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AUROBINDO PHARMA LIMITED CONG HOA XA HQI CHU NGHIA VIET NAM
S6: 01/2020 Déc lap - Ty do - Hanh phtic
V/v: Cap nhat to huéng danscdyng o 17 T e
DON XIN GIAI TRINH

Kinh géi: CUC QUAN LY DUQC

Ciin cir ¢ong vin so 21201/QLD-BK ngay 07/11/2018 vé viéc cong bd to hmfmg dan st dung
thude biét duge gbe (dot 1).

Theo do, ching t6i xin cdp nhit ndi dung trong t& huéng x din sir dung cua thude Klar 250 va
Klar 500 trong qui dinh tai Diéu 38 Théng tw s 01/2018/TT-BYT theo san phém sau:

Tén Hoat chiit, | Bao Sb Cong ° ty | Nwée Cong ty | Nwée
thuéc | ham Iwgng ché diing dang ky ding ky | san sin
ky xuit xuit
Klacid | Clarithromycin | Vién VN- Abbott Singapore | Abbvie | Ttaly
Forte 500mg nén 21160- | Laboratories Sl
bao 18 (Singapore)
phim Private
Limited

Kinh mong Quy Cuc xem xét va chip thuén.

Xin trén trong kinh chdo va chén thanh cam on.

Tr m’mg vén ph(‘mg dai dlén
AUROBINDO PHARMA LIMITED
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KLAR

Vién nén bao phim Clarithromycin

Cée déu hitu len ¥ va khuyén cdo:
Poc ki hieomg dan sir dung trede khi dimg.
Dé xa tam tay tré em.

Théng bdo ngay cho bdc sy hodic diege sy nhitng tdc dung khéng mong mubn gap phai khi sit
dung thuoc.

Thuoc nay chi dimg theo don thuoc

1. Thanh phian céng thire thuoe
KLAR 250
MOi vién nén bao phim chira:

Thanh phin hoat chit: Clarithromycin 250 mg,

Thanh phiin t4 dwge: Cellulose microcrystalline (avicel PH 101); croscarmellose sodium (Ac-
Di-Sol Type SD-711); povidone (kollidon K-30); cellulose microcrystalline (avicel PH 200);
silica colloidal anhydrous (aurosil-200); magnesium stearate; opadry yellow 201182975..

KLAR 500 '

MG&i vién nén bao phim chira:

Thanh phén hoat chit: Clarithromycin 500 mg.

Thanh phin ti dwge: Cellulose microcrystalline (avicel PH 101); croscarmellose sodium (Ac-
Di-Sol Type SD-711); povidone (kollidon K-30); cellulose microcrystalline (avicel PH 200);
silica colloidal anhydrous (aurosil-200); magnesium stearate; opadry yellow 20H82975.

2. Dang bdo ché

Dang bao ché: Vién nén bao phim.

MG ta dic diém thuéc:

KLAR 250: Vién nén bao phim mau vang nhat, hinh oval, hai mjt 16i véi mét mit khic “D” va
mit con lai khic “62”.

KLAR 500: Vién nén bao phim mau vang nhat, hinh oval, hai mit 16i v&i mot mat khic “D” va
miit con lai khic “63”.

3. Chidinh

Clarithromycin duge chi dinh trong didu tri nhiém tring do mdt hoiic nhidu vi khudn nhay cam.
Nhiing chi dinh gom:

- Nhiém tring dwdng hd hip dwéi, vi du viem phé quan cép tinh va mén tinh, viém phoi
(xem muc Canh béo, thén trong va Dugc lure hoc)
- Nhiém trang dwong hd hip trén, vi dy viém xoang va viém hong.

- Nhiém trang da vA md mém vi du: viém nang 16ng, viém mo té bao va viém quéng
(xem muc Canh béo, than trong va Dugc luc hoc)

' ' A 3 s . . A y gioies
- Nhiém vi khudn lan téa hodic khu tri do cic vi khuin Mycobacterium avium hogc
Mycobacterium intracellulare. Nhiém khuan khu tra do Mycobacterium chelonae,
Mycobacterium fortuitum, hoic Mycobacterium kansasii.

- Clarithromycin dwgc chi dinh dé ngin ngira nhiém khuin lan toa do Mycobacterium
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avium complex (MAC) & nlnrng bénh nhén nhiém IIIV v6i 86 lugng té bao bach huyet CD4
it hon hodc bing 100/mm’,

- Clarithromycin ding két hop v6i chét e ché acid trong chi dinh diéu trj diét tri 71 pylori
& bénh nhén loét t trang tai phét (xem myc Liéu dung - cach ding).

4. Liéu ding — Céich ding

Ngudi [én: Lidu khoi dau dung hang ngay 1a 250 mg 2 lan/ngdy. Trong nhimg trudng hop nhiém
tring ndng, lidu c6 thé tang dén 500 mg mdi ngdy hai lan. Thai gian didu trj thong thudng 13 5
dén 14 ngay, ngoai trir trudng hop didu tri viém phdi méc phai & cong ddng va viém xoang cin
6-14 ngay diéu tri.
- Liéu dung, & bénh nhin nhiém mycobacteria: liéu khuyén cdo ddi voi ngudi 1on 1a
500mg, 2 lan/ngay.

- Diéu tri cdc bénh nhiém khuan MAC & nhiing bénh nhin AIDS cén duqc hep tuc, khi
thﬁy ¢6 lgi v€ lam sang va vi sinh vit. Clarithromycin nén duge sir dung két hop vai cac
thudc khéang vi khuan khac.

- Diéu trj nh;em vi khuan lao khong dién hinh (mycobacteria nontuber culous) nén tiép tl,lc
theo quyét dinh ctia céc béc si.

- Liéu dimg cho dw phcmg nhiém khudn MAC: liéu khuyen cdo cna clarithromycin ¢ ngudi
16m 1a 500 mg, 2 1dn/ngay.

Diét teir H. pylori:

J nhimg bénh nhin bi loét da déy ta trang do nhiém H. pylori, c6 thé dung clarithmmycin véi
liéu 500mg hai 1in mi ngay két hop véi cée thude khéng sinh khac phtt hop va mdt chét trc ché
bom proton trong 7-14 ngdy.

Can tham khio huéng din chinh thirc vé diét trix H. pylori.
Dué6i déy 12 mot s vi dy vé phéc do diét trir H, Pylori:
Phdc db ba thuée:

Clarithromycin 500 mg mdi ngay 2 l&n cing véi amoxicillin 1000 mg m&i ngay 2 lan va mot
thude tic ché bom proton ding lidu chudn mdi ngay 2 lan, ding trong 14 ngay.

Phdc dé bén thude: mot thude re ché bom proton mdi ngdy 2 lan cting véi amoxicillin 1000mg

mdi ngdy 2 lan, clarithromyein 500 mg mdi ngay 2 1An va tinidazole 500 mg hoac metrpnidazole

500mg mdi ngay 2 lan, ding trong 14 ngay.
Phdc dé ndi tiép trong 10 ngay:

Mot thude tic ché bom proton mdi ngdy 2 1dn ciing véi amoxicillin 1000mg mdi ngdy 2-14n, ding
trong 5 ngay lién tyc. .
Mt thube ire ché bom proton mdi ngay 2 lan cting véi clarithromyein 500mg mdi ngay 2 lan va
tinidazole 500mg moi ngay 2 lan, dung trong 5 ngay.
Suy thdn:
G nhitng bénh nhén suy thin véi mire thanh thai creatinin <30.ml/phit, can chinh lidu nén giam
mot nira téng liéu mdi ngdy, thi dy 250 mg mdi ngay mét 1an, hoiic 250 mg mbi ngay hai 1dn
trong trudng hgp niing. Khong nén kéo dai dot diéu tri qué 14 ngay & nhirng b¢nh nhén nay.
Tré em
Vige sir dyng clarithromycin dang phéng thich nhanh chua duge nghién ctru & tré em dudi 12
tudi.
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Str dung clarithromyein dang hdn dich danh cho tré em.

