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CLAXITAPC

Clarithromycin 500 mg

Thube nay chi dimg theo don thuéc
Poc ky hwdng ddn siv dung trude khi ding
Dé xa tiam tay tré em
Thong bédo ngay cho bic sy hogc duge sy nhitng tdc dung khéng mong muén gdp phii khi sit dung thudce

1. Thanh phin céng thie thude: M3i vién nén bao phim
chira:

Thanh phcfn hoat chat:

(@ 11431 411 75Tt By oS SR USRS e 500 mg

Thanh phan té duge:

Povidon, Lactose, Microcrystalline cellulose, Tinh bt ngd, Natri

Croscarmellose, Magnesi stearat, Colloidal anhydrous silica,

Tale, Opadry II white (Polyvinyl alcohol, Titan dioxyd,

Macrogol, Talc, Lecithin), Sunset yellow lake,

2. Dang bao ché: Vién nén bao phim.

3. Chidinh

Nén xem xét céc hudng din chinh thire vé viée sir dung khang

sinh thich hop.

Clarithromycin diwge chi dinh cho ngudi [on va tré em tir 12

woi e lén,

CLAXITAPC duge chi dinh dé didu tri cdc bénh nhiém khuén

gAy ra béi cae vi khudn nhay cam sau:

Nhiém trimg duomg hé hdp dudi nhur viém phé quin cdp tinh

véimgn tinh, viém phéi.

Clarithromycin thich hop dé diéu tri khoi diu trong céc nhiém
khudn dudng hé hip mic phai trong egng dong va da duge
chitng minh la ¢6 hoat tinh in vitro chong lai tic nhan gy bénh
hé hip théng thudng va khéng dién hinh nhu da 1i¢t ké trong
muc vi sinh vit.

Clarithromycin ciing duge chi dinh trong nhiém khuan da va
mé mém mire dd nhe dén vira.

Clarithromycin duge diing phdi hop véi cac chét e ché tiét
acid nhu omeprazol hay lansoprazol dé diéu tri H. pylori &
nhitng b&nh nhén loét 14 trang.

4. Liéu ding-Cich dung

Doi vi bénh nhin nhiém triing dwomg ho hp/ nhiém tring
da hogic mé mém

Nguoi Ién: Lidu thudmg ding: 250 mg (1/2 vién
CLAXITAPC), 2 lan/ ngay. C6 thé ting lidu 500 mg (1 vién
CLAXITAPC), 2 ldn/ ngly dbi voi nhimg bénh nhim tring
ning. Thoi gian diéu trj tir 6 — 14 ngay.

Tré em > 12 tuéi: ding licu nhu ngudi lom,

Tré em < 12 tuéi: Vién nén bao phim Clarithromycin khong
khuyén ¢do cho tré em < 12 tudi. Dang bao ché hdn dich hoic
bot pha hdn dich s& thich hop cho tré em tir 6 thang — 12 tudi.
Tiét triv H. pylori & nhiing bénh nhin leét td trang (nguoi
lon)

Thoi gian diéu tri tir 6 — 14 ngay.

Liéu phép 3 thudc

Clarithromycin 500 mg, 2 1dn/ ngay; lansoprazol 30 mg, 2 1An/
ngay va amoxycillin 1000 mg, 2 lan/ ngay.

Clarithromycin 500 mg, 2 ldn/ ngay; lansoprazol 30 mg, 2 1an/
ngdy va metronidazol 400 mg, 2 A/ ngay.

Clarithromycin 500 mg, 2 lan/ ngiy; omeprazol 40 mg, 1 1An/
ngdy va amoxicillin 1000 mg, 2 lin/ ngay hoic metronidazol
400 mg, 1 1An/ ngdy.

Clarithromycin 500 mg, 2 ldn/ ngiy; amoxicillin 1000 mg, 2
130/ ngay va omeprazol 20 mg, 1 14n/ ngdy.

