén dudng tigu hoa trén
bénh nhan c6 hodc khong nhiém mycobacterial trude do.

Bing dudi ddy néu ra nhiing téc dung bét lgi dwge béo cdo & nhiing bénh nhén dang st dung clarithromyein trong
nhitng nghién ctu ldm sang va bio cdo sau khi dua thubc ra thl trudng. Nhiing tac dung bt loi nay duoc sip xép theo
hé thong cua co thé va tin sudt xuat hién, quy ude nhu sau: rit thu'orng gip (=1/10), thudng gap (>1/100 - <I/10), it gip
(21/1000 - <1/100) va khong 10 (phéan g gin nhan duge tir dua thudce ra thj trudng, khéng thé danh gid dugc tir dif liéu

s8n ¢6). V6i mdi nhém tén sudt, phan Ging bit 1¢i duge trinh bay theo mirc do nghiém trong giam dén.

Tdc dung bit lgi theo Rt thwong Thuédng It gap Khéng ré*
hé théng co quan co gdp gip
thé >1/10 >1/100 - >1/1000 - <1/100 Khong thé danh gia tir dit
<1/10 ligu sén co
Nhiém triing va tinh Viém m6 té bao', béinhidm | Viém dai trang gia mac,
trang nhiém tring nédm candida, viém da day nhiém trang da gdy s6t cao
rudt?, nhidm tring?, nhiém cép tinh
tring &m dao.
Hé mau va bach huyét Giam bach cau, giam bach Chung mét bach cau hat,
cAu da nhin trung tinh?, ting | giam lwong tiéu cAu
tiéu cdu’, tang bach cau éi
toan’
R&i loan hé mién dich Phén tmg phan vé, phan tmg | Séc man cam, phit bach
qua mén. huyét
R&i loan vé& chuyén hoa Chan &n, giam sy ngon
va dinh dudng miéng.
R&6i loan tam than MAt ngl Lo &u, cing théng Loan than kinh, tinh trang 1t
13n, mat nhan cach, trdm
cam, mat phwong hudng, o
gidc, mo bét thuong, hung
cam
Réi loan hé than kinh Loan vi Chiing mat y thire, loan van | Chimng co gidt, mat vi giac,
giac, dau ddng!, chong mat, ngi lo loan khtru giac, mat khiru
dau. mo’, run gidc, cam giac khéc thudng
ROi loan tai vi tai trong Chéng mit, nghe kém, U tai Piéc
R4i loan tim mach Ngimg tim', rung nhi’, kéo | Xo#n dinh, nhip nhanh that,
dai khoang QT, ngoai tdm rbi loan nhip tim thit
thu!, danh tréng nguc.
R&i loan mach Gi&n mach! Xuat huyét
R6i loan ho hﬁp, 16ng Hen phé quan’, chay méu
nguc, trung that miii%, ngh&n mach phéi'
R61 loan dudng tidu hoa Tiéu chdy, | Viém thuc quan', trao Viém tuy cép, déi mau ludi,
nén, kho ngugc da day thyc quan?, dbi méau ring.
tiéu, budn viém da day, dau tryuc trang
non, dau cach hdi?, viem miéng, viém
bung ludi, chuéng bung?, tdo boén,
) khd miéng, ¢ hoi
R&i loan hé gan mat Chtrc nang | U mat, viém gan®, tang Suy gan, vang da
gan bt alanine aminotransferase,
thudng ting aspartate
aminotransferase, ting
gamma-
glutamiyltransferase.
Roi loan da va mé dudi Phat ban, Viém da bong nude!, ngira, | Phan ing ¢ hai nghiém
da tang tiét mé day, ban sin’ trong trén da (SCAR) (vi
md hai du: ngoai ban mun mi toan
than cép tinh (AGEP), hoi
chirng Stevens-Johnson,
hoai tt bidu bi nhiém doc,




https://vnras.com/drug/

phat ban do phan tmg thude
kém chimg tang bach ciu ua
acid va triéu ching toan
than (DRESS), tring ca

Réi loan CO Xuong va
mo lién két

Co that co®, cing co', dau
co

Ly giai co van?"", bénh Iy co

R&i loan than va tiét
niéu

Ting creatinin méu', ting
ure huyét!