C6 thé dung clarithromycin ma khéng can quan tdm dén céc bira n vi thirc dn khong anh hudng
gi dén sinh kha dung ctia thudc,

5. Chong chi dinh

Chéng chi dinh & nhitng bénh nhan qua mén cam v&i nhitng khéng sinh thude nhém macrolide
hodc bét ky ta duge ndo cia thude (xem thanh phan té duoc).

Chéng chi dinh sir dung dong thoi clarithromycin v6i céc thube sau day: astemizole cisapride,
pimozide, terfenadine vi ¢o thé giy kéo dai khoang, QT va loan nhip tim bao gdm nhip nhanh
thét, rung tAm thét va xo#n dinh (xem Twong téc thudc).

Chéng chi dinh sir dung clarithromycin cung cac alkaloid ndm cya ga (vi du ergotamine hoac
dihydroergotamine) do ¢é thé gdy ngd doc nam cya ga (xem Tu'(mg tac thudc).

Chong chi dinh dung clarithromycin cting véi midazolam dang ucmg (xem Twong tac thuéc).

Khong nén sir dyng clarithromycin cho bénh nhén ¢é tién sir khoang QT kéo dai (bdm sinh hodc

¢6 tién sir mic phai kéo dai khoang QT) hodc loan nhip thit, bao gdm ca xofin dinh (xem Canh
béo va than trong, Tuong tac thude). Khéng duoe st dung clarithromycin cho bénh nhan giam
kali mau (nguy co kéo dai khoang QT). _

Khong nén sir dung clarithromycin cho bénh nhén suy gan niing c6 kém suy thén.

Clarithromycin khéng nén ding ciing v6i cée thube e ché enzym HMG-CoA reductase (céc
thude statin) ma chuyén héa phén 16n boi CYP3A4 (lovastatin hoic simvastatin), do tdng nguy
co cdc bénh vé co, ké ca ly giai co van (xem muyc Canh bao va thin lrong).

Khang nén sir dung clarithromycin (va cac chét tre ché CYP3A4 manh khéc) cung vai colchicine
(xem Céanh bao va than trong, Twong tac thudc).

Chéng chi dinh sir dung ddng thdi clarithromycin véi ticagrelor hogic ranolazine.

6. Cinh bso va thiin trong khi ding thube :

Str dung bat ky lidu phap khéang sinh nao, vi du clarithromycin, dé didu trj nhidm khudn 77 pylori
¢6 thé tao ra cac chung khéng thude.

Khang nén ké toa clarithromycin cho phu nir ¢6 thai tllTUC khi cén nhic ky ludng vé loi 1ch va
nguy co, dic bigt trong 3 thang dau thai ky.

Gibng nhur cdc khang sinh khic, viée sir dung clarithromyein dai han c6 thé giy nén sy téng sinh
ctia vi ndm va vi khuén khong nhay cam véi thube. Néu xay ra béi nhidm, nén tién hanh ti liéu
thich hop.

Clarithromycin duge bai tiét chi yéu qua gan, do vay nén thdn trong khi sir dung khéng sinh nay
& nhitng bénh nhéan suy chire ndng gan. Ciing nén thén trong khi sir dyng cho nhitng bénh nhén
suy than tir vira dén niing.

Cén trong khi sir dung cho bénh nhén suy théin niing.

Di ¢6 bdo cdo vé réi loan chirc niing gan, bao gdm ting enzym gan, viém té bao gan va/hodc
viém gan (r mat, ¢6 hodic khdng c6 vang da khi sir dung clarithromycin. Rbi loan chite ning gan
c¢6 thé nghiém trong va thudng hdi phuc duge. Trong mot sb trudmg hop, da c6 bao cdo tir vong
do suy gan, thuong lién quan t6i cac bénh ly ning c¢6 sdn vavhoic céc thude sir dung df‘n’ng thoi.
Ngimg str dung clarithromycin néu xuat hién ddu hiéu va triéu chimg viém gan, nhw chan n,
vang da, nude tidu sdm mau, ngira, hodic dau bung.

Page 3 0[1.'.-'



https://trungtamthuoc.com/

Viém rudt két gia mac da duoc bdo cdo véi hdu hét cdc thude khéng sinh, bao gém céc
macrolide, va tinh trang ¢6 thé tir nhe dén de doa tinh mang. Tiéu chay ¢6 lién quan dén
Clostridium difficile (CDAD) da dugce bao cdo khi str dung vaéi hau hét céc loai khéng sinh bao
gdm ca clarithromycin, va mitc dd 6 thé tir tiéu chay nhe dén tir vong. Diéu tri khang sinh lam
thay ddi vi khuén chi binh thuong ctia rudt, diéu nay ¢6 thé dan dén phat trién qua mire ciia C.
difficile. CDAD phai duge quan tdm & (4t ca bénh nhan bi tiéu chay sau khi ding khang sinh.
Viéc ghi chép bénh an can thén 12 can thiét vi da c6 bdo céo vé viée xudt hitn CDAD 2 théng sau
khi diing khang sinh.

Colchicine

P ¢é cdc bdo cdo sau khi dua thude ra thi trudng vé ngd dbc colchicine khi ding ddng thoi
clarithromycin va colchicine, diic biét & ngudi cao tudi, mot s& xdy ra & nhimg bénh nhén suy
théin. P4 c6 tir vong & mét s6 trudng hop ndy (xem Twong tic thudce). Chéng chi dinh sir dung
ddng thai colchicine va clarithromyein (xem Chdng chi dinh). Cén trong khi ding clarithromycin
cuing véi cac thude triazolobenzodiazepine, nhr triazolam, va midazolam dang tiém bép va dang
ubng (xem Tuong tac thudc).

Kéo dai khoang QT

Hién twong kéo dai qua trinh tai phan cyc & tim va khoang QT, dan dén nguy co khoi phat con
loan nhip tim va xodn dinh, d4 duoc ghi nhan khi didu tri b?\ng thu6e nhém macrolide bao gdm
clarithromycin (xem Téc dung bt loi). Do vay, vi cdc tinh huéng sau day co thé dén dén tang
nguy co loan nhip tdm thét (bao gém ca xo#in dinh), nén thin trong khi str dung clarithromycin ¢
céc bénh nhén sau déy. : ' '

+ Bénh nhén ¢6 bénh dong mach vanh, suy tim nang, 161 loan dén t1'uyé11 hoéc nhip tim chdm cé
¥ nghia v& mit 1am sang; ,

+  Bénh nhan c6 r6i loan dién giai nhu giam magnesi méu, Khong duoce sir dung clarit'hmmycin
cho bénh nhén giam kali mau (xem Chéng chi dinh); '

+ Bénh nhin dang sir dung ddng thdi cdc thude gay kéo dai khoang QT khéc (xem Twong téc
thudc);

+ Chéng chi dinh sir dung ddng thoi clarithromycin v6i astemizole, cisapride, pimozide va

( terfenadine (xem Chéng chi dinh); :

+  Khong dugc sir dung clarithromycin & nhitng bénh nhén cé khodng QT kéo dai bAm sinh hosic
miic phai hodc ¢6 tién sir loan nhip tdm thét (xem Chéng chi dinh).

Viém ghf)i

Do tinh trang khang cac thube macrolide ctia Streptococcus pneumoniae dang gia tang, viée thyc

hién khang sinh do 1a quan trong khi ké toa clarithromycin cho bénh nhan viém phdi mic phai

c¢Ong ddng. Clarithromycin nén duge st dyung két hop véi cac thude khang sinh thich hop khac

trong diéu trj viém phdi mic phai bénh vién.

