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BENH VIEN DA KHOA

soncime  STATIN VA CLARITHROMYCIN

» Chdng chi dinh phdi hgp clarithromycin véi simvastatin/lovastatin
(Tuong tac thudc theo Quyét dinh s6 5948/QD-BYT ngay 29/12/2021 clia Bd Y té)

statin, clarithromycin khéa chéat con dudng thai trir ctia Statin khién néng do
statin trong mau tang vot dét ngdt 1én ngudng doc tinh.

« Phai hgp khang sinh Macrolid véi statin lam tang nguy cd mac bénh tiéu co
van cap.

@
G « Khang sinh Clarithromycin (rc ché CYP3A4 cuc manh. Khi dung chung véi

KHI BENH NHAN DANG DUNG STATIN CAN DIEU TRI BANG CLARITHROMYCIN,
CO THE CAN NHAC:

© @ ©

Tam ngling statin Chuyén sang Lua chon khang sinh khac
trong thai gian | rosuvastatin hoac néu phu hgp véi
duing clarithromycin. pitavastatin - nguy co tinh trang bénh.

tuong tac thap hon.

Azithromycin hau nhu khong gay Pravastatin, fluvastatin va rosuvastatin
tudng tac dang ke vdi statin va co

it phu thuéc CYP3A4 nénn (o]
thé la lya chon thay thé trong nhing 3 ok . e
s " tuong tac véi macrolid thap hon.
truang hgp phu hagp.

Y CAC YEU TO LAM TANG NGUY CO MAC BIEN CHUNG TIEU CG VAN KHI DUNG STATIN

| A BIEN CHUNG
NGHIEM TRONG:
| v Pauco
v Yéu co
v Nudc tiéu sam mau
.+ Suy than cap

Céc thudc dung dong thoi: Amiodaron,

(D Itraconazol, Nhém Fibrat (Fenofibrat),
Khang sinh Macrolid (Clarithromycin,
Azithromycin).

.T. Céc bénh mac kém: Suy than, suy gan,
tiéu dudng, suy giap, rdi loan chuyén hoa.

a Tudi: >70 : v Co thé tir vong
[ i \ . - 5 Py "
Viéc ké don va lua chon thudc cdn dua trén danh gia toan dién tinh trang bénh ly, Q
(+) thudc dang sif dung va can nhac Igi ich - nguy cd cho ting ngudi bénh. o

T6 thong tin thudc - Bénh vién Da khoa Pong Hung




Dé xatdm taytre em

Doc ky hwdng dén su dung trude khi ding.

Thubc nay chidung theo don thudc

THANH PHAN CONG THUC THUOC:

Thanh phdn hoat chat Clarithromycin 500 mg

Thanh phén 14 duge Avicel M101 croscarmellose sodium, HPMC 2910, polysorbat 80 (sepitrap 80), acid

stearic. magnesi stearat. aerosil, PVP K30, HPMC g0, HPMC 615, PEG 6000, titan dioxyd, mau quinolin,
taic

DANG BAO CHE Vign nén bao phim

M3 1a san phdm: Vién nén bao phim hinh biu dyc. mauvang hai mat tron, canh va thanh vién lanh 1n
dlabart duoc ch’ dinh trong difu tr) nhidm trung do mOt hodc nhidu vi khudn nhay cdm. Nhiing

chi dinh gfm

Nhi&m triing dugng ho hap dudi, vi ou viem phé quén cdp tinh va man tinh, viém phdi (xem myc Canh
bao va than trong khi dung thudc, Dac tinh duge e hoc - Cdc thil nghigm vé tinh nhay cam)

Nhi€m tring dudng ho hdp trén, vi dy viém xoang va vidm hong
- Nhiém tring da va md mém, vi du viem nang Iong, vim md t& bao va viém qudng (xem muc Canh bdo
va than trong khi dung thudc. Dac tinh duge lyc hoc - Cac thi nghiém vé tinh nhay cam).
- Nhi#m vi khudn lan téa hodc khu tri do cac vi khudn Mycobacterium avium hodc Mycobacterium
intracelluiare Nhiém khudn khu tro do Mycobacterium chelonae, Mycobacterium fortuitum, hodc
Mycobacterium kansasij

- Clarithromycin duge chi dinh g8 ngan ngua nhifm khudn lan tda do Mycobacterium avium complex (MAC)

¢ nhiing bénh nhan nhiEm HIV véi s5 lugng t& bao bach huyét CD4 it hon hodc bing 100/mm’

- Clarithromycin ding k&t hgp voi chat e ché acid trong chi dinh ﬂ bdnh nhdn loét
ta tra Ng tai phat (xem myc Lifu diing va c4ch ding).
LIEU DUNG VA CACH DUNG

Nguai I6n: Trong nhiing trudng hop nhidm trun
gian diu trj théng thudng 14 5 d&n 14 n
viém xoang cdn 6 - 14 ngay diéu tri

- Liéu dung & b&nh nhan nhidm mycobacteria. ifu khuy&n cdo d6i voi ngudi 16n 1a 500 mg, 2 ldn/ ngay
- Diéu tr| cac bénh nhlém khuﬁq MAC 0 nhiing b&nh nhan AIDS cin duge li€p tuc, khi thay co lgi vé 1am
sang va vi sinh vat. Clarithromycin nén dugc st dung k&t hop vai cac thude khang vi khudn khac.

- Pnéu tri nhiém vi khun lao khdng dién hinh (mycobacteria nontuberculous) nén ti€p tyc theo quy8t dinh
cua cac bac si

- Laiéu dung cho dy phdng nhifm khudn MAC: liéy khuy€n cdo cla clarithromycin & ngudi 16n 13 500 mg,
2 1an/ ngay

Diéttr H. pylori:

0 nhiing bénh nhan bj loét da day t4 trang do nhiBm H_ pylori, ¢6 thé diing clarithromycin véi liéu 500 mg

hai Idn mdi ngay két hop voi céc thudc khang sinh khic phis hop va mdt chat e chd bom proton trong 7 - 14
ngay

Cén tham khao hudng ddn chinh thic vé digt tri 4. pylon
Dubi ddy 1a mot s6 vi du vé phac d6 diét tri 4. pylori.
Phdc d6 ba thudc,

g nang, liéu co thé ting dén 500 mg mdi ngay hai 1An. Thoi
0dy, ngoai trif trudng hop diéu trj viem phéi mic phai & cdng ddng va

“Clabact 500

thuting héi phuc duge Trong mot s6 truing hop dd béo cA0 U vong do suy gan, thudng (ién quan 16i cdc bénh ly

nang co sin va/ hodc cac thubc st dung déng thai Nging U dung clarithromycin néu xudt hign ddu hidu va tréu

chiing viém gan, nhu chn &n, vang da, nutic tifu sim mau, ngUa, hodc dau byng

Vidm rudt két gld mac da dugc béo cdo voi hdu hét cac thudc khdng khudn, bao gdm cdc macrolid, va tinh trang co

thé tir nhe d€n de doa tinh mang. Tiéu chay cb lidn quan dén Clostnidium difficile (CDAD) 03 dugc bao céo khi su

dung v6i hdu hét cac loai khang sinh bao gbm ca clarithromycin, va mic d c6 thé tir titu chay nhe dén t0 vong

Dibu tri khang sinh 1am thay d6i vi khudn chi binh thuting clia rudt, didu nay c6 thé din d&n phat trién qua mic cla

C Difficite. CDAD phai dugc quan tdm & tat ca banh nhan bi tidu chiy sau khi ding khang sinh. Viéc ghi chép

bénh &n cdn than I3 cAn thigt vi A3 co bao cdo vé vidc xudt hién CDAD 2 thang sau khi dung khang sinh

Colchicin

Dd ¢6 cac béo cdo sau khi dua thudc ra thy trubng vé ng0 dc colchicin khi dung ddng thoi clarthmmycm va

colchicin, d3c bt & ngudi cao tudi, mot s8 xdy ra & nhiing b&nh nhdn suy than. Da c6 t vong § mot sO truing hop

ndy (xem Tuong tac, tudng ky cla thuSc). Chdng chi dinh sl dung déng thoi colchicin va clarithromycin (xem

Chéng chi dinh).