‘Suy th4n, viém than k&

Céc 16i loan chung va Viém tinh Dau tai vi Kho chiu?, s6t%, suy nhugrc,
tai vi tri diing thude mach tai vi | tri tiém’, dau nguc’, on lanh*, mét
tri tiém' viém tai vi | moi*
trf tiém!

Céc xét nghiém

Bt thuong ty 1&
albumin/globulin’, tang
phosphatase kiém mau’,

Chi s6 INR ting, thoi gian
prothrombin kéo dai, thay
dbi mau nude tiéu

tding men lactate
dehydrogenase méu*

* Do cac phan ung nay duge bao cdo tinh nguyén tir cong ddng vo6i ¢& mau khéng xéc dinh, khong thé udc lugng
chinh xéc tAn suit hoic thiét 1ap dugc mdi quan hé nhan-qua véi thube sir dung. U tinh trén 1 ty bénh nhan trong
thm gian didu tu v6i clarithromycin

T ong mot sb b4o c4o vé globin co niéu kich phat, c]anthmmycm di duoc sir dung ddng thoi vai cac thube khéc
durgc biét c6 lién quan t6i globin co nigu kich phat nhu cc thude statin, fibrat, colchicin hogc allopurinol.

! Phan tng bat lgi duge bao cao chi voi dang bao ché byt pha dung dich tiém

2 phan tng bat loi dugc bo cao chi voi dang bao ché vién nén phong thich cham
3 Phan tng bét loi dugc béo cdo chi véi dang bao ché cdm pha hén dich udng

4 Phan ung bét loi duoc bao cao chi vai dang bao ché vién nén

Tén sudt, loai va mirc d9 ‘nghiém trong cia céc tac dung bét loi & tré em dugc coi 1a gidng nhu & ngudi 16n.

Bénh nhdin suy gidm mién dich

( bénh nhan AIDS va nhiing bénh nhan suy giam mién dich khic dugc diéu tri voi lidu cao clallthromycm trong thoi
gian dai cho nhiém mycobacterium, rét kho phén bigt dau 14 tic dung bt loi gy ra do clarithromycin hay 1a triéu chimg
ctia bénh HIV hoac bénh hién tai.

0 bénh nhan ngudi lén, téc dung bét loi duwoc bao co hay gip nhét khi cho bénh nhan ding lleu tdng 1000 mg/ngay la:
bubn ndn, ndn, rdi loan vi giac, dau bung, tiéu chay, man ngia, day hm dau dau, tdo bon, r6i loan thinh gidc, ting
SGOT va SGPT. Céc tac dung khéng mong mudn ¢ tin s6 gip thip bao gbm kho thd, mét ngt va khd miéng.

Nhitng tac dung bét lgi it gdp hon bao gom: kho tho, mét nga va khd mleng G bénh nhan bi suy giam chirc nang mién
dich, nhitng két qua xét nghiém thu dwoc bang c4ch phén tich nhiing gid tri do bén ngoai cac nong do rét bét thuong (co
nghta la qua cao hay qua thdp) trong thir nghiém dic thi. Dya vao co sO cia tidu chudn nay, cé khoang 2-3% nhiing
bénh nhén dang ding clauthwmycm heu 1000 mg hang ngay nay co nong dd SGOT va SGPT ting bét thudng mot
cach nghlem trong, va c6 s lugng tiéu cAu va bach clu thédp mot cach bat thudomg, Mot ty 1€ nho bénh nhén ciing tang
chi s6 BUN,

Thong bdo cho bdc si nhiing tic dyng khdéng mong mudn gdp phdi khi sit dung thudc

QUA LIEU VA CACH XU TRIi

Triéu chitng: Nhiing bao cdo cho théy viéc ubng luong lon clarithromycin c6 thé gy ra nhting triéu ching vé tiéu hoa.
Mot bénh nhan c6 bénh st rdi loan ludng cuc khi uﬁng phai 8 gam clarithromycin va cho thy tinh trang tam thin bj
thay ddi, trang thai hoang twéng, ka-li mau giam va o-xy méu giam.