Ligu phdp 2 thude

Nhiém triing dudng hd hip trén nhur viem xoang va viém hong,

Clarithromycin 500 mg, 3 140/ ngay va omeprazol 40 mg, 1 lan
ngdy. Cic nghién clu quan trong diroc tién hanh véi
omeprazol 40 mg mdi ngay mét lan trong 28 ngay.
Céc nghién ctru hd tro da duoc tién hanh voi omeprazol 40 mg
mdi ngay mdt 1an trong 14 ngdy.
Ngudi cao tudi: Lidu dung nhur ngudi 16n
Déi véi bénh nhin suy than:
Bénh nhén suy than véi do thanh thai creatinin (Cl, < 30 mL/
phut, lidu ding clarithromycin nén duoc giam mot nira. Vi du:
250 mg, 1 1an/ ngdy hofic 250 mg, 2 lan/ ngay ddi véi nhidm
tring néng. Viée diéu tri nén dimg sau 14 ngay diéu tri d6i véi
nhitng bénh nhan ndy.
Clarithromyein ¢6 thé ubng cling bira @n hofic khdng vi thie an
khong anh huémg dén sinh kha dung cua thude.
5. Chong chi dinh
Bénh nhén qua mén véi clarithromycin hojc cc khéng sinh
nhém macrolid hay bat cir thinh phan nao cta thude.
Ding ddng thoi clarithromycin  va ergotamin
dihydroergotamin vi ¢6 thé dan dén ngd doc ném cua ga.
Diing déng thi clarithromycin véi bét ky cdc thube nao sau
day: astemizol, cisaprid, pimozid va terfenadin. Didu nay c6
thé gy kéo dai thai gian QT va nhitng rdi logn nhjp nhu nhanh
nhjp thét, rung thit va xoén dinh.
B&nh nhén c6 tién sir kéo dai khodng QT (do bam sinh hogc
duge biét ¢6 QT kéo dai) hoiic logn nhip thit kém xofn dinh.
Ding dbng thdi véi clarithromyein véi ticagrelor hofic
ranolazin.
Ding dong thdi clarithromycin véi thude tre ché HMG-CoA
reductase (statin) ma bj chuyén héa manh bdi CYP3A4
(lovastatin hay simvastatin), do lam ting nguy co bénh co nhu
tiéu cor van.
Dung ddng thoi clarithromycin voi colchicin - thude e ché
manh CYP3A4
Bénh nhén ha kali mau vi ¢6 nguy co kéo dai khodang QT
Bénh nhén suy gan niing két hop véi suy thin
6. Cinh bdo va thin trong khi ding thube
Khong nén ké clarithromycin cho phu nit ¢6 thai ma khong cin
nhéc ky gitra nhimg lgi ich va nguy co gip phai, diic biét 14 trong
ba théng dAu tién clia thai k.
Cn thn trong & bénh nhan suy thin ning
Clarithromycin dugc bai tiét chu yéu & gan. Vi vdy, cin than
trong khi ding khang sinh ndy cho bénh nhén bi suy chirc ning
gan. Ciing cn than trong khi diing clarithromycin cho nhing
bénh nhén suy thén vira dén ning.
Céc trwdmg hop suy gan giy tir vong da duge bdo céo. MGt sb
bénh nhén ¢6 thé da ¢6 bénh gan tir trude hodic ¢ thé duge ding
céc thude gay dgc cho gan khéc. Bénh nhan nén duge khuyén
ngung didu tri va lign hé véi bac st clia ho néu c6 déu hiéu va
trigu chimg ctia bénh gan tién trién nhu chén n, vang da, nuée
tiéu sim mau, ngira hodc bung mém.
Viém dgi tring gia mac da duge bao cdo véi gn nhur tht ca céc
thude khéing sinh, bao gbm nhém macrolid, va c6 thé dao dong
trong mirc dé tir nhe dén de doa tinh mang. Tiéu chay lién quan
dén Clostridium difficile (CDAD) da duge béo cio gan nhur tht
ca cdc khang sinh bao gdm clarithromyein, va ¢6 thé dao dong