Nhiém tring da va md mém mic dé tir nhe dén trung binh

Phén 16n c4c nhiém tring da thudng do Staphylococcus aureus va Streplococcus pyogenes, ca
hai vi khudn nay déu cé thé khang cac thude macrolide. Do vy, viéc 1am khang sinh dén rit quan
trong. Trong trudng hop khéng sir dyng duge cac khang sinh nhém beta-lactam (vi du do di
{mg), céc khéng sinh khdc, nhu clindamycin, ¢6 thé 13 Iya chon diu tién. Hién nay, céc thudc
macrolide chi duge cin nhéc chi dinh diu tri cde nhiém khudn da va md mém, nhu nhidmkhudn'
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géy ra bai nAm Corynebacterium minutissimum, trimg ca, nhiém tring da gﬁ}; sOt cao cép tinh va
céc truong hop khéng thé dung duge penicillin.

Trong trudng hop xuit hién céc phan tmg qua man cap tinh, ning, ching han nhu sde phan v¢,
phén Gng c¢6 hai nghiém trong trén da (SCAR) (vi dy: ngoai ban mun ma toan thin cép tinh
(AGEP), hdi chimg Stevens-Jonhnson hoai tir biéu bi nhiém doc va DRESS, ngay lép tirc ngiing
sir dung clarithromycin va khén trwong diéu tri thich hop. Than trong khi sir dung clarithromycin
cling véi céc thubc gly kich ting h¢ enzym CYP3A4 (xem Tuong tic thudc).

Nén lwu y dén kha ning khéng chéo gitra clarithromycin va cdc thude macrolide khéc, ciing nhw
v6i lincomycin va clindamyecin.,

Ciéc thube trc ché HMG-CoA reductase (céc thude statin)

Chéng chi dinh str dung ddng thoi clarithromycin véi lovastatin hojic simvastatin (xem Chong
chi dinh), céin thén trong khi ké toa clarithromycin ciing véi céc thube statin khic. D ¢6 béo céo
vé ly gii co vAn & nhitng bénh nhén sir dung ddng thai clarithromycin véi cc thube statin. Bénh
nhén cin duoc theo dai vé cde dédu hidu va triéu chimg céc bénh 1y vé co. Trudng hop bude phai
sir dung dong thoi clarithromycin va cdc thude statin, khuyén céo ké liéu thip nhét duoc dang ky

cta thube statin. Cn nhiic sir dung thue statin khéng phy thude vao chuyén hoa CYP3A (vidy

nhu fluvastatin).

Céc thude ha dudng huyét dang ubng/Insulin

Str dung déng thoi clarithromycin va céc thuoc ha duong huyét dang udng (nhw cic
sulphonyluria) va/hodc insulin ¢ thé lam giam dang ké duong huyét, can kiém soat chit chg
dwdng huyét.

Cée thude chdng dong dudmg udng

Str dung dong thoi clarithromyein va warfarin ¢6 nguy co géy chay mau nghiém trong, ting chi
s6 INR (international normalized ratio) va thoi gian prothrombin. Phai kidm tra thudng xuyén
chi s& INR va thdi gian prothrombin khi bénh nhin udng d&ng thoi clarithromycin va céc thude
chdng dong.

7. Sir dung thudc cho phu nir ¢6 thai va cho con b

Sir dung thude cho phu nik e6 thai

Tinh an todn ctia clarithromyein trong thdi ky mang thai chua duge thiét 14p. Vi viy khéng nén
st dung clarithromyein trong thdi ky mang thai hodce cho con b trir khi o1 ich 1én hon nguy co.
Sit dung thude cho phu nir cho con bii

Tinh an toan ctia clarithromycin trong thoi ky cho con bit chua dwoc thiét lap. Clarithromycin

duge xdc dinh ¢6 trong sita me.

8. Anh hwing ciia thuoe 1én kha niing 14i xe, vin hinh may mée

Chua ¢6 béo cdo vé tic dong ciia thude trong khi I4i xe va vin hanh may méc. Nén khuyén cdo
bénh nhén vé& nguy co hoa mit chéng mit, 1An 16n, mét phuong huéng c6 thé xay ra khi siv dyng
thudc. :

9. Twong tac, twong ky cia thude

Ditng cic thude sau bj chong chi dink nghiém ngt do twong tic thudc nghiém trong.
Cisapride, pimozide, astemizole va terfenadine

Tang ndng dd cisapride di dugc bdo cdo & bénh nhdn ding dong thoi cisapride va
clarithromycin. Piéu nay co thé giy kéo dai khoang QT va loan nhip tim bao gdm nhijp nhanh
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thit, rung that va xodn dinh. Nhitng bidu hién twong ty da duoc thiy khi ding ddng thoi
pimozide va clarithromycin (xem Chéng chi dinh).

Cée macrolide lam rdi loan sy chuyén héa cta terfenadine lam ting ndng do cua terfenadine, doi
khi din dén loan nhip tim nhw kéo dai khoang QT, nhip nhanh thit, rung thit va xodn dinh (xem
Chébng chi dinh). Trong mot nghién ctru trén 14 ngudi tinh nguyén khoe manh, ding dong thoi
clarithromycin va terfenadine 1am tang 2-3 1&n ndng d6 trong huyét thanh chét chuyén héa acid
clia terfenadine va kéo dai khoang QT nhung khéng phét hién duge bat ky cdc bidu hién 1am
sang nao. Céac bidu hién twong tw ciing duge thdy khi ding dong thai astemizole va céc
macrolide khac.

Alkaloid ndm cua ga

Céc bao cdo sau luu hanh cho thiy ding cing lic clarithromycin véi ergotamine hoic
dihydroergotamine ¢6 lién quan dén ddc tinh do nédm cya ga cép déc trung boi hién twong co
mach, thiéu méu cuc bd & céc chi va ciac md khéc bao gom ca hé than kinh trung wong. Chéng
chi dinh ding cting lic clarithromycin véi céc alkaloid nam cira ga (xem Chdng chi dinh).
Midazolam dang uéng

Khi midazolam dugc ding phdi hop véi vién nén clarithromycin (500 mg hai lan mdi ngay),
AUC clia midazolam ting 1én 7 l4n sau khi ding midazolam dang udng. Chéng chi dinh ding
ddng thoi midazolam dang ubng cung véi clarithromyein, (xem Chéng chi dinh).

Thube G ché HMG-CoA reductase (céc thuéc statin)

Khong duge ding dong thoi clarithromyein véi lovastatin hofic simvastatin vi cde thuée statin
ndy chuyén hoa phan 1én bai CYP3A4, ting ndng d6 thude trong huyét twong khi sir dung cling
véi clarithromycin, dan téi ting nguy co bénh 1y vé co, ké ca ly giai co van. DA c6 cde bdo cého
vé ly giai co van & bénh nhan sir dung clarithromycin cling véi cae thude statin niy. Néu cén
thiét phai diéu tri biing clarithromycin, phai ngimg sir dung lovastatin hodic simvastatin trong thoi
gian diéu tri nay.

Cén trong khi ké toa clarithromycin vé&i cée thude statin. Trong céc truong hop bét bude phai sir
dung clarithromyein va cde thude statin, khuyén cio ké liéu thip nhit duoc ding ky cia thube
statin. Cén nhdc sw dung thudce statin khéng phu thudc vao chuyén hoa CYP3A (vi dy nhu

( fluvastatin). Bénh nhén cin duge theo ddi v& cac ddu hidu va triéu chimg céc bénh 1y vé co.

r 2 r A r A . "
Tic dung cia cdc thuac khdc lén clarithromycin

Céc thude gy kich tng hé théng enzym CYP3A (vi du: rifampicin, phenytoin, carbamazepine,
phenobarbital, St John’s Wort) ¢6 thé lam ting chuyén héa cia clarithromycin. Diéu ndy cé thé
Jam cho nong do clarithromyein thip dudi nguong diéu tri, lam giam hiéu lyc didu trj cta thube.
Hon nifa, ¢é thé cin theo ddi ndng dd huyét trong cia céc thude gy kich tmg hé CYP3A, nong
dd nay co thé bj tiang do clarithromyein e ché hé CYP3A (xem thong tin san phim lién quan khi
dung céc thude te ché hé CYP3A4).

Str dung cung lic clarithromycin va rifabutin 1am tang ndng do rifabutin va giam ndng dd
clarithromycin trong huyét thanh, cling véi ting nguy co viém mang mach nho.