Céch xir tri: Nén diéu tri nhitng phan tmng bét loi di kém khi ding qua lifu bing cach rira da day va diéu tri hd trg.
Giéng nhu nhitng macrolide khéc, nong d§ clarithromycin trong huyét thanh khong bi anh huéng bai loc méu hogc
thdm phén phic mac.

CACPAC TINH DUQC LY

PAC TINH DUQC LUC HQC

Nhém didu tri: Khang vi khudn tdc dyung toan than, macrolide.
M& ATC: JO1FA09.

Vi sinh frgc

Clarithromycin 1a mot dén chét ban tong hop ctia erythromycin A. Thudc c6 hoat tinh khang khudn bang cach két hop
véi tidu don vi ribosome 508 ctia nhiing vi khuén nhay cam va te ché tﬁng hop protein. Thudc ¢6 hiéu lyc cao chéng lai
nhidu vi khuén gram duong va gram am &i khi va ky khi. Nong d6 e ché 8i thiéu (MICs) cua clarithromycin n6i chung
thdp hon hai ldn so v6i MICs clia erythromycin. Chét chuyén hoéa 14-hydroxy cia clarithromycin ciing ¢6 hoat tinh
khang khudn. MICs ciia chét chuyen héa ndy bing hoic hai lin cao hon MICs ciia phirc hop me, ngoai trlr voi
H.influenzae trong dé chét chuyén hoa 14-hydroxy cé hoat tinh cao ghp hai lin phic hop me.
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Trong in vitro, KLACID thuong co6 hoat tinh chéng lai nhitng vi khudn sau:

Vi khuédn gram duong hiéu khi

Staphylococcus aureus; Streptococcus pneumoniae; Strepptococcus pyogenes; Listeria monocytogenes; Streplococcus
agalactiae; Sirepiococci (group C, F, G), Viridans group streptococci

Vi khuén gram dm hiéu khi

Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella
pneumophila, Bordetella pertussis, Pasteurella multocida

Mycoplasma: Mycoplasma prneumoniae; Ureaplasma urealyticum.

Nhirng vi sinh vit khac

Mycoplasma pneumoniae, Chlamydia trachomatis; Mycobacterium avium; Mycobacterium leprae; Mycobacterium
kansaii; Mycobacterium chelonae; Mycobacterium fortuitum; Mycobacterium intracellulare, Chlamydia pneumoniae
Vi khuéin Gram dwong ky, khi

Clostridium perfrigens; Peptococcus niger; Propionibacterium acnes

Vi khuéin Gram dm ky khi Bacteroides melaninogenicus

Xo#n khuén: Borrelia burgdorferi, Treponema pallidum

Campylobacter: Campylobacter jejuni

Helicobacter pylori

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

PAC TINH DUQC DONG HQC

Hap thu

Dong hoc cia clarithromycin ding ubng da dwoc nghién citu & cdc loai dong vit va & ngudi lon. Cac nghién ciru nay
cho thdy clarithromycin dwge hdp thu nhanh véi sinh kha dung tuyét dbi khoang 50%. it thiy c6 su tich ty hay su tich tu
bit thudng nao va khuynh hwéng chuyén hoa khéng thay dbi & bt ky loai nao sau khi ding nhiéu liéu. An ngay truée
khi dung thudc sé lam ting sinh kha dyung cua clarithromycin trung binh khoang 25%. Noi chung, su gia tt‘.ng nay nho
va it co ¥ nghia 1dm sang vadi cac phac db lidu ding dang duoc khuyén cdo. Nhu viy, clarithromycin c6 thé ding cing
hoic khong ciing vdi thire én.

Phan b6, bién ddi sinh hoc va thai trix

!n vilro

Két qua ctia cc nghién cuu in vitro cho thdy su gén két cia clarlthmmycm véi protein trong huyét trong nguoi trung
binh khoang 70% ¢ cac nbng do 0,45-4,5 meg/ml. Su giam ty 1¢ gan két xudng 41% & nong do 45 mcg/m] goi ¥ ring
céc vi tri gin két ¢4 thé bi bdo hoa, nhung didu nay chi xdy ra & cic ndng do cao hon nhidu nong d¢ didu tri.