Cén trong khi ding clarithromycin cung voi cac thudic triazolobenzodiazepin, nhu triazolam, va midazolam dang

tigm bdp va dang udng (xem Tuong tac, tuong Ky cla thudc)

Kéo dai khodng QT

Hign tugng kéo dai qua trinh tal phdn cyc & tim va khodng QT, dan d&n nguy co khdi phat con loan nhip tim va

xodn dinh, da dugc ghi nhan khi diéu tri bAing thudc nhém macrolid bao gém clarithromycin (xem Tac dung khong

mong mudn cla thuSc) Do vdy. vl cac tinh hudng sau day cd thé din dén ting nguy cd loan nhip tdm tht (bao

gbm ca xodn dinh). nén than trong khi s dung clarithromycin & cic bénh nhin sau day:

. B&nh nhan c6 bénh ddng mach vanh, suy tim nang, r0i loan din truyén hodc nhip tim chim cd ¥ nghia vé mat
ldm sdng

. B&nh nhdn cb r8i loan dién gidi nhu gidm magnesi mau. Khong duge sif dung clarithromycin cho b&nh nhan
giam kali mau (xem Chdng chi dinh); .

. B&nh nhén dang sif dung déng thdi cac thubic gdy kéo dai khodng QT khéac (xem Tuong tac, tudng ky cla thudc)

. Chding chi dinh sif dung déng thdi clarithromycin v astemizol, cisaprid. pimozid va terfenadin (xem Chdng chi
dinh),

. Khding dugc sir dung clarithromycin & nhiing b&nh nhdn ¢ khoang QT kéo dai bdm sinh hodc mic phai hodc cb
tién sif loan nhip tdm that (xem ChBng chi dinh)

Viém phd

Do tinh trang khang cac thudc macrolid cha Streptococcus pneumoniae dang gia tang, viéc thyc hign khang sinh

d6 1a quan trong khi k& toa clarithromycin cho b&nh nhan viém ph&i méc phai cdng ddng. Clarithromycin nén

dugc s dung k&t hgp vai cac thudc khang sinh thich hgp khac trong diéu tri viem phdi mac phai bénh vién

Nhi#m trung da va md mém mic do ti nhe d&n trung binh

Clarithromycin 500 mg mdi ngay 2 14n ciing vdi amoxicilin 1000 mg mdi ngdy 2 1&n va mot thudc (¢ che
bom proton dung liéu chudn mbi ngay 2 14n, dung trong 14 ngay

Phdc dé bén thudc. mdt thudc e ché bom proton mdi ngay 2 14n cung vdi amoxicilin 1000 mg mdi ngay 2
ldn, clarithromycin 500 mg mbi ngay 2 1dn va tinidazol 500 mg hodc metronidazol 500 mg mdbi ngady 2 14n.
dung trong 14 ngay

Phac d6 ndi tiép trong 10 ngay:

Mot thuSc Uc ché bom proton mbi ngay 2 1dn cling v6i amoxicilin 1000 mg mbi ngay 2 14n, ding trong 5
ngay lién tyc

Mot thuSc dc ché bom proton mbi ngay 2 14n clung vai clarithromycin 500 mg mbi ngay 2 1dn va tinidazol

Phin 16n cac nhim tring da thutng do Staphylococcus aureus va Streptococcus pyogenes, ¢a hai vi khudn nay

d6u co thé khang cac thudc macrolid Do vay, vide l1am khang sinh d6 rdt quan trong Trong truting hop khdng su
dung dugc cac khang sinh nhom beta-lactam (vi dy do d) (ng), cic khang sinh khac, nhu clindamycin, ¢ thé 13
Iya chon ddu tién Hign nay, cac thudc macrolid chi duge cin nhic chi dinh didu tri cac nhiém khudn da va md
mém, nhu nhiém khudn gdy ra bl ndm Corynebacterium minutissimum, tring ¢4, nhiém trung da gay sot cao
cdp tinh va cdc truing hgp khong thé diing duoc penicilin.

Trong truding hgp xudt hién cac phan Ung qud man cdp tinh, ndng, chdng han nhu séc phan vé, phan (ng c6 hai
nghiém trong trén da (SCAR) (vi du: ngoai ban myn m todn than cdp tinh (AGEP), hdi ching Stevens-Johnson,

500 mg mbi ngay 2 14n, dung trong 5 ngay.

Suy than:

0 nhiing b&nh nhan suy than véi mdc thanh thai creatinin < 30 ml/ phat, cdn chinh liéu nén gidm mot nira
téng héu mdi ngay, vi du 250 mg mbi ngay mot 1dn, hodc 250 mg mdi ngay hai Idn trong trudng hop ndng
Khong nén kéo dai dgt dibu tri qua 14 ngay 0 nhiing bénh nhan nay.

Tré em.

Vic sif dyng clarithromycin dang phong thich nhanh chua duge nghién citu 3 tré em dudi 12 tudi.

Sif dyng clarithromycin dang hdn dich danh cho tré em

C6 thé dung clarithromycin ma khong cdn quan tdm dén cdc blia &n vi thirc &n khong anh huing gi dén sinh

kha dini cua thudc

Ch&ng chi dinh & nhilng b&nh nhan qué mén cdm voi nhilng khdng sinh thujc nhém macrolid hodc bt ky ta
dugc nao cia thudc (xem Thanh phén ta duoc)

Chéng chi dinh sit dyng dbng thoi clarithromycin vli cac thuSc sau day. astemizol, cisaprid, pimozid,
terfenadin vl c6 thé g4y kéo dai khoang QT va loan nhip tim bao gém nhip nhanh that, rung tdm that va xodn
dinh (xem Tuong tac, tuong ky cba thudc).

ChBng chi dinh sl dyng clarithromycin ciing cdc alkaloid ndm cya ga (vi dy ergotamin hoic
dihydroergotamin) do co thé gay ngd ddc ndm cya ga (xem Tuong tac, tuong ky clia thudc)

Chéing chi dinh dung clarithromycin cing voi midazolam dang udng (xem Tuong tac, tuong ky cla thudc).
Khdng nén si dyng clarithromycin cho b&nh nhan co tién sif khoang QT kéo dai (bdm sinh hodc c6 tién s
mic phai kéo dai khodng QT) hodc loan nhip that, bao gém ca xodn dinh (xem Canh bao va than trong khi
dung thudc; Tuong tac, tuong ky clia thudc)

Khong dugc su dung clarithromycin cho bénh nhan glam kali mdu (nguy co kéo dai khodng QT).

Khong nén st dyng clarithromycin cho bgnh nhan suy gan nang co kém suy than.

Clarithromycin khdng nén ding cung v0i cac thudc Uc ché enzym HMG-CoA reductase (cac thudc statin) ma
chuyén hoa phdn 16n bdi CYP3A4 (lovastatin hodc simvastatin), do tang nguy co cac bénh vé co, ké ca ly
giai covan (xem myc Canh bao va thdn trong khi dung thudic). ‘ |

Khong nén sif dyng clarithromycin (va cac chat dc ché' CYP3A4 manh khac) cung voi colchicin (xem Canh
bao va than trong khi dung thudc, Tuong tc, tuong ky cia thudc).

Chéna chi dinh sif dung ddng thai clarithromycin vdi ticagrelor hodc ranolazin.
w Sir dung bat ky ligu phdp khang sinh nao, vi dy
clarithromycin, a6 didu tri nhiém khudn H pylorico thé tao ra cac chiing khang thudc. |

Khong nén k& toa clarithromycin cho phy ni c6 thai trudc khi can nhdc ki 1uBng vé lgi ich va nguy co, dic
biét trong 3 thang ddu thai ky | -
Gi6ng nhu cac khang sinh khac, vigc st dung clarithromycin dai han co thé gay nén sy tang sinh clia vi ndm
vA vi khudn khong nhay cam voi thudc. NEu xay ra boi nhiém, nén ti€n hanh tri liéu thich hgp.
Clarithromycin dugc bai tiét chi yéu qua gan, do vay nén than trong khi sit dyng khang sinh nay & nhiing
bénh nhan suy giam chic ndng gan. Cing nén than trong khi st dung cho nhiing b&énh nhan suy than tif vira
dén nang

C4n trong khi sif dung cho bénh nhan suy than nang | . ’ '
i w%ag <40 vé 161 loan chifc nang gan, bao gém tang men gan, viém t& bao gan va/ hodc viem gan i mat,

co hodc khong co vang da khi sU dung clarithromycin. R&i loan chifc ning gan c6 thé nghiém trong va

hoai tir biéu bl nhim doc va DRESS, ngay 1ap tic ngimg st dung clarithromycin va khdn truong diéu trj thich hop.
Than trong khi sir dung clarithromycin ciing voi cdc thudc gay kich iing hé enzym CYP3A4 (xem Tuong tdc, tuong
ky cua thudc).