hay

Trang 1/6




httpS //tr%gm;hﬂqgrm trang gdy tr vong. Diéu trj véi

khfmg sinh [am thay dbi hé vi khudn dudng rudt, didu ndy c6 thé
dan dén sy phal trien qué mure cla C. difficile. CDAD phai duge
xem xét trong tAt ca cac bénh nhan c6 biéu hién tiéu chay sau khi
dung khéng sinh. Theo di cén thén bénh st 13 cdn thiét vi CDAD
da durge bao céo xut hién sau hon hai thang diéu tri béng khang
sinh. Xét nghi¢m vi sinh nén dugc lhuc hién va diéu trj khéi dau
thich hop. Nén tranh ding céc thuoc e ché nhu ddng rudt.

Pi ¢6 bdo ¢io sau luu hanh thude vé doc tinh colchicin khi st
dung ddng thai clarithromycin va colchicin, dic biét 1a & nhing
ngudi 16m tudi, mdt trong s& d6 xudt hién suy thin, Tir vong da
durge bio cdo & mdt s6 bénh nhéan nay. Chdng chi dinh diing dong
thoi clarithromycin v colchicin.

Cén thdn trong ve viée ding ddng thoi clarithromycin véi céc
triazolobenzodiazepin, nhur triazolam va midazolam.

Cén than trong khi diing ddng thoi clarithromyein véi eéc thude
khéc gy ddc cho tai, dic biét 14 véi cc aminoglycosid. Theo di
chire ndng thinh gidc va tién dinh trong va sau thi gian diéu trj.
Kéo dai khoang OT

Kéo dai sir t&i phén cye tim va khoang QT, phd bién 1a nguy co
rbi loan nhip tim va xofin dinh da dugc béo céo khi diéu tri voi
macrolid bao gdm clarithromycin. Vi din dén tang nguy co logn
nhip thét (bao gdm xofn dinh). Clarithromycin nén duge sir dung
thén trong & nhitng bénh nhén sau:

« Bénh nhn c6 bénh dong mach vanh, suy tim nng, r6i logn dan
truyén hoiic chim nhip tim c6 ¥ nghia lim sang,

» Bénh nhan c¢6 r6i logn dién giai nhu ha magnesi huyét.
Clarithromycin khéng duge ding cho bnh nhén ha kali mau.

+ Bénh nhan diing dong thdi ding céc thude khéc 1am kéo dai
khoing QT.

» Chéng chi djnh ding ddng thoi clarithromycin vai astemizol,
cisaprid, pimozid va terfendin.

* Clarithromycin khong duge st dung & bgnh nhén bam sinh
ho’{lc mic phai kéo dai khoang QT hodc ¢6 tién sir bi loan nhip
thil,

Viém phéi: V& quan dlcm trong viée Streptococcus pnew:ronm
d& khing v6i macrolid, cin phai kiém tra tinh nhay cim khi ké
toa clarithromycin cho bénh nhéin viém phm mac phéi & cing
déng. Pi véi viem phdi mic phai bénh vién, clarithromycin nén
duge ding két hop véi mQt khang sinh thich hl;)'p khéc.

Nhiém khudn dava mé mém nurc dd nhe dén vira: Nhimg nhiém
tring ndy thutng gdy ra boi S(apiwiococcus aureus va
Streptacoccus pyogenes, ca hai loai nay déu c6 thé dé khang véi
macrolid. Do dé, can kiém tra tinh nhay cam.

Trong trudmg hop khong thé sir dung khéng sinh nhom beta-
lactam (vi du: di tmg), cde thude khang sinh khéc, ching han nhu
clindamycin, c6 thé 1a thuéc Iya ch(_)n diu tién. Hicf:n nay,
macrolid chi diing trong mét 6 bénh nhiém tring da va mé mém,
chiing han nhu nhitng nhiém tring gy ra bai Corynebacte: ium
minutissimum, Acne wdgams hodic chimg viém quing va trong
trudmg hop khong thé dicu tri v6i penicillin.