In vivo

Két qua nghlen clru & ddng vét cho thiy nnng dd clar 1thromycm trong tAt c& cdc mo, ngozu trir hé thﬁn kinh trung wong,
cao horn nhidu 1an ndng do thuéc trong hé tuén hoan. Nong do thube cao nhit duge théy trong mé phdi va gan, & d6 ty 1¢
giita nong do thude trong mé so vai huyét twong tir 10 dén 20.

Ninmg doi tirgng binh rhuo'ng

G lidu 250 mg 2 lan/ngay, néng dé dinh trong huyét tuong & trang thai 6n dinh & ngay thir 2-3 dat trung binh | meg/ml
voi clarithromycin va 0,6 meg/ml vé6i 14-hydroxy clarithromycin, tr ong khi thoi gian ban hiy cua clarithromycin [a 3-4
gio va clia 14-hydroxy clarithromycin la 5-6 gio. V6i lidu 500 mg, 2 lam’ngay, Cumax clia clarithromycin va chét chuyen
hoa & trang thai n dinh dat dugc & lidu thir nam. Sau liéu thit nam va thi bay, Cmax clia clarithromycin & trang thai én
dinh 12 2,7 meg/ml va 2,9 meg/ml; ciia chit chuyén héa trung binh 13 0,88 meg/ml va 0,83 meg/ml. Thoi gian ban thai
cua 1hu0c me & lidu 500 mg 14 4,5-4,8 gid, trong khi cla 14- hydroxy clarithromycin la 6,9-8,7 gio. O trang thi 6n dinh
ndng do cial4-OH- clarlthtomycm khéng tang twong (ng voi liéu cia clanthmmycm va thoi gian ban huy bidu kién
ciia ca clarithromycin va chit chuyén hoa c6 khuynh huéng dai hon & cac liéu cao hon. Kiéu duge déng hoc khong
tuyén tinh cua clarlthromycm cing vai viée giam tao thanh cac san phdm ctia qua trinh 14- -hydroxylation va N-
demethylation & liéu cao cho thﬁy ring su chuyén hoa khong tuyén tinh cia clarithromycin trd nén 1 rét hon & lidu cao.
0 ngum l6n udng lidu duy nhit 250 mg hay 1200 mg clanthromycm su bai tiét qua nude tiu chiém khoang 37,9% &
liéu thap va 46% & liu cao. Thai trir qua phén chiém khoang 40,2% va 29,1%.

Bénh nhdn

Clarithromycin va chét chuyén héa 14-OH phan bd mét cach dé dang vao céc md va dich ctia cor thé. Nhiing dir liéu han
ché thu duoc tir s& lwong nho bénh nhan cho thay clarithromycin khong dat dugce ndng d6 c6 y nghia trong dich ndo tiy
sau liéu ubng (c6 nghta 1a chi 1- 2 % ndng d¢ trong huyét thanh & trong dich ndo tuy & nhirng b¢nh nhan c6 hang rao
mau~d:ch ndo tuy binh thudng). Nong do trong cac md thuong cao gip 2 1in so véi ndng do trong huyét thanh. Vi du vé
ndng do trong cac mo va huyét thanh dugc trinh bay dudgi day

Nong d9 ( Sau liéu 250 mg mdi 12 yl‘;)
Loai md M§ (meg/g) Huyét thanh (mcg/mL)
Amidan 1,6 0,8
Phoi 8.8 1,7

Suy gan
Trong mét nghién ciru so sanh giita mot nhom ngudi khde manh voi mot nhém bénh nhén bi suy gan dugc dang 250
mg clarithromycin 2 lan/ngdy trong 2 ngdy va mot lidu don 250 mg & ngay thi 3, ndng do trong huyét twong & trang
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thai on dinh va sy dao thai cia clarithromycin khdng c6 sy khéc biét dang ké gifta hai nhém. Nguoc lai, ndng 4o & trang
thai 6n dinh ctia chat chuyén héa 14-OH thip hon 16 rét & nhom bénh nhan suy gan. Sy gidm dao thai céc chit chuyen
hoéa nay coa hop chét me bai qué trinh 14- hydroxylatlon dugc bu dip phan nao béi su tang dao thai qua than cia thuoc
me, do do nong d6 cia thubc me & trang thdi 6n dinh gitta 2 nhom la twong dwong. K&t qua nay cho thiy khéng cin
diéu chinh liu & nhitng ngudi bi suy gan mic do tir vira dén niang nhung cé chiic nang than binh thuong.