Céc thude sau duge biét hojic nghi ngds ¢é anh hudng dén ndng do tudn hoan cia clarithromyein;
diéu chinh liéu clarithromycin hoic lya chon phuong phip diéu trj thay thé nén duge xem xét.

Efavirenz, nevirapine, rifampicin, rifabutin va rifapentin

Nhitng thude gy kich tmg hé théng chuyén héa cytochrome P450 nhu efavirenz, nevirapine,
g gay g g Y p
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rifampicin, rifabutin va rifapentine c6 thé 1am ting sir chuyén hoa cua clarithromycin do do lam
giam ndéng dd cua clarithromyein trong huyét twong, trong khi dé noéng do cia 14-OH-
clarithromyein ting 1én, chat chuyén héa nay ciing ¢6 hoat tinh khdng khuan. Do hoat tinh khang
khuan ctia clarithromycin va 14-OH-clarithromycin khac nhau dbi voi cdc loai vi khuan khac
nhau, hi¢u qua diéu trj ¢6 thé bi anh hudng néu sir dung ciing lue clarithromycin véi nhimng chét
gdy cam (ng enzym.

Nong dd ciia clarithromycin bi giam boi etravirine, tuy nhién, ndng dé ctia chit chuyén héa c6
hoat tinh, 14-OH-clarithromycin lai ting. Do chét chuyén héa c6 hoat tinh 14-OFH-clarithromycin
giam hoat tinh dbi v&i Mycobacterium avium complex (MAC) nén hoat tinh chung déi véi tac
nhan gy bénh c6 thé bi thay ddi. Do vAy, phai cin nhic thay thé clarithromycin bang céc thude
khéc khi didu tri MAC & bénh nhan ¢ dung etravirine.

Fluconazole .

Str dung cling lic fluconazole 200 mg mdi ngay va clarithromyein 500 mg 2 lin/ngay cho 21
ngudi tinh nguyén khée manh lam ting néng do t6i thidu (Cpin) & trang thai on dinh cia
clarithromycin 1én 33% va dién tich dudi dudng cong (AUC) 1én 18%. Nf‘)ng d6 & trang thai on
dinh ctia chit chuyén hoa c6 hoat tinh 14-OH-clarithromycin khong bi anh huong nhiéu khi ding
ddng thoi véi fluconazole. Khong cén didu chinh liéu cua clarithromycin.

Ritonavir

Mot nghién citu duge dong hoc ching to ring ding ddng thoi ritonavir 200 mg moi 8§ gidr va
clarithromycin 500 mg mdi 12 gid e ché rd rét sw chuyén héa cia clarithromycin, Cpex clia
clarithromycin ting 31%, C, ting 182% va AUC ting 77% khi ding cing ritonavir. Da thé"iy e
ché hoan toan sy tao thanh 14-OH-clarithromycin. Vi clarithromycin cé khoang diéu tri 1on, nén
khéng can thiét giam lidu & bénh nhan ¢6 chirc nang than binh thudng. Tuy nhién véi bénh nhén
suy thén, ciin didu chinh lidu nhur sau: Vi bénh nhén ¢6 dd thanh thai creatinin tir 30-60 ml/phut,
giam liéu clarithromycin 50%. Vé&i bénh nhén ¢é do thanh thai creatinin <30 ml/phat, giam liéu
clarithromycin 75%. Khong nén dung clarithromycin lidu 1én hon 1 g/ngay cing véi ritonavir, -

Nén xem xét didu chinh liéu & bénh nhén suy thin khi ¢6 ding ritonavir phdi hop véi céc thude
irc ché enzym protease bao g(")m atazanavir va saquinavir (xem Tuong tic thudc hai chiéu).

r - T 5 - el r X l
Tie dung ciia Clavithromyein lén cde thuoe khiic

Thube chdng loan nhip

Pi c6 cdc bdo cdo sau khi dua thude ra thi trudng vé xofn dinh xay ra khi ding cing lic
clarithromycin véi quinidine hodc disopyramide. Nén kiém tra dién tim dd vé do dai khoang QT
trong thoi gian sir dung cling Wie clarithromycin véi nhitng thude nay. Chn theo doi néng do
trong huyét thanh ctia cac thude nay trong khi ding clarithromyein.

Pa c6 cdc bdo cdo hiu mii vé ha dudng huyét khi st dung dong thoi clarithromycin véi
disopyramide. Do viy, cén theo dai dudng huyét trong khi st dung ddng thoi clarithromyein véi
disopyramide.

Cée thudc ha duomg huyét dang udng / Tnsulin

Clarithromycin trc ché CYP3A va c6 thé lién quan dén hodic gy ra ha dudng huyét khi st dung
ddng thoi voi mot sb thube ha duwdng huyét nhu nateglinide va repaglinide. Can kiém soét chit
ché dudng huyét.
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Nhitng tuong tic qua CYP3A4

Str dung ddng thoi clarithromycin, dugce biét 1a mét chét e ché CYP3A4, voi mdt thude chuyén
héa chii yéu qua CYP3A4 ¢6 thé lién quan dén sy ting ndng dé cia thude, didu dé c6 thé lam
ting hoiic kéo dai ca tdc dung diéu tri va tc dung bét lgi cia thube dung cing. Nén than trong
khi sir dung clarithromycin trén nhitng bénh nhan dang diéu tri bang nhiing thude dwoe biét 1a
chit nén ctia enzym CYP3A4, dic biét néu chit nén CYP3A4 ¢6 do an toan hep (vi du,
carbamazepine) va/hogic chét nén duge chuyén héa chi yéu boi enzym ndy. Didu chinh liu ¢6
thé dwogc xem xét va khi c6 thé, ndng dé trong huyét thanh ctia cdc thude chuyén hoa chi yéu boi
CYP3A4 nén duoc kidm tra chijt ch& & nhitng bénh nhan dang str dung dong thoi clarithromyecin.

Céc thube hodic nhém thude sau day dwoc biét hoiic nghi ngd la chuyén hoa boi isozyme
CYP3A4: alprazolam, astemizole, carbamazepine, cilostazol, cisapride, cyclosporine,
disopyramide, nhimng alkaloid ctia ndm cuwa ga, lovastatin, .methylprednisolone, midazolam,
omeprazole, cdc thude chdng déng méu ding udng (vi du warfarin), cac thube chéng loan than
khong dién hinh (vi dw: quetiapine), pimozide, quinidine, rifabutin, sildenafil, simvastatin,
tacrolimus, terfenadine, triazolam va vinblastine, tuy nhién danh sich nay khong hoan chinh. Céc
twong téc thube véi co ché tuong ty théng qua cée isozyme khic trong hé théng cytochrome
P450 bao gom phenytoin, theophylline va valproate.

Omeprazole

Sir dyng clarithromycin (500 mg moi 8 gid) clng véi omeprazole (40 mg/ngay) trén ngudi lén
khoe manh. Néng dd trong huyét tuong & trang théi 6n dinh cia omeprazole ting 1én (Cyqx ting:
30%, AUCqa4 ting 89% va thoi gian ban thai ting 34%) khi ding cting lic véi clarithromycin.

D6 pH dich vi trung binh 24 gior 1a 5,2 khi sir dung mét minh omeprazole va 1a 5,7 khi dung
chung omeprazole vdi clarithromycin.

Sildenafil, tadalafil va vardenafil

M&i chit tic ché enzym phosphodiesterase dwoc chuyén hoa, it nhat 1a mot phan, boi CYP3AA4,
va CYP3A4 c6 thé bi trc ché khi dung ddng thei clarithromycin.

Str dung cung lic nhirng thudce ndy voi clarithromycin sé ¢6 thé lam ting sir phoi nhiém cua céc

A ’ A - s - A ~ A ¥ . 3 A N
chat (rc ché enzym phosphodiesterase. Nén giam li€u cta nhiing thude nay khi ding dong thoi
voi clarithromycin.