Nén luu y dén khd ndng khang chéo gila clarithromycin va cdc thudc macrolid khac, cling nhu v6i lincomycin va
clindamycin.

th fc ché HMG-CoA r th {

Chdng chi dinh st dyng ddng thi clarithromycin vdi lovastatin hodc simvastatin (xem Chéng chi djnh). C4n thin
trong khi ke toa clarithromycin cung vdi cac thudc statin khac. D3 co bao céo vé ly gidi co van & nhiing bénh nhan
st dyng dong thai clarithromycin vai cac thudc statin. B&nh nhdn cdn dugc theo ddi vé cac ddu hidu va trigu ching
cac bénh ly vé ca. Truing hgp budc phai sir dyng ddng thai clarithromycin va cac thudc statin, khuy&n cdo ké liéu

thdp nhdt dugc dang ky cla thudc statin. Can nhdc st dung thudc statin khdng phu thudc vao chuyén héa CYP3A
(vi dy nhu fluvastatin).

Cac thudc ha duting huy€t dang udng/ Insulin

S dyng déng thdi clarithromycin va céc thudc ha dubing huy&t dang udng (nhu cac sulphonyluria) va/ hodc insulin
c6 thé 1am gidm dang ké duing huy&t. Cén kiém sodt chat ché dubng huyét,

Cac thude chdng ddng duing udng

Si dyng dbng thoi clarithromycin va warfarin ¢6 nguy co gdy chiy méu nghiém trong, tdng chi sd INR

(International normalized ratio) va thi gian prothrombin. Phai ki€m tra thuting xuy&n chi s INR va thai gian
prothrombin khi b§nh nhaq udng déng thai clarithromycin va cac thubc chdng ddng
TUONG TAC, TUONG KY CUA THUGC

Ding céc thudc sau bj chding chi djnh nghiém ng4t do tuang téc thudc nghiém trong.

Cisaprid, pimozid, astemizol va terfenadin

Tang ndng df cisaprid da dugc bao cdo & bénh nhan diing dbng thdi cisaprid va clarithromycin. Di€u ndy c6 thd
gdy kéo dai khoang QT va loan nhip im bao gém nhip nhanh that, rung th4t va xodn dinh. Nhiing biéu hién tuong
ty da dugc thdy khi dung ddng thasi pimozid va clarithromycin (xem Chong chi dinh).

Cac macrolid lam 61 loan sy chuyén hoa cba terfenadin 1am tang néng do cua terfenadin. doi khi din dén loan
nhip tim nhu'kéo dai khoang QT, nhip nhanh that, rung tht va xodn dinh (xem Chdng chi dinh). Trong mdt nghién
clu trén 14 ngudi tinh nguy&n khoe manh, ding dBng thisi clarithromycin va terfenadin 1am tdng 2 - 3 1an ndng 4o
trong huy&t thanh chdl chuy@n hoa acid clia terfenadin va kéo dai khodng QT nhung khdng phét hign dugc bat ky

cac bifu hién 1am sang nio. Cac bidu hién tuong ty cling dugc thdy khi dung d8ng thoi astemizol va cac macrolid
khac.

Alkaloid ndm cya ga

Cac bdo cdo sau luu hanh cho thdy ding cung lic clarithromycin vGi ergotamin hodc dihydroergotamin c6 lién
quan dén ddc tinh do ndm cya ga cdp dic trung b hién tugng co mach, thifu méu cuc b & cac chi va cic mod
khac bao gOm c he thén kinh trung uong Chdng chi djnh dung ciing luc clarithromycin véi cac alkaloid ndm cuya
ga (xem Chéng chi dinh).

Midazolam dang ubng

Khi midazolam dugc dung phoi hop véi vign nén clarithromycin (500 mg hai 18n mdi ngay), AUC cia midazolam

tang I8n 7 1&n sau khi ding midazolam dang udng Chdng chi dinh ding ddng thdi midazolam dang udng cling voi
clarithromycin (xem Ch8ng chi dinh)

c (ic ch& HMG-CoA acth i

Khong duo? dung ddng thoi clarithromycin véi lovastatin hodc simvastatin vi cac thudc statin nay chuyén hoa
phdn 16n bdi CYP3A4, tang nng dd thusc trong huygt rong khi sif dung cling voi clarithromycin, din toi tang




: j bénh nhdn su dun
clarithromycin ciing vOi cac thulic statin niy Ny c4n tiét phal difutr bang
ng lovastatin hodc simvastatin trong thdi gian digy tri ndy ,
ggnglrong khi k& toa clarithromycin véi cdc thufc statin Trong cac truong hODml:i‘c Zl:t?npg:'nsnuh;:';g
clarithromycin va cac thuSc statin, khuy€n cdo ka iy 1ndp nhdt duoc dang ky cua e Nt i e s
dung thudc statin khdng phy thudc vdo chuy@n hoa cyp3A (vi du nhu fluvastatin)
ddi vé cac ddu hidu va trigu chimg cdc bénh ly vé cg
dc thudc khac Ién clarithromyein
g:g zﬁ;‘g :‘;: ::,ch (ng he thdng enzym CYP3A (vi gy nfampicin, phenytom, carbamazéepln. ph:nob:rbnal,
St John's Wort) c6 thé 1am ting chuyén héa cia clamhromycm‘ Diéu nay co th Iaméc ;) ndng d-O
clarithromycin thdp dudi ngudng diéu tri. 1am gidm hiu C difu tr) cOa thuBc. Hon nia, c6 thé cdn theo dpu
ndng 80 huy€t tuong cla cac thuSc gay kich (ng he CYP3A, ndng dd n;y ¢ }hé bi tdng do clarithromycin (¢
ché he CYP3A (xem thdng tin san phdam lién quan khi duna cac thudc Uc ché ha CYP3A4). |
SU dung cung luc clarithromycin va rifabutin 1am tang n:n?‘ dd rifabutin va gidm néng df clarithromyein
(ng vOI tang nguy ca viém mang mach nho
t()r:z(:hhgf;:a:;ccbné% hodc nghl ngo cé anh nubngg dgén ndng d0 tudn hoan cua clarithromycin: diéu chinh
liéu clarithromycin hodc lya chon phuong phép diéu trj thay thé nén dugc xem xét
Efavirenz, nevirapin, rifampicin, rifabutin va rifapentin
Nhilng thubc gdy kich (ng hé thng chuyén héa cytochrom P450 nhu efavirenz, nevirapin, rifampicin,
rifabutin va rifapentin c6 thé 1am tang su chuy&n hoa cua clarithromycin do d6 lam gidm ndng dd ca
clarithromycin trong huy€t tuong, trong khi d6 ndng dg cua 14-OH-clarithromycin ting 18n, chat chuyén héa
nay cling c6 hoat tinh khdang khudn. Do hoat tinh khang khudn cla clarithromycin va 14-0H-clanthromycm

khac nhau dbi v6i cac loai vi khudn khac nhau. higu qud difu tri c6 thé bi anh hutng néu sif dung ciing lic
clarithromycin v6i nhiing chdt gdy cdm (ng enzym

Etravirin

N6ng d0 cia clarithromycin bj gidm bdi etravinn, tuy nhién, ndng do clia chit chuy€n hoa cb hoat tinh, 14-
OH-clarithromycin lai tang. Do chét chuy€n hoa co hoat tinh 14-OH-clarithromycin giam hoat tinh A6 v
Mycobacterium avium complex (MAC) nén hoat tinh chung d61 véi tic nhan 0dy bénh c6 thé bj thay d6i. Do

vdy, phai cdn nhdc thay thé clarithromycin bang cac thudc khac khi didu tri MAG & b&nh nhén co dung
etravirin

Fluconazol

Su dung ciing lie fluconazol 200 mg mbi n
nguyen khoe manh lam ting ndng dd t&i th
dign tich dudi duding cong (AUC) 18n 18%.
14-OH-clarithromycin khdng bi anh hudng
li€u clia clarithromycin.