Trong trudmg hgp ¢ phan tmg qué min cdp tinh nghiém trong
nhur séc phan vé, hoi chimg Stevens — Johnson va hoai tir biéu bi
doe hai, didu tri clarithromycin nén ngung ngay 1ap tirc va bt
dau ngay bién phép diéu tri thich hgp.

Clarithromycin nén dwoe ding than trong khi ding dbng thoi véi
céc thude gdy cdm (mg enzym cytochrom CYP3A4.

Thudc ire ché HMG-CoA reductase (statin): Sir dyng ddng thoi
clarithromycin v6i lovastatin hoéic simvastatin bi chéng chi dinh.
Cén than trong khi ké toa clarithromyein véi cée statin khée. Tiéu
co van di duge bdo cao & nhimg bénh nhén ding clarithromycin
véi statin, Bénh nhén ¢An duoe theo doi cée ddu hidu va tricu
chimg cia bénh co.

Trong truomg hop viée sir dung ddng thoi clarithromyein voi
statin khong thé trénh dugce, nén ké don statin véi lidu thép nhét.

Sir dung thudce statin khéng bi chuyén héa boi CYP3A (vi du
fluvastatin) c¢6 thé duge xem xét,

Thude ha diedng huyét dieong udng/ Insulin: Viéc sir dung dong
thoi clarithromycin va céc thube ha dudmg huyét udng (nhu cic
sulphonyluria) v&/ hojc insulin c6 thé dn dén ha dwomg huyét
dng ké. Cin theo ddi cin thin glucose.

Thudc chong déng duong udng: Nguy co xudt huyét nghidm
trong va thay déi déng ké INR va thai gian prothrombin khi diing
ddng thoi clarithromycin va warfarin. INR vi thoi gian
prothrombin nén duge theo di thuong xuyén trong khi bénh
nhén duge didu trj ddng thii clarithromycin va thude chng dong
dudmg ubng.

Viéc sir dung Iu,u phap khang sinh, chdng han nhu
Clarithromycin dé didu trj nhiém H. pylori c6 thé tao ra cc vi
khufin khéng thudc.

Ciing nhu cic thude khéng sinh khic, sir dung lau dai ¢6 thé din
dén tang 1én cdc vi khuéin va ndm khong nhay cam, néu bdi
nhiém xdy ra, cin dp dung phuong phép diéu trj thich hgp.

Chii y dén kha niing d& khang chéo giita clarithromycin va thudc
macrolid khéc nhu lincomyein va clindamycin.

Thuéc c6 chira lactose. Do d6, bénh nhén c6 bénh di truyén
hiém gip khong dung nap galactose, thiéu enzym lactase hojc
kém hép thu glucose-galactose khéng nén ding thube nay.
Thudc ¢6 chira suset yellow lake, ¢6 thé gay phan (g di tmg.
7. Sit dung thudc cho phu nir ¢6 thai va cho con bi

Phu nit ¢o thai

Antodn clia c]anlhromycm khi str dyng cho phu nir ¢6 thai chua
duge thiét lp. Dya trén két qué thu duge tir cac nghién u.ru khdc
nhau trén chudt, tho va khi, khong thé loai trir anh hll'DTlg xAu clia
thude dén sy phét trién cia phoi thai. Vi viy, khong sir dung cho
phu nit ¢6 thai néu khong cin nhic ky gitra loi ich va nguy co.
Phu nit cho con bit

Tinh an toan cua clarithromycin khi sir dung cho phu nit cho con
bit chira duore thiét 1ap. Clarithromyein duge bai tiét vio sira me.
8. Anh hudng trén khé ning ldi xe va viin hanh may méc
Khéng cd dit ligu vé anh hudng ciia clarithromycin dén kha ning
ldi xe va vin hanh may moc. Hoa mit, chén g mit, 14 13n v& méit
phuong hudng 6 thé xut hién khi ding thuée. Vi vay, nén tinh
dén kha niing xay ra céc tic dung phy nay trude khi 13i xe hojc
str dung may moc.