Theophyllin, carbamazepine

Két qua cia cdc nghién ctru 1dm sang cho thdy mic di ting & mirc dé khiém tén nhung c6 y
nghia théng ké (p < 0,05) ndng dd cua theophylline hodic carbamazepine trong tudn hoin khi
ding chung mdt trong nhimmg thude ndy véi clarithromyein.

Tolterodine

Con duomg chuyén héa chi yéu cua tolterodine la qua 2D6 isoform cua cylochlomc P450
(CYP2D6). Tuy nhién, & nhitmg ngudi khéng ¢6 CYP2D6, dudng chuyén h6a nhén blet duge la
qua CYP3A4. O nhitng ngudi ndy, su tc ché CYP3A4 s@ ]am ldng dang ké nong dd cua
tolterodine trong huyét thanh. Sy giam lidu tolterodine ¢6 thé cén thiét khi ¢6 mit cac chat e
ché CYP3A4 nhw [a clarithromycin & nhém c6 chuyén héa CYP2D6 kém.

Triazolobenzodiazepine (vi du: alprazolam, midazolam, triazolam)

Khi ding clng ltic midazolam véi clarithromycin (500 mg, 2 lin/ngay), AUC ctia midazolam
tang 2,7 lan khi ding duong tiém tinh mach. Néu ding midazolam dudng tiém cung lic vai
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clarithromycin, nén theo ddi bénh nhén chit ché dé co thé diéu chinh liéu. Dang thude
midazolam giai phéng qua dudng niém mac miéng, 1a dudng ¢o thé bo qua thai trir tién hé thong,
s& c6 nhiéu kha ning gip twong tac thude twong ty nh twong tac gap phai dbi véi midazolam
dang tiém tinh mach hon 1a twong tac gip phai khi ding midazolam dang uéng. Luu y tuong ty
ddi voi céc benzodiazepine khic chuyén hoa qua CYP3A4, bao gdm triazolam va alprazolam.
Dbi v6i cie benzodiazepine ma sy dao thai khong phu thugc vao CYP3A4 (temazepam,
nitrazepam, lorazepam), sy twong tac quan trong ¢6 ¥ nghia lam sang hiu nhu khong xay ra khi
ding cung clarithromycin.

Di cb céc bdo cdo sau khi dua thude ra thi truomg vé céc tuong tac thude va nhing anh huong
dén hé than kinh trung wong (vi dy budn ngt va 10 1dn) khi ding cing lic clarithromycin véi
triazolam. Nén theo ddi tac dung 1én hé thin kinh trung wong & bénh nhin ding thude.

Colchicine

Colchicine 1a chét nén cho ca CYP3A4 va protein van chuyén P-glycoprotein (Pgp).
Clarithromycin va cac macrolide khac trc ché CYP3A4 va Pgp. Khi ding clarithromycin cing
lie véi colchicine, sir e ché CYP3A4 vivhay Pgp do clarithromycin ¢ thé din dén ting phoi
nhiém véi colchicine, can kiém tra bénh nhén vé& nhitng tridu chimg 1am sang do ngd dac
colchicine. Nén gidm lidu colchicine khi str dung ddng thoi véi clarithromyein & nhimg bénh
nhén c¢é chitc ning thiin va gan binh thudng. Chdng chi dinh sir dung déng thai clarithromyein
va colchicine & nhitng bénh nhén suy thén hodc suy gan (Xem Chéng chi dinh, Canh béo va thin
trong).

Digoxin

Digoxin 14 chét nén cho chét van chuyén P-glycoprotein (Pgp). Clarithromyein trc ché Pgp. Khi
dung chung clarithromycin va digoxin, sy irc ché Pgp béi clarithromycin ¢6 thé lam ting sy phoi
nhiém digoxin. P4 ¢é béo céo giam sat vé sy ting ndng dd digoxin trong huyét thanh & bénh
nhén dung cing lic digoxin va clarithromycin, Mot s6 bénh nhén cé nhitng déu hiéu lam sang
ctia nhiém ddc digoxin, bao gdm céc rdi loan nhip tim ¢6 kha néing gy t&r vong. Nén theo ddi
chiit ché ndng do digoxin huyét thanh & nhitng bénh nhén dung clarithromycin va digoxin clng
ltc.

Zidovudine

Udng ciing liic vién nén clarithromycin va zidovudine cho cdc bénh nhén ngudi 16n nhiém HIV
¢6 thé dan dén giam ndng dd zidovudine & trang thai dn dinh. Vi clarithromycin anh huéng dén
Ilf\p thu ciia zidovudine khi udng cing lic, ¢6 thé tranh duge twong tac ndy bing cach ding
clarithromycin va zidovudine cdch nhau 4 gio. Twong tic nay khong xdy ra & bénh nhin nhi
nhiém HIV ding hén dich clarithromycin véi zidovudine hodc dideoxylnosine. Twong téc ndy
hiém khi xay ra khi ding clarithromycin dudng tiém truyén tinh mach.

Phenytoin va valproate

D ¢6 céc béo cdo ty phat hogic duge edng bd vé tuong tac cia cac thube tre ché hé CYP3A, bao

gdm ca clarithromycin véi céc thube cho ring khdng bi chuyén héa béi CYP3A (vi du phenytoin
va valproate), cin xdc dinh ndng @6 huyét thanh cta céc t!u:éc nay khi sir dung cing véi
clarithromyein. Di ¢6 bdo cdo vé ting nong d huyét twong cia céc thube trén.

r - .R
Twong tic thude hai chiéu
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Atazanavir

Ch clarithromycin va atazanavir déu 1a chit nén va 1a chét e ché ctia CYP3A4, va ¢ bing
chimg vé& sy tuong téc thude 2 chidu. Dung cing lac clarithromycin (500 mg 2 lan/ngay) voi
atazanavir (400 mg ngay mét 1an) lam ting sy phoi nhiém véi-ciaritlu'omycin Ién 2 lan va giam
70% su phoi nhiém véi 14-OH-clarithromycin, ting 28% AUC cua atazanavir. Do
clarithromycin ¢é khoang diéu tri rong nén sy giam liéu clarithromycin 1a khéng can thiét &
nhitng bénh nhén ¢ chitc ning thin binh thuéng. G nhitg bénh nhan suy thén mic dd trung
binh (dd thanh thai creatinin 30 dén 60 ml/phit), lidu cua clarithromyein nén giam 50%. Ddi voi
nhitng bénh nhén c6 do thanh thai creatinin nhé hon 30 ml/phit, lidu clarithromycin nén giam
75% va nén ding dang thube hop 1y. Khong nén ding cung lic clarithromycin liéu >1000
mg/ngdy véi nhitng thude ire ché protease.

Fa A A .
Céc thuoce chen kénh calci

Than trong khi sir dung ddng thoi clarithromyein véi cac thude chen dong calei chuyén héa qua
CYP3A4 (nhu verapamil, amlodipine, diltiazem) do nguy co ha huyét 4p. Néng do6 trong huyét
twong ctia clarithromycin va cdc thude chen kénh calci ¢6 thé ting do twong tac thude. Pa quan
st thiy ha huyét ép, loan nhip tim chdm va nhiém acid lactic & céc bénh nhan st dung dong thoi
clarithromycin va verapamil.

[traconazole

Ca clarithromycin va itraconazole d&u 1a chét nén va chét trc ché CYP3A4, dan dén mot tuong
tac thudc 2 chiéu. Clarithromyein c6 thé lam ting uéng d6 huyét tuong cia itraconazole, trong
khi d6 itraconazole c6 thé lam ting ndng do trong huyét twong ctia clarithromyein, Nhitng bénh
nhan dang str dyng cung lac clarithromycin va itraconazole nén duge theo ddi chit ché nhing
déu hiéu hoiic triéu chimg do tac dung duge ly tang hodc kéo dai nay.