Ritonavir

Mot nghign cliu duoc ddng hoc chim
500 mg mdi 12 gid Uc ché rd rét s

gay va clarithromycin 500 mgq 2 I14n/ ngay cho 21 ngudi tinh
i€u (Cmin) & trang thai 6n dinh ciia clarithromycin 18n 33% va
NOng dd & trang thai 6n dinh cia chat chuyén héa co hoat tinh
nhiéu khi ding d6ng thdi véi fluconazol Khong cdn diéu chinh

0 10 rdng dung ddng thdi ritonavir 200 mg mbi 8 010 va clarithromycin

u chuyén hoa cla clarithromycin. Cmax clia clarithromycin ting 31%,
Cmin tang 182% va AUC tang 77% khi dung cung ritonavir. D3 thdy Uc ché hoan toan sy tao thanh 14-0H-

clarithromycin. Vi clarithromycin ¢ khodng diéu tri 16n. nén khdng cdn thigl giam iéu & bénh nhan co chifc
nang than binh thudng. Tuy nhién véi b&nh nhin suy than, cdn diéu chinh héu nhu sau Véi bénh nhdn co d)
thanh thai creatinin tir 30 - 60 ml/ phat. giam liéu clarithromycin 50% Vi bénh nhan c6 dd thanh tha
Creatinin < 30 ml/ phat, giam liéu clarithromycin 75%. Khdng nén dung clarithromycin liéu 16n hon 1 o/
ngay cung vdi ritonavir.

Nén xem xét diéu chinh liéu  bénh nhan suy than khi co dung ritonavir phGi hap véi cac thubc ic ché enzym
protease bao gém atazanavir va saquinavir (xem Tuong tac thudc hai chiéu).

Tac dung cia clarithromycin 1én céc thubc khic

Thudc chéng loan nhip

Da co cac bao céo sau khi dua thudc ra thy trudng vé xodn dinh xay ra khi dung cung luc clarithromycin véi
quinidin hodc disopyramid. Nén kiém tra dién tam d6 vé dd dai khoang QT trong than gian sif dyng ciing lic
Clarithromycin véi nhiing thuSc nay. C4n theo dbi ning d0 trong huyét thanh cla cac thubc nay trong khi
dung clarithromycin.

Da co cac béo cdo hdu mai vé ha dudng huyét khi sir dung d6ng tha clarithromycin véi disopyramid. Do vy,
cén theo ddi dubing huyét trong khi si dung dbng thdi clarithromycin véi disopyramid.

Cac thudc ha dudng huy€t dang uing/ insulin

Clarithromycin Uc ché CYP3A va c6 thé lién quan dén hodc gdy ra ha dubng huyét khi sit dung déng thon véi
mot s thuSc ha dutng huyét nhu nateglinid va repaglinid. C4n kiém soat chdt ché duding huyét.

Nhiing tuong tac qua CYP3A4

SU dung d6ng thi clarithromycin, dugc biét 1a mot ch4t dc ché CYP3A4. véi mot thudc chuyén hba chi yéu
qua CYP3A4 c6 thé lien quan d&n sy tang nbng d6 cia thudc, didu d6 cb thé 1am tdng hodc kéo dai ca tic
dyng diéu tr) va tac dung bat lgi cha thudc ding cung. N&n than trong khi st dung clarithromycin trén nhing
bénh nhdn dang diéu tri bang nhiing thubc dugc bift 1a chit nén cla enzym CYP3A4, dac biét n€u chit nén
CYP3A4 c6 d9 an toan hep (vi du: carbamazepin) va/ hodc chat nén dugc chuyén hoa chi y&u bdi enzym
nay. Diéu chinh liéu c6 thé dugc xem xét va khi c6 thé, néng do trong huyét thanh clia cic thusc chuyén héa
chi y8u bdi CYP3A4 nén dugc kiém tra chat ché d nhilng bénh nhan dang sit dung dbng thai clarithromycin.
Céc thudc hoac nhém thubc sau ddy dugc biét hodc nghi ngd 13 chuy€n hoa bési isozym CYP3A4 alprazolam,
astemizol, carbamazepin, cilostazol, cisapnd, cyclosporin, disopyramid, nhilng alkaloid cla nim cya Qa,
lovastatin, methylprednisolon, midazolam, omeprazol, cic thuSc chdng dong mau dung vdng (vi dy
warfarin), cac thudc chdng loan thdn khong dién hinh (vi du: quetiapin), pimozid, quinidin, rifabutin,
sidenafil, simvastatin, tacrolimus, terfenadin, triazolam va vinblastin, tuy nhign danh sach nay khdng hoan

chinh. Cdc tuong tac thudc véi co ché tuong ty thong qua cac isozym khac trong he thdng cytochrom P450
bao gdm phenytoin, theophylin va valproat

Omeprazol
Su dyung clarithromycin (500 mg mdi 8 gi) cung véi omeprazol (40 Mg/ ngay) trén ngudi I6n khde manh

NOng d trong huyét tuong & trang théi 6n dinh clia omeprazol tang I&n (Cmax tang 30%, AUC, ,, tdng 89%
va thdi gian ban thai tang 34%) khi dung cung lic véi clarithromycin. B9 pH dich vi trung binh 24 gig1as,?2
khi st dung m¢t minh omeprazol va 12 5,7 khi dung chung omeprazol véi clarithromycin.

Sildenafil, tadalafil va vardenafil

MBi chét iic ché enzym phosphodiesterase dugc chuyén hoa, it nhat 1a mgt phdn, béi CYP3A4. va CYP3A4
c6 thé bi e ché khi dung ddng thdi clarithromycin.

St dung cung luc nhiing thudc nay véi clarithromycin s& ¢6 thé lam tang sy phai nhidm ciia cac chal dc ché
enzym phosphodiesterase. Nén gidm liéu cia nhiing thudc nay khi dung déng thoi véi clarithromycin
Theophylin, carbamazepin : ' |

K&t qua cla cac nghién clu ldm sang cho thdy mac du tdng & mic d9 khiém t6n nhung ¢6 y nghia théng ké

(p < 0,05) nbng do cla theophylin hodc carbamazepin trong tudn hoan khi ding chung mot trong nhiing
thudc nay vai clarithromycin

I%ﬁ%:; chuy€n hoa chu yéu cla tolterodin la qua 206 1soform ciia cytochrom P450 (CYP2D6) Tuy nhién,
& nhiing ngudi khong c6 CYP2D6, duding chuyén hoa nhdn biét dugc 1a qua CYP3A4. & nhiing nquisi nay, si
¢ic ché CYP3A4 sé lam tang dang ké ndng do cla tolterodin trong huyét }hanh Sy giam liéu tolterodin ¢6 thé
cAn thi€t khi c6 mat cac chdt uc ché CYP3A4 nhu 14 clarithromycin & nhém ¢6 chuyén hoa CYP2D6 kém

Triazolobenzodiazepin (vi du: alprazolam, midazolam, trizolam)

Khi dung cing lic midazolam voi clarithromycin (500 M9, 2 1§/ n
dung dubng Lém finh mach Né&u ding midazolam 6}0"0 Uém cin
nhin chat ché dé co thé diéu chinh liéu. Dang thudc Midazolam
dudng c6 thé bd qua thai trif tién he thng, s8 co nhifu kKha ning
tc gdp phai d6i voi midazolam dang tiém tinh mach hon 13 tugng
Luu y tuong ty d6i voi cdc benzodiazepin khic chuyén h0a qua Cy
vOi cAc benzodiazepin ma sy dao thai khong phy thudc v:!o CYP3A4 (temazepam, nitrazepam, lorazepam) sy
tuong tac quan trong 6 y nghia Idm sang hdu nhukhOna Xay ra khi ding cing clarithromycin