9. Twong tie, tuong ky ciia thube:

Ciic logi thudc sau dwge chong chi dinh nghiém ngdt do kha
ning twong tdc thudc nghiém trong:

Cisaprid, pimozid, astemizol va terfenadin

Nﬁng d{ cao cisaprid di duge bdo cdo ¢ nhirng bénh nhén dung
ddng thoi clarithromycin va cisaprid. Dleu ndy c6 thé din dén
kéo dai QT va rdi loan nhjp tim bao gom nhip that nhanh, rung
thét va xofin dinh. Anh hudng twong tyr da duge quan sat & bénh
nhén dung clarithromycin va pimozid déng thoi,

Macrolid dd duge bdo céo lam thay ddi chuyén héa cia
terfenadin din dén tang ndng df ctia terfenadin, doi khi két h
vai 10: loan nhip tim nhu kéo dai QT, nhip thét nhanh, rung thét
va xofin dinh. Trong mét nghién ctru trén 14 nguoi tinh nguyt;n
khoe manh, dung dong thi clarithromyein va terfenadin dan dén
tang gp 2-3 14n ndng dd chét chuyén héa acid cia terfenadin
trong huyét thanh v& kéo dai khoang QT ma khong giy bét ky
tAc dong 1am sang ndo. Anh hudng tuong tr di duge quan st
khi ding dbng thoi astemizol véi cde macrolid khéc.
Lirgotamin/ dihydroergotamin

Bdo cdo lru hianh thubc di chi ra ring ding dong thoi
clarithromycin véi ergotamin hodc dihydroergotamin gy ra dc
tinh cdp tinh dic trung ctia nim cua ga nhu co thit mach, thiéu
méu cuc bd cac chi va cac md khac bao gdm hé théng thin kinh
trung wong. Chdng chi dinh ding ddng thdi clarithromyein va
céc thudc ndy.
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Sir dung ddng thoi clarithromycin v&i lovastatin  hofic
simvastatin thi chong chi dinh vi ¢c statin duge chuyén hoargng
rdi boi CYP3A4. Pidu i dong théi véi clarithromycin s& lam
tiing ndng dd céc thudc ndy trong huyét tiromg din dén lim ting
nguy co bénh co, bao gdm ca tidu co vén. Tiéu co van da duge
bdo cdo & nhirng bénh nhin dimg d%mg thoi clarithromycin vai
c4e thude statin. Néu viée didu tri vai Llanlh;omycm la khong
thé trénh duge, thi phai tam ngung diéu tri voi lovastatin hofic
simvastatin trong sudt qué trinh dicu tri vdi clarithromycin.

Can than trong khi ké toa clarithromyein véi céc statin. Trong
triromg hop vige sir dung ddng thoi Llarlthmmyun voi statin
Kkhong thé tréanh duge, lidu statin thip nhét nén duge sir dung. Sir
dung statin khong bi chuyén hoa béi CYP3A (vi du: ﬂuvastalm)
¢6 thé duge xem xét. Bénh nhén can duge theo doi cac ddu higu
va triéu chimg cuia bénh co.

Anh hwdng ciia cde thube khic dén clarithromycin

C4c logi thudc gdy cdm (mg enzym CYP3A (vi du rifampicin,
phenytoin, carbamazepin, phenobarbital) ¢6 thé gdy cam (g sy
chuyén héa ctia clarithromycin, Diéu nay ¢6 thé din nbng do
Lla.rlthromyun dudi ngudng trj llcu dan dén giam h:¢u qua cuta
thuéc. Hon nira, cin thiét theo doi néng d trong huyét tuong clia
chc cht cam tmg CYP3A, vi chung co thé ting lén do sy e ché
CYP3A cia clarithromycin. Ding ddng thoi rifabutin v
clarithromycin dén dén ting m‘_’mg, dd rifabutin, va lam giam nong
do clarithromycin trong huyét thanh cling véi ting nguy co viém
mang b do.