Saquinavir

Ca clarithromycin va saquinavir déu 1a chét nén va 1a chéit e ché ciia CYP3A4, va da c6 bing
chimg vé sy tuong tac 2 chiéu. Ding két hop clarithromycin (500 mg 2 1An/ngdy) va saquinavir
(vién nang gelatin mém, 1200 mg 3 lin/ngay) cho 12 ngudi tinh nguyén khée manh 1am ting

AUC & trang thai dn dinh 1&n 177% va C,ux 1€n 187% so véi dung riéng saquinavir, Gié tri AUC

vil Cpax ctia clarithromycin vao khodng 40% cao hon so véi ding riéng clarithromycin. Khéng
cin didu chinh lidu khi ding ddng thoi 2 thude nay trong mot thoi gian nhét dinh & 1idw/ dang
thude nghién ctru. Nhitng quan sét tir nhitng nghién ctu vé twong tée thude sir dung dang vién
nang gelatin mém ¢6 thé khéng gidng nhu khi ding vién nang gelatin cimg cia saquinavir.
Nhiing quan sat tir nhitng nghién ctru twong tac thube duge thuc hién chi véi saquinavir c6 thé
khong giéng nhimg tac dung thiy duge khi diéu tri v&i saquinavivritonavir. Khi dung chung
saquinavir va ritonavir, nén luu ¥ tdc dung tiém 4n cua ritonavir 1én clarithromycin (xem Tuong
tac thude).

Tuong ky: khong ap dung d6i voi thude vién.

10. Tac dyung khong mong muén eia thube

Céc tac dung khéng mong mubn phéd bién lidn quan t6i didu tri clarithromyein 1a dau bung, tiéu
chay, bubn ndn, ndn va loan vi gidc. Nhiing phan tmg bit loi nay thudng nhe va da duge biét
nhr 1a tac dung bit 1¢i cta céc thude macrolide.

Trong cac nghién ciru lam sang, khong co sy khéc nhau dang ké vé ty 1& gip tac dung bt lgi trén

Page 10 of 17



https://trungtamthuoc.com/

dudmg tiéu hoa trén bénh nhén c6 hoiic khéng nhiém mycobacterial trude do.

Béng dudi diy néu ra nhimg tde dung bét lgi duoc béo cdo & nhitng bénh nhan dang st dung
clarithromyein trong nhitng nghién ciru 1am sang va béo cdo sau khi dwa thude ra thi truong.
Nhimg tic dyng bt lgi nay dwoc sép xép theo hé thdng ctia co thé va tan suét xudt hién, quy ude
nhu sau: vat thuong gap (>1/10), thuong gip (>1/100 - <1/10), it gap (>1/1000 - <1/100) va
khéng rd (phan ‘g ghi nhan dugce tir dua thude ra thi truong, khéng thé danh gia duge tir dit liéu
sin ¢6). Vi mdi nhém tan sudt, phan tmg bét loi dugc trinh bay theo mirc d§ nghiém trong giam

dan.
i Rit Thwrdn
Tac dyng bat thuong Y ¢ it gip Khong r-
lgi theo hé % 2ap
gap
théng e guin >1/100 Khong thé danh gia tt
co thé =0 | = >1/1000 - <1/100 A iy e
= <1/10 - dir liéu sin cé
Nhiém  tring Viém mo té bao', bdi| Viém dai trang gia mac,
( va tinh (rang nhiém nim candida, viém | nhiém tring da gay sbt
nhi&m tring da day rudt’, nhidm | cao cép tinh
trl‘lng3, nhiém tring am
dao.
Hé mau va Giam bach cdu, giam | Chimg mét bach céu hat,
bach huyét bach chu da nhan trung | giam luong tidu ciu
tinh", ting tiéu c?‘m?’, tang
bach cdu 4i toan*
RO loan hé Phan tng phan vé, phan | Sc min cam, phi bach
mién dich (g qua min huyét
RGi loan vé Chan &n, giam sy ngon
chuyén héa va miéng
dinh dudng
( R&i logn tAm Mit ngl Lo 4u, cing thing Loan thin kinh, tinh
thén trang 10 14n, mét nhén
céch, trAm cam, mat
phuong hudng, do gidc,
mo bt thudmg, hung cam
R&i loan hé Logu  vi | Chimg mat y thire, loan | Ching co gidt, mat vi
thin kinh giac, dau | van dﬁng', chong mit, | giac, loan khiru giac, mat
dau ngt lo mo’, run khiru giac, cam giac khac
thudng
R&i loan tai va Choéng mit, nghe kém, 0 Diée
tai trong tai _
Réi |0§1I1 tim Ng[[ng ﬂlnl, rung nh’i'i'= XO&I] dinh, l'lhlp nhanh
mach kéo dai khoang QT, ngoai thit, r&i loan nhip tdm
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tam thu', danh tong | that
ngue.
R&i loan mach Gidn Xuét huyét
mach'
R6i logn hd Hen phé quan’, chay mau
hip, long miii’, nghén mach phdi'
ngue,  trung
théat
R6i loan Tiéu chay, | Viém thyc qua’ln', trao | Viém tuy Cép, ddi mau
dudong  tiéu nén, khé | nguoc da day thue quan’, | ludi, ddi mau riing
héa tiéu, budn | viem da day, dau trye
non, dau | trang cach héi®, viém
bung mi¢ng, viém ludi, trudng
bung'l, tao bon, kho
( miéng, ¢ hoi
R6i loan hé Chue U méit", viém gan", tang | Suy gan, vang da

gan mét

nang gan

alanine aminotransferase,

tri ding thube

mach tai

viém tai

bit tang aspartate
thuong aminotransferase,  ting
gamma-
glutamyltransferase
R&i loan da va Phét ban, | Viém da bong mgc’xc', Phan tmg c6 hai nghiém
md dudi da ting tiét ngtra, mé day, ban sin’ trong trén da (SCAR) (vi
mé hoi du: ngoai ban myn mu
toan thin cép tinh
(AGEP), hoi  chimng
Stevens-Johnson, hoai tr
biéu bi nhiém dde, phat
ban do phan tmg thubc
kém chimg ting bach céu
wa acid va triéu chimg
toan  than (DRESS),
trirng ca
R6i loan co Co thét co’, cimg co', dau | Ly gidi co van’"', bénh ly
Xuwrong va mo co co -
lién két
R6i loan thén Téang creatinin méu], ting | Suy than, viém thén ké
va tiét nigu ure huyét' :
Céc 1di loan | Viém Pau tai vi | Khé chiv', sbt’, suy
chung va tai vi | tinh tri tiém', [ nhwoe, dau ngue’, én

lanh*, mét méi’
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vi i | vi tri
tiém' tiém'
Céc X6t Bt thwong ty 18| Chi sé INR ting, thi
nghi¢m albumin/globulin', ting | gian prothrombin- kéo
phosphatase kidm mau®, | dai, thay ddi mau nuéc
ting  men lactate | tiéu

dehydrogenase mau’”.

" Do céc phan tmg nay duge bio céo tinh nguyén tir cong ddng voi ¢ mau khong xdc dinh,
khong thé uée lwgng chinh xéac tin suét hodic thiét lap duge mbi quan h¢ nhan-qua véi thude sir
dung. Udc tinh trén 1 ty bénh nhén trong thii gian diéu tri véi clarithromycin

= Trong mot s béo cdo vé globin co niéu kich phét, clarithromycin d& dwoc sir dung dong thoi
véi céc thude khac duge biét ¢6 lién quan téi globin co niéu kich phét nhu cée thube statin,
fibrat, colchicin hoéc allopurinol.

' Phan g bt loi duge bao céo chi véi dang bao ché bot pha dung djch tiém
% Phan g bt loi dwoc béo cdo chi vai dang bao ché vién nén phong thich cham

3 Phan ng bat loi duoc bdo cdo chi véi dang bao ché cdm pha hdn dich udng

* Phan tmg bit loi duge bdo cdo chi véi dang bio ché vién nén

Tén sudt, loai va mirc dd nghiém trong ciia cdc tic dung bét loi & tré em duoc coi 13 gidng nhu &
ngudi lon.