Suy thdn

Mot nghién ctru dugc tién hanh nham danh gid va so sanh dit liéu duge dong hoc khi ding nhiéu liéu 500 mg dudng
ubng clarithromycin & ngudi ¢6 chirc nang thén binh thuong va nhiing ngudi bi suy than. Néng do trong huyet tuong,
thoi gian ban thai, Camax V& Cuin cho ¢4 clarithromycin va chat chuyen héa 14-OH cao hon va AUC 16n hon & nhiing
bénh nhén suy than. Hing s6 tbc do thai trlr (Kem)va sy bai tiét qua nude tidu thap hon. Marc do khac biét cia nhiing
thong sb nay c6 lign quan dén mirc d6 suy than, suy thén cang ndng sw khac bigt cang lén (xem muc Liéu diing va cach
diing).

Ngiroi cao tuoi

Maét nghién ctru dugc tién hanh nham dénh gi4 va so sanh dg an toan va céc dir ligu duge ddng hoc khi ding nhiéu ligu
500 mg clarithromycin dwong udng cho nhitng dan éng va nhimg phy nif cao tudi khoe manh so v6i nhiing nam gidi va
phu nit tré tudi khoe manh. O nhém cao tudi, nong d¢ tudn hoan rong huyét twong cao hon va su dao thai chdm hon so
vm nhém tré tudi cho ca chit me va chét chuyén hoa 14- OH Tuy nhién, khong c6 su khac biét gitra 2 nhom khi sy bai
tiét qua than tuong quan véi @6 thanh thai creatinine. biéu nay cho théy bat ky su anh hudng nao dén su chuyén héa
clarithomycine déu lién quan dén chirc nang cta thin va khéng lién quan gi dén tudi tac.

Nhiém Mycobacterium avium

Sau khi ding lidu 500 mg clarithromycin mdi 12 gid trén bdnh nhén trudng thanh nhidm HIV, nbng o & trang thal on
dinh cta clarithromycin va 14-OH-clarithromycin twong tu nhu ¢ ngudi binh throng. Tuy nhién & liéu cao hon cén dé
didu trj nhiém Mycobacterium avium, nong do clar ithromycin cao hon rét nhidu so v6i khi diing liéu binh thudng, O
bénh nhan truéng thanh nhiém HIV dang st dung lidqu 1000-2000 mg/ngdy chia 2 [&n, Cpay clia clarithromycin ¢ trang
thai 6n dinh tir 2-4 meg/mL va 5-10 mcg/mL theo thir ty. Thoi glan ban thai dai hon khi dung liu cao hon so voi lidu
binh thudng trén nguoi binh thudng. Nong dd cao hon tmng huyét tvong va thoi gian ban thai dai hon véi nhitng lidu
nay phit hop véi duge dong hoc khéng tuyén tinh di dugc biét ctia clarithromycin.

Ding dong thoi véi Omeprazole

Mot nghién ctiru duge dong hoc da dugc tién hanh véi clar ithromycin 500 mg ngay 3 lin va omeprazole 40 mg ngay 1
lan. Khi str dung m6t minh clarithromycin liéu 500 mg mdi 8 gid, gia tri Ciuax trung binh vao khoang 3,8 meg/mL va
Cuin trung binh vao khoing 1,8 mcg/mL. Gi4 tri trung binh AUCo.s ctia clarithromycin 14 22,9 meg/gid/mL. Trmax va thoi
gian ban thai lin luot 14 2,1 gior va 5,3 gio khi dung clarithromycin lidu 500 mg ngay 3 lan.