Di c6 cdc béo cdo sau khi dua thulic ra thj trubing vé cac Wong tac thuge va nhing anh hubing dn hé thdn kinh
trung wang (vi dy bubn ngd va 1t 1dn) khi ding cung loc
hé thdn kinh trung vong & bénh nhdn dung thubc

Nhifng tuang tac thube khdc:

Colchicin |
Colchicin 12 ch&t nén cho cd CYP3A4 va protein van chuyén P-glycoprotein (Pgp). Clarithromycin va cic
macrolid khac (fc ch&€ CYP3A4 va Pgp. Khi dung clarithromycin ciing Iac véi colchicin. sy (e ché CYP3A4 va/
hay Pgp do clarithromycin co thé din dén tang phai nhiém vgu col'ch.tcin Cdn kiém tra bénh nhan vé nhiing trigy
chiing 1am sang do ngd ddc colchicin. N&n gidm li€u colchicin khi sit dyng ddng thai véi Clarithromycin & nhiing
bénh nhin c6 chic ning than va gan binh thudng ChBng chi dinh si dung déng thoi clarithromycin va

colchicin 4 nhiing bénh nhan suy than hodc suy gan (xem Chng chi dinh, Canh béo va than trong khi dung
thudc)

oXin
gﬁxm la chat nén cho chdt van chuyén P-glycoprotein (Pgp) Clarithromycin ¢ ché P
clanthromycin va digoxin, sy c ch& Pgp bdi clarithromycin c6 thé 1am tdng su phai nhié
cdo gidm sat vé sy ting nOng dd digoxin trong huy& thanh & bénh nhin din
clarithromycin. Mot s6 bénh nhan c6 nhiing ddu hidu 1am sdng cia nhiém doc di

nhip tim c6 kha nang gdy t vong Nén theo ddi chdt ché ndng d9 digoxin huyét tha
clarithromycin va digoxin cung luc

Zidovudin

Udng cung luc vién nén clarithromycin va zidovudin cho céc bénh nhan ngudi I6n nhidm HIV ¢6 thé ddn dén

giam ndng do zidovudin & trang thai 6n dinh. VA clarithromycin anh hudng dén hdp thu clia zidovudin khi ubing

cung lic, c6 thé tranh dugc tuong tac ndy bing cach ding clarithromycin va zidovudin cich nhau 4 gid. Tuong
tac nay khong xdy ra & bénh nhdn nhi nhiém HIV dung hdn dich clarithromycin v6i zidovudin hodc
dideoxylnosin. Tuong tac nay hifm khi xdy ra khi dung clarthromycin dudng tiém truyén finh mach

Phenytoin va valproat

Dd c6 cdc bdo cdo ty phat hodc duge cong bd vé tuong tac cua cac thubc Uc ché he CYP3A bao gdm ca
clarithromycin voi cac thuc cho rang khdng bi chuy€n hoa béi CYP3A (vi dy phenytoin va valproat). Cdn xac

dinh nBng dd huyét thanh ciia cac thuSc ndy khi sif dung cung véi clarithromycin. D3 ¢6 béo cdo vé tang ndng
a0 huyét tuong cbia cac thudc trén

Twong téc thudc hai chiéu
Atazanavir

Ca clarithromycin va atazanavir déu 1A chdt nén va 12 chat c ché ciia CYP3A4. va ¢b bdng ching vé sy tuong
tac thudc 2 chiéu. Dung cung luc clarithromycin (500 mg 2 ldn/ ngay) véi atazanavir (400 mg ngay mot ldn) 1am
tdng sy phai nhiém véi clarithromycin I8n 2 1an va gidm 70% sy phoi nhim véi 14-0H-clarithromycin, tang
28% AUC cua atazanavir. Do clarithromycin c6 khodng didu tri rong nén sy giam lidu clarithromycin 1a khdng
can thiét & nhiing b&nh nhan cé chic ndng than binh thudng. 0 nhiing bénh nhdn suy than mic dd trung binh
(d0 thanh thai creatinin 30 d&n 60 ml/ phit), lidu ciia clarithromycin nén gidm 50% . D& véi nhilng bénh nhan

c6 do thanh thai creatinin nhd hon 30 mI/ phat, lidu clarithromycin nén gidm 75% va nén dung dang thudc hgp

'v.Khdng nén dung cung lac clarithromycin lidu > 1000 mg/ ngay vai nhitng thudc tc ché protease.
Cdc thude chen kénh calcium

Than trong khi sit dyng déng than clarithromycin véi cac thuie ch
verapamil, amlodipin, diltiazem) do nguy co ha huyét 4p Nén
thuc chen kénh calcium c6 thé ting do tuong tic thulc D3

nhigm acid lactic & cdc benh nhan sit dung ddng thoi clarithr
Itraconazol

Ca clarithromycin va itraconazol déu 13 ch4t nén va chat (ic ché CYP3A4, dan d&n mot tuong tac thubc 2 chibu
Clarithromycin c6 thé 1am tang ndng dd huyét tuong cla itraconazol, trong khi dé itraconazol c6 thé 1am tang

nbng do trong huyét tuong clia clarithromycin. Nhilng bénh nhan dang sif dung cung lic clarithromycin va

itraconazol nén dugc theo dodi chit ché nhing dau higu ho¥c trigu ching do tac dung duge ly tang hodc kéo dai
nay.

Saquinavir

0dy). AUC ciia midazolam tang 2.7 1dn khi
0 luc vai clarithromycin. nén theo dbi bdnh
giai phong qua dudng niém mac miéng. 1A
03p tuong tac thuic wong ty nhy trong tuong
tac gdp phdi khi ding midazolam dang udng
P3A4, bao gbm triazolam va alprazolam_ DOi

clarithromycin véi triazolam Nén theo dbi tc dung 18n

gp. Khi dung chung
m digoxin. D3 ¢6 bao
g cung lic digoxin va
goxin, bao gbm céc r6i loan
nh & nhiing bénh nhin ding

en dong calcium chuyén hda qua CYP3A4 (nhu
g d9 trong huy€t tuong cua clarithromycin va céc

quan sal thdy ha huyét 4p, loan nhip tim chdm va
omycin va verapamil.

187% so vOi dung riéng saquinavir . Gi5 tr) AUC va

Cmax cla clarthromycin vao khodng 40% cao hon so véi
dung riéng clarithromycin Khong c4n chinh idu khi

dung déng thti 2 thudc nay trong mdt thai gian nhat dinh &
liéw dang thuSc nghién ciru Nhilng quan sat tif nhiing nghién cify vé tong tac thudc sit dung dang vign nang
gelatin mém c6 thé khdng gidng nhu khi dung vién nang gelatin ciing cla saquinavir. Nhiing quan sat tif nhiing
nghién clu tuang téc thuc duge the hign chi véi S

aquinavir c6 thé khong giéng nhiing tac dung thdy dugc khi
di€u trj véi saquinavir/ritonavir. Khi dung chung sa

quinavir va ritonavir, nén Iuu y tac dung tidm 4n cia ritonavir
I&n clarithromycin (xem Tuong tac. tuang ky cla thudc)

hm;;_kl khOng ap dyng ddi vai thudc vien.
SU DYNG THUGC CHO PHY NI CO THAI VA CHO CON BU
Phu nil cd thai

Tinh an toan cla clarithromycin trong thi ky mang thai chua dugc thiét Iap. Vi vy khong nén sif dung
clarithromycin trong thi ky mang lhai

hodc cho con b trir khi Igi ich 16n hon nguy co.
Phu ni cho con b

Tinh an toan clia clarithromycin trong thdi ky cho con b chua duge thiét 1dp. Clarithromycin dugc xdc dinh c6
trong sifa me.