Bénh nhan suy gidam mién dich

O bénh nhén AIDS va nhiing bénh nhén suy giam mién dich khdc duoc diéu tri véi lidu cao
clarithromycin trong théi gian dai cho nhiém mycobacterium, rit khé phan biét déu 1a tac dung
bét loi gy ra do clarithromycin hay Ia triéu chimg ctia bénh HIV hodic bénh hién tai.

O bénh nhén nguoi 16n, tac dung bét lgi duge bdo cdo hay gip nhét khi cho bénh nhén ding lidu
tdng 1000 mg/ngdy la: budn nén, ndn, rdi loan vi gide, dau bung, tiéu chay, mén ngira, dﬁy hoi,
dau dau, tdo bon, rdi loan thinh gide, ting SGOT va SGPT. Céc tic dung khdng mong mudn c6
tin sb giip thip bao gdbm kho thd, mét ngi va khd migng. Nhitng tac dung bt loi it gip hon bao
gbdm: khé thd, mit ngh va khé miéng. O bénh nhin bi suy giam chirc ning mién dich, nhitng két
quéd xét nghiém thu duge bing cdch phén tich nhimg gid tri d6 bén ngoai cdc ndng d6 rit bét
thuomg (c6 nghia 14 quéa cao hay qué thap) trong thir nghiém déc thi. Dya vao co sé& cua tiéu
chuén nay, ¢6 khoang 2-3% nhimg bénh nhin dang ding clarithromycin liéu 1000 mg Hﬁng ngay
ndy c6 nfing dd SGOT va SGPT tang bét thudng mot cach nghiém trong, va ¢6 sb lwong tiéu ciu
va bach ciu lhﬁp mot cach bat thuong. Mot ty 1é nhé bénh nhén cling tang chi s6 BUN. :

Théng bio cho bic si nhitng tic dung khong mong mudn gip phdi khi si dung thuéc.

- . ,I £ ‘D r
11. Qua licu va cach xav tri

Triéu chimg: Nhimng béo céo cho thiy viéc udng lwong 16n clarithromycin c6 thé géy ra -nhimg

tridu chimg vé& tiéu hod. Mgt bénh nhan cé bénh sir r6i loan luéng cuc khi udng phai 8 gam

clarithromycin va cho thay tinh trang tdm thin bj thay ddi, trang thai hoang tudng, ka-li mau

gidm va o-xy mau giam. '

Didu tri: Nén didu tri nhimg phan éng di tng di kém khi dung qué lidu bing cach riva da day va

didu tri hd tro. Gibng nhu nhiing macrolide khéc, ndng dd clarithromycin trong huyét thanh
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khong bi anh hudng bai loc méu hoiic thim phén phiic mac.

12. Dice tinh dwge lye hoe

Nhém diéu tri: Khang vi khuan tédc dung toan than, macrolide. -

Ma ATC: JO1FAQ9.

Vi sinh hoc

Clarithromycin 1a mdt dan chét ban tdng hop cia erythromycin A. Thude c6 hoat tinh khang
khuén béng cach két hop véi tiéu don vi ribosome 508 ctia nhimg vi khuin nhay cam va tre ché
tdng hop protein. Thude ¢6 hiéu luc cao chdng lai nhidu vi khuadn gram dwong va gram am ai khi
va ky khi. Nong d te ché t6i thiéu (MICs) cia clarithromycin néi chung thap hon hai lan so véi
MICs clia erythromycin. Chét chuyén hoa 14-hydroxy ctia clarithromycin ciing ¢6 hoat tinh
khang khuén. MICs cua chét chuyén hoa nay biang hodic hai 1in cao hon MICs ctia phite hop me,
ngoai trir véi . Influenzae trong d6 chét chuyén héa 14-hydroxy ¢6 hoat tinh cao gép hai lan
phtrc hop me.

Trong in vitro, clarithromycin thuomg c6 hoat tinh chdng lai nhing vi khuén sau:

Vi khuén gram dwong hiéu khi '

Staphylococcus aureus; Streptococcus pneumoniae;, Strepptococcus pyogenes; Listeria
monocylogenes; Streptococeus agalactiae; Streptococei (group C, F, G), Viridans group
streptococci.

. oA ’
Vi khuén gram im hic¢u khi

Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis, Neisseria
gonorrhoeae,  Legionella  pneumophila, Bordetella  pertussis, Pasteurella  multocida
Mycoplasma: Mycoplasma pneumoniae; Ureaplasma urealyticum.

Nhiing 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 khufin Gram &m ky, khi Bacteroides melaninogenicus. . . /S
Xodin khuéin: Borrelia burgdorferi, Treponema pallidum. . o/
Campylobacter: Campylobacter jejuni.

Helicobacter pylori

Hoat tinh cua clarithromycin v&i Helicobacter pylori o pH trung tinh cao hon & pll acid, N
13. Pic tinh dwoe dong hoc
Hép thu
Dong hoe cia clarithromycin ding udng da duge nghién ciru ¢ céc loai dong vit va & ngudi 16n.
Céc nghién ctru ndy cho thdy clarithromycin duge hip thu nhanh véi sinh kha dung tuyét doi
khoang 50%. it thdy c6 s tich tu hay sy tich tu bit thudng nao va khuynh huéng chuyén hoa
khong thay déi & bt ky loai nao sau khi dung nhiéu liéu. An ngay truée khi ding thude s& lam
tang sinh kha dyng cna clarithromycin trung binh khoang 25%. Néi chung, su gia tang nay nho
va it co ¥ nghia l4m sang voi cée phéac dd lidu ding dang duge khuyén céo. Nhu véy,
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clarithromyein c6 thé ding cing ho#ic khong cing véi thire an.
Phén bb. chuyén héa va thai triv

Invitro

Két qua cua cac nghién ciru in vitro cho thdy sy gin két cua clarithromycin véi protein (rong
lluyét fuong ugufli trung binh khoang 70% & cac nong d§ 0,45-4,5 meg/ml. Sy giam ty 1€ g L.,z"’m két

xudng 41% & nong do 45 meg/ml ggn y 15’mg cac v; tri gin két ¢6 thé b biio hoa, nhung didu nay

chi xay ra & céc ndng dj cao hon nhiéu nong d6 diéu trj.

In vivo

Két qua nghién ctiru & dong vit cho‘thz‘qr llél“lg do clarit!u’nmycin trong tét ca cdc md, ngoai trir hé
than kinh trung wong, cao hon nhiéu lan ndng do thube trong hé tudn hoan. Nong do thude cao

nhét dwoc thiy trong mé phdi va gan, & dé ty 18 gitta ndng dd thude trong md so véi huyet (wrong

tir 10 dén 20.

Nhitng doi twong binh thirong

O liéu 250 mg 2 lan/ngay, nong do dinh trong huyét twong & trang thai 6n dinh & ngay thir 2-3
dat trung binh 1 meg/ml véi clarithromycin va 0,6 meg/ml véi 14-hydroxy clarithromycin, trong
khi thoi gian ban huy cta clarithromycin 1a 3-4 gidr va ciia 14-hydroxy clarithromyein la 5-6 gid.
Vi liéu 500 mg, 2 1an/ngdy, Cax clia clarithromyein va chét chuyén héa & trang thai dn dinh dat
duge & liéu thir nam. Sau liéu thit ndm va thir bay, Cpax clia clarithromycin & trang thai 6n dinh
la 2,7 meg/ml va 2,9 meg/ml; ciia chét chuyén héa trung binh 1a 0,88 meg/ml va 0,83 meg/ml.
Thoi gian ban thai cta thube me & lidu 500 mg la 4,5-4,8 gid, trong khi cua 14-hydroxy
clarithromycin 13 6,9-8,7 git. O trang théi 6n dinh ndng do cta 14-OH-clarithromycin khéng
ting tuong tmg véi lidu cha clarithromycin, va thai gian ban huy bidu kién ctia ca clarithromycin
vi chéit chuyén hod ¢6 khuynh huéng dai hon & cde lidu cao hon. Kidu duge déng hoc khéng
tuyén tinh cta clarithromycin ciing véi viée giam tao thanh céc san phim cua qu'i trinh 14-
hydroxylation va N-demethylation & liéu cao cho thiy ring su chuyén héa khong tuyen tinh cua
clarithromycin tré nén 18 rét hon & liéu cao.