Trong cung nghién cttu khi ding clarithromycin liéu 500 mg ngay 3 14n cing lic véi omeprazo]e 40mg ngay 1 lan, thoi
gian ban thai va AUC4 clia omeprazole tang 1én. Déi véi tat ca cac ddi twong khi diing két hop véi clarithromycin, gi4
trj AUCo4 trung binh ciia omepr: azole cao hon 89% va Tin cao hon 34% so véi khi dung mot minh omeprazole. Khi
dung két hop voi omeprazole, gia tri Cax, Cuin, v AUCog & trang thai &n dinh cua clarithromycin tang 1&n 10%, 27%,
va 15% theo thu fir, cao hon gi4 tri dat duge khi dang clarithromycin véi gla duoc.

O trang thai én dinh, ndng d6 coa clar 1th1omycm trong mang nhdy da day sau khi ubng 6 gid & nhém
clarithromycin/omeprazole cao hon 25 lan so v6i nhém ding mdt minh clarithromycin. Nong dg clarithromycin trung
binh trong mé da day sau khi ubng 6 gid & nhém clarithromycin/omeprazole cao hon 2 lin so v6i nhom ding
clarithromycin voi gid dugc.

DU LIEU AN TOAN TIEN LAM SANG

Déc tinh cdp, ban man tinh va man tinh

Cac nghién ctu dugce tién hanh trén chudt nhat, chudt cong, ché varhodc khi dugce ding clarithromycin dudng ubng,
Thoi gian ubng thay ddi tir mot liéu duy nhét cho dén lleu nhéc lai trong 6 thang lién tlép

Tmug nhitng nghién ciu cﬁp trén chudt nhit va chudt cong, sau khi dua vao da day mot liéu don 5 g/kg trong lugng co
thé, c6 mét chudt cong bj chét nhung khong cé chudt nhét nao b chét. Do d6 liéu trung binh gdy chét cao hon 5 g/kg,
lidu cao nhét c6 thé ding duge.

l(hong thiy c6 téc dung bét lgi xay ra trén dong vat khi ding clarithromycin liéu 100 mg/kg/ngay trong 14 ngdy lién
tiép hodic 35 mg/kg/ngdy trong 1 thang. Twong tu, khéng c6 tdc dung bat loi trén chudt cong khi sir dung liéu 75
mg/kg/ngay cho | thang, 35 mgfkgmaay trong 3 thang,, hodc 8 mg/kg/ngay trong 6 thang. Ché nhay cam hon vdi
clarithromycin, dung nap dugc ligu 50 mg/kg/mgay trong 14 ngay, 10 mg/kg/ngay trong 1 va 3 thang, va 4 mg/kg/ngay
trong 6 thang ma khong thiy c6 tac dung bt loi ndo.

Nhitng déu higu 1am sang chinh & lidu gdy doc trong nhitng nghién ciru trén bao gdm noén, yéu mét, gidm tiéu thu thirc
dn va giam su tang can, tiét nude bot, mét nudce, hiéu dong thai qua. Hai trong 10 con khi ding lidu 400 mg/kg/ngay dd
bi chét trong ngay diéu tri thit 8; mau vang cua phan bi mét di & mot sd con khi sbng sét khi st dung liéu 400
mg/kg/ngay trong 28 ngay.

B6 phan bi nhiém doc chit yéu & tét ca céc loai 12 gan. Sy ting dbc tinh trén gan & tht ¢ cac loai ¢6 thé duge phét hién
bai su ting som néng do trong huyét thanh cia phosphatase kiém, cdc men gan alanine va aspartate aminotransferase,
enzym gamma-glutamy! transferase, va/hoéc lactic dehydrogenase. Khi ngimg st dung thudc céc thong sé nay s& trd vé
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gia trj binh thuong. Ngoai ra trong nhiing nghién citu khéc, nhimg t& chtic it chiu anh hudng hon 1a da day, tuyén Gc va
md bach huyét khac va than. Xung huyét két mac va chdy nudc mét sau khi ding liéu gan vai liéu diéu tri chi xay ra &
ché. O lidu 16n 400 mg/kg/ngay, mot s chod va khi xuét hién tinh trang duc va/hodic phu gide mac.