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

Chua ¢6 bdo cdo vé tic ddng cla thudc trong khi 14 xe va vin hanh mdy méc. Nén khuyén cao bénh nhan vé
NQuy cd hoa mat chong mat, IAn 1on. mA4t phuong hudng c6 thé xay ra khi sif dung thudc

TAC DUNG KHONG MONG MUGN CUA THUGC

Cac tac dung khong mong musn phd bién lién quan toi didy tri clarithromycin 1 dau byng, tiéu chdy, budn :3;
nOn va loan v) giac. Nhiing phén éng bat Igi ndy thudng nhe va d duc biét nhula tac dung bat Igi clia cac thudc
macrolid |

Trong céc nghién citu 1am sang, khong co sy khac nhay gang k& v& ty 18 gdp tac dung bat lgi trén dudng tidu
hoa trén bénh nhan cé hoac khong nhi€m mycobacterial trudc do ’ |

Bang dudi day néu ra nhiing tac dung bat Igi dugc bio cio § nhing bénh nhan dang s dungb;:ar llt::m:cm
trong nhiing nghién ciu 1am sang va bo co sau khi dua thudc ra thi trudng. Nhing tac dun?no) l?;‘ o : ua)c
sdp xEp theo h@ théng cia co thé va tan suat xust hién, quy udc nhu sau rdt thudng 0?0 (me ﬁthl t :n Qn p
(21/100 - < 1/10), it gap (= 1/1000 - < 1/100) va khong r (phdn g ghi nhdn duoc d:‘{' : b: wirn e :o
khdng thé dénh gia dugc ti da lidu sdn c6) V6i mBi nhom tdn sudt, phan Ung bdt lgi duge trinh bay

nghiém trong giam dén.




CLARITHROMYCIN
(Nguon: Duwoc thu quoc gia)
Tén chung quéc té: Clarithromycin.
Ma ATC: JO1FAO09.
Loai thudc: Khang sinh macrolid ban tong hop.
Dang thudc va ham lwong
Vién nén, vién bao phim: 250 mg va 500 mg.
Vién nén, vién bao phim tac dung kéo dai: 500 mg.
Hon dich uéng: 125 mg/5 ml, 250 mg/5 ml.
Thudc tiém truyén (dang thude tiém bot): Lo 500 mg.
Chi dinh

biéu tri nhiem khuan duong ho hap nhu viém amidan, viém tai gitta, viém xoang cap, viém phé
quan man c6 dot cap, viém phdi cong dong; nhieém khuan da va cac mé mém do vi khuan nhay
cam.

Dy phong va diéu tri nhiém Mycobacteria avium complex (MAC) & ngudi nhiém HIV ning.

Diéu tri nhiém Legionella pneumophila: Thudc dugc lya chon 1a macrolid (thudng 1a
azithromycin) hodc fluoroquinolon; ho ga, bénh phong; Toxoplasma.

Dy phong viém mang tim nhiém khuan khi di tng v&i penicilin. Clarithromycin duoc ding phdi
hop v&1 mat thubc e ché bom proton hodc mot thube doi khang thy thé histamin H2 va véi mot
thudc khang khuan khac dé tiét trir Helicobacter pylori trong diéu tri bénh loét da day - ta trang
dang tién trién: Thi du: Phdi hop v6i amoxicilin va lansoprazol hodc omeprazol (liéu phap 3
thudc). Clarithromycin c6 thé dugc Iya chon ding véi pyrimethamin trong diéu tri bénh do
nhiém Toxoplasmosis.

Chong chi dinh

Dj ting v6i cac macrolid hodc voi bt cir thanh phan ndo cua thude. Chdng chi dinh tuyét d6i
dung chung véi terfenadin, dac bi¢t trong truong hop bi bénh tim nhu loan nhip, nhip cham,
khoang QT kéo dai, bénh thiéu mau co tim cuc bd hodc mat can bang dién giai. Chdng chi dinh
ding dong thoi véi cac alcaloid nAm cwra ga (ergotamin, dihydroergotamin), astemizol, pimozid,
cisaprid, dabigatran etexilat.

Than trong

O ngudi bénh c6 t6n thuong gan nhung chirc ning than binh thudng thudng khong can dicu
chinh licu clarithromycin. Tuy nhién, & nguoi bénh c6 ton thuong than ndng nhung c¢6 hoac
khong co6 ton thuong gan, phai giam liéu hodc kéo dai khoang cach gitra cac lan cho thuoc.



Can sir dung than trong cho ngudi bénh bi suy than hodc suy gan. Can diéu chinh liéu cho ngudi
bénh suy than ndng. St dung than trong cho ngudi bénh bi nhugc co. Pde tinh colchicin (bao
g6m ca nguy hiém dén tinh mang) da xay ra khi dung dong thoi véi clarithromycin.

Dung clarithromycin dai ngay c6 thé 1am cac vi khudn khéng nhay cam véi thude phat trién qua
murc, dic biét nhidm Clostridium difficile gdy ia chay va viém két trang. Nhét thiét phai theo ddi
ngudi bénh va 1am khang sinh d6 thuong xuyén dé c6 bién phéap diéu tri thich hop theo khang
sinh d6. Tranh sir dung hodc sir dung than trong ddi v6i nguoi bénh co khoang thoi gian QT kéo
dai hodc loan nhip that, bénh tim da c6 tir trude. Dung thén trong cho nguodi bénh bi bénh dong
manh vanh.

Tranh sir dung vién giai phong cham cho ngudi bénh di biét bi hep duong tiéu hoa. An toan va
tac dung cta clarithromycin di tré dudi 6 thang tudi chua duoc danh gia. Do an toan cua thude
cho tré em trén 20 thang tu6i bi nhiém M. avium phtic hop ciing chua dugce dénh gia. Khong nén
cho tré em dung vién nén tac dung kéo dai.

Thoi ky mang thai

Clarithromycin qua duoc nhau thai. Mic du khong ¢ cac bang ching vé ngd doc thai va quai
thai trong cac nghién ctru trén dong vat, hién cling chua cé cac nghién curu thoa dang va dugce
kiém tra chat ch& vé viéc dung clarithromycin cho nguoi mang thai hodc khi sinh dé; vi vay,
khong dung clarithromycin cho ngudi mang thai, trir khi khong con liéu phap nao thay thé va
phai theo ddi that can than.

Thaoi ky cho con bu

Str dung thén trong khi dung clarithromycin cho ngudi cho con bu.
Liéu lwong va cach dung

Cach dung

Clarithromycin c¢6 thé dung udng hodc ti€ém truyén tinh mach. Vién nén va hon dich, cho uong
khong can chu y tdi bira an. Hon dich clarithromycin c6 thé cho uong véi sira. Vién nén giai
phong chdm nén udng cung thirc an.

Dang cém clarithromycin dé pha hon dich uéng: Pha béng cach thém mdt lugng nude vao lo
thubc dé tao thanh hdn dich chtra 125 hoic 250 mg clarithromycin/5 ml. Nudc nén chia lam 2 lan
thém va lic k¥ sau mdi 1an thém. Lac manh hdn dich truéc khi ding. Thude tiém truyén: Ddi voi
tiém truyén tinh mach khong lién tuc, pha loang dung dich hoan nguyén véi dung dich tiém
glucose 5% hodc dung dich ti€ém natri clorid 0,9% dé duoc dung dich c6 chtra 2 mg/ml
clarithromycin va tiém vao tinh mach 16n trong thoi gian 60 phut.

Thoi gian diéu tri clarithromycin con tiy thudc vao loai nhiém khuén va mutrc do nang nhe cua
bénh va thuong kéo dai 7 - 14 ngay.

Liéu lwong



Nguoi 16n: Ubng 250 - 500 mg/lan, cach 12 gid mot 1an hodc vién giai phong cham 1 000 mg (2
vién 500 mg)/lan, 1 1an/ngay; trong 7 - 14 ngay. Tiém truyén: 500 mg/lan, 2 lan/ngay. Tiém
truyén trong 2 - 5 ngay, sau d6 co6 thé chuyén sang udng.

Tré em

Tré em tir sau thang tudi tré nén: Udng 7,5 mg/kg/lan, cach 12 gid mot 1an (t6i da 500 mg/lan).
Mot sb go1y veé liéu lugng cho mét s6 bénh cu thé:

Tré em: Viém phdi cong dong, viém xoang, viém phé quan, viém da va cdu trac da: 15
mg/kg/ngay, chia 2 1an, 12 gid mot 1an; trong 10 - 12 ngay.