0 ngudi 1én udng liéu duy nhét 250 mg hay 1200 mg clarithromycin sy bai tiét qua nudc tidu

chiém khoang 37,9% & lidu thdp va 46% & lidu cao. Thai trir qua phén chiém khoang 40,2% va.

29,1%.
Bénh nhdan

Clarithromycin va chét chuyén héa 14-OH phén bd mdt cach dé dang vao cde méd va dich cta co
thé. Nhitng dit liéu han ché thu duoe tir s6 lwong nho bénh nhén cho thdy clarithromyein khong
dat dwoc ndng dd cé ¥ nghia trong dich nfio tiy sau liéu udng (cé nghia 1a chi 1-2 % ndng do
trong huyét thanh & trong dich nio tiy & nhiing bénh nhéin ¢é hang rao mau-dich nfio tiy binh
thudmg). Nong do trong cac md thudng cao gép 2 1an so véi ndng dd trong huyét thanh. Vi du vé
ndng dd trong cdc md va huyét thanh duge trinh bay dudi day

Nﬁng a4 ( Sau lidu 250 mg mbi 12 giv)
Loai md Mé (mcg/g) Huyét thanh (meg/mL)
Amidan 1,6 0,8
Phéi 8,8 L7
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Suy gan

Trong mdt nghién ciru so sanh gifta mot nhém ngudi khée manh v6i mot nhém bénh nhén bi suy
gan duoe ding 250 mg clarithromycin 2 lAn/ngay trong 2 ngay va mot liéu don 250 mg & ngay
thir 3, ndng do trong huyét twong & trang thai dn dinh va sw dao thai cuia clarithromycin khéng cé
sur khdc biét dang ké giira hai nhom. Nguoc lai, ndng dd & trang thai dn dinh ctia chét cl_myén héa
14-OH thép hon r3 rét & nhém bénh nhén suy gan. Sy gidm dao thai cde chét chuyén héa nay cta
hop chét me boi qué trinh 14-hydroxylation duge bu diip phin nao bai sy ting ddo thai qua than

cua thude me, do doé ni:"mg do cta thude me & trang thai on dinh gitra 2 nhom la tuwong duong. Két

qua nay cho thdy khong céan didu chinh lidu & nhitng ngudi bi suy gan mic do tir vira dén niing
nhung c6 chire nang than binh thuong.

Suy thédn :

Mdt nghién ctru duge tién hanh nhim dénh gia va so sanh di liéu duge dong hoc khi dung nhiéu
liéu 500 mg dudng udng clarithromycin & nguoi ¢6 chirc néng than binh thuong va nhitng ngudi
bi suy thén. Néng dd trong huyét tuwong, thoi gian ban thai, Cyyag va Cyyin cho ca clarithromycin va
chét chuyén héa 14-OH cao hon va AUC 16n hon & nhitng bénh nhéan suy thén. Hing sb téc do
thai trir (Kejim) va sur bai tiét qua nuée tidu thip hon. Mite do khéc biét ciia nhimg théng s nay
c6 lién quan dén mic d6 suy than, suy thin cang nang sy khéc biét cang 16n (xem Liéu ding va
cach dung).

Ngudi cao tudi _

Mot nghién ctru duge tién hanh nhidm danh gid va so sénh do an toan va céc dit liéu duoe dong
hoc khi dung nhiéu liéu 500 mg clarithromycin duong udng cho nhitng dan éng va nhitng phu nir
cao tudi khoe manh so véi nhimg nam gidi va phy nir tré tudi khoe manh. G nhém cao tudi, ndng
d6 tudn hoan trong huyét twrong cao hon va sy dao thai chdm hon so v&i nhém tré tudi cho ca
chit me va chit chuyén hoa 14-OH. Tuy nhién, khong ¢é sy khéc biét gitia 2 nhom khi sy bai tiét

qua thin tuong quan véi do thanh thai creatinin. Didu ndy cho thiy bét ky sy anh hudng nao dén

A . . A . A - - 3 ~ 5 A A 3 A
su chuyén hoéa clarithomycin déu lién quan dén chirc ning cta than va khong lién quan gi dén
A
tuoi tac.
Nhiém Mycobacterium avium

Sau khi ding liéu 500 mg clarithromycin mdi 12 gi¢r trén bénh nhén trudng thanh nhiém HIV,
ndng do & trang thai dn dinh ctia clarithromycin va 14-OH-clarithromyein tuong tu nhu & ngudi
binh thuomg. Tuy nhién & lidu cao hon can dé diéu tri nhiém Mycobacterium avium, ndng do
clarithromyein cao hon rét nhidu so v6i khi dimg liéu binh thuong, O bénh nhan trudng thanh
nhiém HIV dang sir dung liéu 1000-2000 mg/ngay chia 2 1dn, Cpae ctia clarithromyein & trang
thai 6n dinh tir 2-4 meg/mL va 5-10 meg/mL theo thit tw. Thoi gian ban thai dai hon khi ding
lidu cao hon so vé6i lidu binh thudmg trén ngudi binh thudng. Nong dd cao hon trong huyét tuong
v thoi gian ban thai dai hon véi nhitng lidu nay phii hop voi dige dong hoe khong tuyén tinh di
duge biét cuia clarithromyein,
Ding dong thoi véi omeprazole
Mdt nghién ctu duge dong hoc da duge tién hanh véi clarithromycin 500 mg ngé.y. 3 lan va
omeprazole 40 mg ngdy 1 lan. Khi sir dung mdt minh clarithromycin liéu 500 mg mdi 8 gid, gia
tri Cpnax trung binh vao khoang 3,8 meg/mL v Cpin trung binh vao khoang 1,8 meg/mL. Gia tri
trung binh AUCy.g cua clarithromyein 1a 22,9 meg/gia/mL. Tyax va thoi gian ban thai 1an luot 1a
2,1 gio va 5,3 git khi ding clarithromycin lidu 500 mg ngay 3 lan.
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Trong cung nghién ctru khi ding clarithromycin liéu 500 mg ngay 3 1an cung lic véi omeprazole
40mg ngay 1 lan, thoi gian ban thai va AUCg.a4 clia omeprazole ting 1én. Déi véi tht ca céc dbi
tuong khi ding két hop véi clarithromycin, gid tri AUCga4 trung binh cia omeprazole cao hon
89% va Tip cao hon 34% so voi khi dung mdt minh omeprazole. Khi ding két hop véi
omeprazole, gid tri Cyux, Conins Va AUCpg & trang thai 6n dinh ctia clarithromycin ting 1én 10%,
27%, va 15% theo thir ty, cao hon gié tri dat duwge khi dung clarithromyein véi gia duge.
O trang thai 6n dinh, néng d6 cia clarithromycin trong mang nhiy da day sau khi uéng 6 giey &
nhém clarithromycin/omeprazole cao hon 25 lan so v6i nhém ding mot minh clarithromyein,
Nong do clarithromycin trung binh trong mé da day sau khi udng 6 gid & nhém
clarithromycin/omeprazole cao hon 2 lan so véi nhém ding clarithromycin véi gia duoe.
14. Quy edch déng gbi: Hop 3 vi x 10 vién.
15. Didu kién bio quén, han dimg, tiéu chuin chét lirgmg cita thude

- Diéu kién bao quan: Bao quan & nhiét do dudi 30°C.

- Han ding: 24 thang ké tir ngay san xudt.

- Tiéu chuln chét lugng: TCCS.
16. Tén, dia chi co & sin xudt thude
AUROBINDO PHARMA LIMITED

Unit 111, Survey No. 313 and 314, Bachupally, Bachupal]y Mandal, Medchal-Malkajgiri District,
Telangana State, India/ An Do.
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