Khi ning sinh san, sy sinh san va tinh gy qudi thai )

Nhiing nghién ctru v& kha ning sinh san va su sinh san trén chugt cai cho théy v6i lidu hang ngay 150 mg/kg/ngay (lidu
nghién cttu cao nhat) khéng gy nén tac dung bat 1gi nao dén chu ky dong duc, kha nang sinh san, qua trinh sinh de, sb
lugng va kha ning sdng st ctia chudt con. Trén chudt cai, khong cé bing chimg vé ddc tinh bt lgi 1én kha ning sinh
sén 161 lidu 250me/ke. Hai nghién cttu vé tinh gay quai thai trén ca 2 loai chudt céng Wistar (dudng ung) va Sprague-
Dawley (dudng udng va tiém tinh mach), mot nghién ctu trén tho tring New Zealand va mot nghién ciu trén mét loai
linh trwong (khi cynomolgus) khéng phat hién thdy tinh gay quai thai gay ra bdi clarithromycin. Chi trong mot nghién
ciru bd sung trén chudt cong Sprague-Dawley & lidu trong tr va & nhitng didu kién twong tu cin thiét, xudt hién mot ty
1& réat thap khong c6 y nghia théng ké (khoang 6%) nhiing bat thudong tim mach. Nhiing bat thuong nay xuét hién 1a do
bidu hién tu phat nhitng thay d3i di truyén trong by dan. Hai nghién ctu trén chudt nhit ciing cho thdy mt xac sudt he
ham &ch (3 dén 30%) sau liéu cao hon 70 14n liéu thuong ding hang ngay trén ngudi (500 mg, 2 lan/ngdy), nhung & lidu
cao hon 35 14n lidu t6i da ding hang ngay thi cé ddc tinh cho khi me va bao thai, nhung khong gy quai thai.
Clarithromycin 1am sy thai trén khi khi ding liéu khoang 10 1in cao hon gidi han trén cia liéu thuong ding hang ngay
trén ngudi (500 mg, 2 1n/ngay), bt dau tir ngay cd thai thit 20. Két qua nay cho thdy o lidu rét cao, thube 6 dée tinh
1én khi me mang thai. Mgt nghién ciru khéc trén khi mang thai voi lidu 2,5 dén 5 14n cao hon liéu cao nhét dy dinh ding
hang ngay khong géy nén bt ky su nguy hiém nao dén bao thai.

Mot thir nghiém vé kha nang gy chét trén chudt nhét dimg liéu 1000 mg/kg/ngay (khodng 70 1an cao hon lidu ding t6i
da ding trén 1am sang & ngudi) cho thiy rd rang khong co sy dot bién nao, va trong nghién cru Segment [ & chudt cbng
sit dung lidu dén 500 mg/kg/ngay (khoang 35 14n cao hon so véi liéu t6i da dung trén lam sang hang ngay ¢ ngudi)
trong 80 ngdy, khong thdy déu higu vé rdi loan chirc nang sinh san cta chugt duc khi ding clarithromycin lidu rat cao
trong thoi gian dai.

Tinh gdy djt bién

Nhiing nghién cttu vé kha ning gy dot bién cia clarithromycin dwoc tién hanh bang cach sir dung ca hé théng thir xét
nghiém khéng hoat héa va hoat héa microsom cia gan chudt cbng (thir nghiém Ames). Két quéa ciia nhitng nghién ctu
nay cho thdy khong co bing chimg nao vé kha nang gay dot bién & nong do < 25 meg/dia Petri. G ndng dé 50 meg
thude c6 doc tinh véi tit ca cac chiing dugc thir nghiém.

QUY CACH PONG GOI: Hop 1 vix 14 vién va hdp 2 vix 7 vién

PILU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG
Bio quén: & nhiét do dudi 30°C. Tranh anh sang.

Han diing: 36 thang ké tix ngay san xuét.

Tiéu chuén chat lugng: Tiéu chudn co so.

TEN, PIA CHI CUA CO SO SAN XUAT
Co s& san xuét: Abbvie S.r.l, _
Pia chi: S.R. 148 Pontina Km 52, Snc-Campoverde Di Aprilia (loc. APRILIA) - 04011 APRILIA (LT), Ttaly (Y)
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