Nhiém Mycobacteria (phong va diéu tri): 7,5 mg/kg (t6i 500 mg), hai 1an mét ngay. D9 an toan
ctia clarithromycin d6i véi MAC (Mycobacterium avium complex) chwa duge nghién ciru cho tré
dudi 20 thang tudi.

Ho ga: Tré tir 1 - 5 thang tudi: 15 mg/kg/ngay, chia 2 1an, cach 12 gio mot 1an, trong 7 ngdy. Tré
tir 6 thang tudi trd 1én: 15 mg/kg/ ngay, chia 2 1an, 12 gio mot lan (lidu tdi da 1 g/ngay).

Du phong d6i véi viém mang trong tim: Ngin ngira nhiém khudn viém mang trong tim cho tré
phai phau thuat ring, duong hé hap, thuc quan: 15 mg/kg, 30 - 60 phut trudc khi tién hanh.

Nguoi 16n: Viém phé quan man tinh, dot cap tinh niang: 250 - 500 mg/lan, cach 12 gio mot lan
hodc vién giai phong cham 1 000 mg (2 vién 500 mg)/ 1an, 1 lan/ngay; trong 7 - 14 ngay.

Viém xoang cdp tinh: 500 mg/lan, cach 12 gio mot 1an hodc vién giai phong cham 1 000 mg (2
vién 500 mg)/lan, 1 1an/ngay; trong 14 ngay.

Nhiém Mycobacteria (phong va diéu tri): 500 mg, 2 lan/ngay (két hop vé6i thube khac nhu
ethambutol, rifampin). Nhiém Helicobacter pylori va loét ta trang: Dung tri liéu phap phdi hop 3
hodc 4 thudc: Bismuth subsalicylat, amoxicilin, khang thu thé H2 hodc thube e ché bom proton:
Véi liéu 500 mg/lan, cach 8 gio - 12 gid mot 1an, trong 10 - 14 ngay. Viém amidan, viém hong:
250 mg/lan, cach 12 gio/lan trong 10 ngdy. Viém phoi: 250 mg/lan, cach 12 gio mot lan hoic 1
000 mg, vién giai phong chdm, ngay mét lan, trong 7 ngay.

Dy phong d6i v6i viém mang trong tim: Khi 1am thu thuat ¢ ring, dudng hé hép, thuc quan:
Dung m¢t liéu don 500 mg, 1 gio trudce khi tién hanh.

Viém da va céu trac da: 250 mg/lan, cach 12 gid mot lan, trong 7 - 14 ngay.

Nhiém Mycobacterium avium: Diéu tri viém da do nhiém Mycobacterium avium: 500 mg, ngdy
2 lan, trong it nhat 3 thang. Diéu chinh li€u cho nguoi suy than Céc chi s6 dugc dong hoc &
nguoi cao tuodi va nguoi 16n tré tudi twong tu nhu nhau. Khong can diéu chinh lieu
clarithromycin ¢ ngudi suy gan va nguoi ¢o6 chirc nang than binh thuong. Picu chinh licu ¢
nguoi suy than dugc goi y nhu sau: Cler< 30 ml/phut: Dung 1/2 liéu binh thuong hodc kéo dai
gap doi khoang céch gitra cac 1an cho thude.

Trudng hop phéi hop véi ritonavir:
Cler : 30 - 60 ml/phat: Giam 50 % liéu dung.



Cler < 30 - 60 ml/phat: Giam 75% liéu dung.
Tac dung khéong mong mudn (ADR)

Clarithromycin dung nap tbt, trén lam sang cac ADR héau nhu chi & mirc nhe hodc thoang qua;
chi khoang 1% tac dung nghiém trong dugc bao cao. Cac ADR theo dudng udng cua
clarithromycin tuong tu hodc nhe hon erythromycin. ADR theo duong udng chu yéu trén duong
tiéu hoa.

Thwong gap, ADR >1/100 (1% - 10%)

Ti€u hoa: Vi giac bét thuong, ia chay, budn nén, non, dau da day, chung kho tiéu. R6i loan tiéu
hoda, dac biét 1a & ngudi bénh tré vaéi tan xuat 5%. Cling c6 thé bi viém dai trang mang gia tir nhe
deén de doa tinh mang.

Toan than: Phan tng qua man nhu ngtra, may day, ban da, kich ung.

TKTW: Pau dau. Da: Phat ban. Gan: Tang thoi gian prothrombin.

Thén: Tang BUN.

it gip, 1/1 000 < ADR < 1/100

Ti€u hoa: Céc triéu ching & mat (dau bung trén, doi khi dau nhiéu), budn nén, ndn.

Gan: Chtic nang gan bat thuong, bilirubin huyét thanh ting va thudng kém theo vang da, sot phat
ban va tang bach cau ua eosin.

Thinh giac: Diéc (néu dung lidu cao) than kinh thinh giac c6 thé hdi phuc.

Cac tac dung phu khac (<1%)

Viém rudt do Clostridium dificile, ting phosphatase kiém, phan v¢, biéng an, lo 4u, ting 1a 13n,
mat phuong hudng, ting GGT, viém ludi, do giac, giam thinh lyc, suy gan, viém gan, ha glucose
mau, mat ngu, kéo dai thoi gian QT, dong kinh, tang creatinin huyét thanh, héi chiing Stevens-
Johnson, viém da day, giam ti€u cau, d61 mau ludi, d61 mau rang, tding men gan, run, loan nhip
that, chong mat.

Huéng din cach xir tri ADR

Ngung clarithromycin va can hd tro chire ning sdng, néu da dung liéu rat cao.

Twong tac thudc

Céc khang sinh macrolid c6 kha ning trc ché chuyén hoa cac thudc khac trong gan. Tuong tac
nay c6 thé lam ting nong do huyét thanh cia cac thudc khac va khi phoi hop can gidm sat chat
nong dd cac thude.

Chédng chi dinh dung dong thoi clarithromycin véi cac thude sau: Alfuzosin, cisaprid, pimozid,
dabigatran etexilat, disopyramid, nilotinib, ranolazin, rivaroxaban, salmeterol, silodosin,

tetrabenazin, thioridazin, topotecan, ziprasidon, cac alcaloid nim cua ga (ergotamin,
dihydroergotamin), astemizol.



Clarithromycin c6 thé 1am tang tac dung doc cua cac thudc sau: Alfentanil, alfuzosin, alosetron,
cac thude chdng nam, benzodiazepin, thudc chen kénh calci, carbamazepin, glycosid tim,
ciclesonid, cilostazol, cisaprid, clozapin, colchicin, corticosteroid, cyclosporin, chit nén
CYP3A4, dabigatran etexilat, disopyramid, eletriptan, eplerenon, cac alcaloid nAm cua g, cac
chit trc ché HMG-CoA reductase, fentanyl, fesoterodin, ixabepilon, maraviroc, nilotinib,
pimozid, quinidin, ranolazin, repaglinid, cac dan xuat ctia rifammycin, rivaroxaban, salmeterol,
silodosin, sirolimus, sorafenib, tacrolimus, temsirolimus, tetrabenazin, dan xuit ctia theophylin,
thoridazin, topotecan, chat ddi khang vitamin K, ziprasidon, zopiclon.

Tac dung cua clarithromycin co thé tang 1én khi ding dong thoi véi cac thude sau: Alfuzosin,
thuoc chong nam, ciprofloxacin, cac chat trc ché CYP3A4, dasatinib, gadobutrol, nilotinib, cac
chat uc che protease.

Clarithromycin ¢ thé 1am giam tac dung cta cac thude sau: Clopidogrel, vic xin thuong han.

Tac dung cua clarithromycin c6 the bi giam khi dung véi cac thude sau: Cac tac nhan gdy cam
ung CYP3A4, deferasirox, etravirin, cac chat trc ché protease.

Do on dinh va biao quan

Bao quan vién nén va com dé pha hon dich uéng o nhi¢t do tr 15 - 30 o C, trong dd dung kin,
tranh 4anh sang. Hon dich cdm d3 hoan nguyén khong dé dong lanh; hon dich 6n dinh trong 14
ngay khi bdo quan & nhiét do phong.

Qui lidu va xir tri

Triéu chitng: Céc triéu ching ning vé tiéu hoa nhu budn non, ndn, dau bung, ia chay.
Xir tri: Diéu tri tridu chung va hd trg. ThAm phan mau khong tac dung.

Dugc ly va co ché tac dung

Clarithromycin 14 khang sinh macrolid ban tong hop. Clarithromycin thudng c6 tac dung kim
khuan d6i v6i nhiéu vi khuan Gram duong va mét s6 vi khuan Gram am. Thudc c6 thé co tac
dung diét khuan & lidu cao hodc ddi v6i nhitng chung rat nhay cam. Clarithromycin trc ché su
tong hop protein ¢ vi khuan nhay cam bang cach gin véi tiéu don vi 50S ribosom, vi viy ngin
chin su di chuyén ctia aminocyl transfer-RNA va trc ché sy tong hop polypeptid. Vi tri tac dung
cua clarithromycin cling 1a vi tri tac dung cua erythromycin, clindamycin, lincomycin va
cloramphenicol.

Pho khang khuan: In vitro, clarithromycin cé tac dung twong tw hoic manh hon erythromycin déi
v6i cac vi khuan nhay cam véi erythromycin va cling cé hoat tinh chong mot so vi sinh (nhu
Mycobacteria khong dién hinh, Toxoplasma).

Vi khuan nhay cam: Vi khuan hiéu khi Gram duong: Clarithromycin ¢6 tic dung in vitro manh
hon erythromycin ddi v&i cac vi khudn nhay cam streptococci va staphylococci. Clarithromycin
ciing 6 tac dung trén mot vai truc khuan hiéu khi Gram duong nhu Listeria monocytogenes va
mdt s6 Corynebacterium.



Vi khuan hiéu khi Gram am: In vitro, clarithromycin ¢ hoat tinh d6i véi mot sb vi khuan Gram
am nhu Neisseria gonorrhoeae va Moraxella (Branhamella) catarrhalis, Haemophilus influenzae,
H. parainfluenzae, Pasteurella multocida. Clarithromycin c6 tdc dung in vitro manh hon
erythromycin v6i Legionella spp., Campylobacter spp. Bordetella pertussis. Clarithromycin c6
tac dung v6i hau hét cac chung Helicobacter pylori; thude c6 tac dung trén Helicobacter pylori
manh hon cac macrolid khac. Clarithromycin ¢6 tdic dung manh hon erythromycin va
azithromycin ddi v6i Mycobacteria bao gdm Mycobacterium avium phirc hop, va M. leprae.

Céc vi khuan hiéu khi khac: Clarithromycin c6 tac dung véi Mycoplasma pneumonia,
Ureaplasma urealyticum, Clamydia trachomatis va mot sb ching cta C. pneumoniae. Vi khuan
ky khi: In vitro, clarithromycin ¢6 hoat tinh v&i hau hét cac chung Peptococcus,
Peptostreptococcus, Clostridium perfringens, Propionibacterium acnes, cac chung Prevotella
spp., Bacteroides fragilis. Cac vi khudn khac nhay cam véi thudc bao gom Toxoplasma gondii.

Gardnerella vaginalis, Borrelia burgdorferi va Cryptosporidis. Chat chuyén hoa 14-hydroxy
clarithromycin ¢ hoat tinh va c6 thé hiép dong in vitro voi thuée me dé lam ting dang ké hoat
tinh cta clarithromycin trén 14m sang d6i véi Haemophilus influenzae, Legionella spp. Khang
thudc: Khang cac khang sinh macrolid thudng lién quan dén thay d6i & vi tri dich gin véi khang
sinh, nhung khang thudc ciing con do sy ting cudng diy khang sinh ra ngoai ctia vi khuan. Su
khang thubc co thé qua trung gian nhidm séc thé hodc plasmid. Vi khuan khang macrolid tao ra
mot enzym 1am methyl hoa adenin con du lai & RNA cua ribosom va cudi cing trc ché khang
sinh gin vao ribosom. Cac vi khuan khéng erythromycin thuong khang tat ca cac macrolid vi
nhitng thudc nay déu kich thich enzym methylase. Khéng erythromycin ctia Streptococcus
pneumoniae thuong khang chéo véi clarithromycin.

Céc ching vi khuan khang penicillin ciing khang cao véi clarithromycin va da phan lap duoc
Helicobacter pylori khang thudc. Do su khang thudc phat trién nhanh véi M. avium khi dung
riéng clarithromycin nén liéu phap diéu tri két hop thuong duoc khuyén céo. Hau hét cac
enterococci nhu Enterococcus faecalis dd khang ca clarithromycin va erythromycin. Khang thudc
da xdy ra véi cac vi khuan nhu: Staphylococcus khang oxacilin, Staphylococcus coagulase Am
tinh (S. epidermidis). Enterobacteriaceae (Salmonella enteriditis; Yersinia enterocolitica,
Shigella va Vibrio spp.

Dugc dong hoc Clarithromycin khi uéng dugc hip thu nhanh qua dudng tiéu hoa va chiu su
chuyén hoa dau tién & mic d6 cao, sinh kha dung tuyét ddi ctia clarithromycin khoang 55%.
Mirc hip thu gan nhu khong bi anh hudng bai thire dn. Nong do dinh trong huyét thanh dat duoc
khoang 2 - 3 gio sau khi uéng. Nong d6 on dinh dat dugc trong khoang 3 - 4 ngay; ndng do dinh
ctia clarithromycin va chat chuyén hoa chinh 14-hydroxy clarithromycin theo thir tyr khoang 1 va
0,6 microgam/ ml, sau khi uéng vién nén 250 mg, cach 12 gio mot 1an. Cho cung liéu dudi dang
hén dich luc d6i tao ndng do on dinh trong huyét trong khoang 2 microgam/ml dbi véi
clarithromycin va khoang 0,7 microgam/ml dbi véi 14-hydroxyclarithromycin.

Dugc dong hoc cua clarithromycin khong tuyén tinh va phu thudc lidu. Céc liéu 16n c6 thé tao
nén cac néng do dinh tang khong theo ty 1€ thuan do chuyén héa thude bi bdo hoa. Su phu thude
khong tuyén tinh s& khong dang ké néu dung liéu khuyén cao 13 250 - 500 mg, cach 8 gid hoic



12 gio> mot lan. Chat chuyén hoa chinh 1a 14-hydroxy clarithromycin ciing c6 hoat tinh va cé thé
tang cuong hoat tinh cia clarithromycin in vitro.

Clarithromycin va chat chuyén hoa chinh 14-hydroxy clarithromycin dugc phan bd rong ri va
ndng d6 trong mo vuot ndng do trong huyét thanh do mét phan thude duge thu nap vao trong té
bao. Khoang 42 - 72% ndng d6 thudc gan véi protein huyét twong. O ndng do diéu tri thong
thuong, clarlthromycm dugc phat hién co trong stra me va trong dich ndo tiy nhung hi¢u qua
trong diéu tri viém mang ndo con chua rd. Thude chuyén héa nhidu & gan va thai ra phan qua
duong mat (5 - 10% thudc me).

Mot phan dang ké duoc thai qua nude tieu. Khoang 20 va 30% theo thir tu tng véi lidu 250 mg
va 500 mg dang vién nén va khoang 40% véi liéu 250 mg dang hén dich duoc thai qua nudc tiéu
dudi dang khong bi chuyén hoa. 14-hydroxy clarithromycin ciing nhu cac chat chuyén héa khac
dugc thai qua nudc tiéu 10 -15% liéu. Nira doi ciia clarithromycin va 14-hydroxy clarithromycin
khoang 3 - 4 gio va 5 - 6 gio theo thir tu khi ngudi bénh udng 250 mg clarithromycin, cach 12
gid mot 1an; khoang 5 - 7 gid va 7 - 9 gid khi nguoi bénh ubng liéu 500 mg, cach 8 - 12 gid mot
lan.

Nira doi thai trir bi kéo dai & ngudi bénh suy than. Tinh hinh vi khuan khang cac khang sinh
nhom macrolid & Viét Nam c6 chiéu hudng tang nhanh. Cac vi khuan khang erythromycin
thuong cling khang véi cac macrolid khac bao gom clarithromycin.