Cdc logi thude sau ddy duge biét hodic nghi nge anh huéng dén
néng dg clarithromycin trong mdu; sw diéu chinh liéu
clarithromycin hodc xem xét cdc phwong phap diéu tri thay thé
¢6 thé duoe yéu cdu.

Ffm’:ren- nevirapin, rifampicin, rifabutin va rifapentin

Céc thube gy cam (mg manh hé cytochl om P450 nhur efavirenz,
nevin apm, rifampicin, rifabutin, va rifapentin c6 thé day nhanh
syt chuyen héa cua clarithromycin va do do lam glém néng do
huyét tuong cla ciarlthmmycm trong khi tang nong d¢ cuial4-
OH-clarithromycin - chit chuyén hoa cling c6 hoat tinh. Vi hoat
tinh ciia clanthromycm va 14-OH- len(hromycm khéic nhau doi
voi cée vi khudn khéc nhau, higu qua didu trj mong dqn 06 thé bi
giam khi ding ddng thoi clarithromycin va cdc thudc gy cim
ung enzymn.

Etravirin

Etravirin lam giam tiép xtic véi clarithromycin; Tuy nhién, ndng
dd ctia céc chét chuyén héa co hoat tinh, 14-OH-clarithromycin
thi ting én. Boi vi 14-OH-clarithromycin lam giam hoat tinh
chéng Iai phuc hop Mycabac!er ‘fum avium (MAC), hoat dong
tong thé chdng lai tc nhan gay benh nay co thé durge thay thé;
do d6 thay thé clarithromycin cin dugc xem xét khi dicu trj
MAC.

Fluconazol

Ding d(‘mg thoi {luconazol 200 mg hing ngay va clarithromycin
500 mg 2 ldn méi ngaz trén 21 tinh nguyén vién khoc manh da
din dén sir gia tang ndng d0 13i thiéu & trang thai on djnh clia
clarithromyein (Cpin) va dién tich duéi duong cong (AUC) tuong
{rng 12 33% va 18%. Ndng d0 trang théi 6n dinh clia chét chuyén
hoa c6 hoat tinh 14-OH-clarithromycin khong bj anh hudmg dang
ké khi diing dong thdi fluconazol. Vi vay, khong cén diéu chinh
lidu clarithromyein.

Ritonavir

Mot nghién ciru duge dong hoc da chimg minh ring ding dong
thai ritonavir 200 mg mdi 8 gidr va clarithromycin 500 mg mdi
12 gitr din dén (rc ché rd rét sy chuyén hda cta clarithromycin.
Cuax ctia clarithromycin tang 31%, Cpinting 182% va AUC téng
77% khi diing ddng thoi ritonavir. Sy e ché hoan chinh sy hinh
thanh cua 14-Oll-clarithromycin dd durge ghi nhin. Bai vi
clarithromycin ¢6 khoang diéu trj rong, khong cin giam lidu &

nhirng bénh nhan c6 chirc néng thin binh thuém g. Tuy nhién, dﬁ]
vGi bénh nhén suy than, didu chinh lidu ¢in duge xem xét: pbi
v&i nhitng bénh nhén ¢6 CLe 30-60 mL/ phit liéu clarithromycin
nén duge gidm 50%. DAi v6i nhitng bénh nhn ¢6 CLe <30 mL
/ phat lidu clarithromycin nén duge gidm 75%. Khong nén sir
dung liéu clarithromycin I6n hon 1 g/ ngdy cling véi ritonavir.
Piéu chinh lidu lugng tuong tu cén duge xem xél & nhimg bénh
nhén ¢é chire niing than giam khi rltonawr duge sir dung nhur 14
mt chét 1am ting dugce ding clia cac thude (e ché HIV prolease
khéc nhur atazanavir va saquinavir.
Anh lneong ciia clarithromycin dén cdc thudc khdc
Tuong tde do CYP3A
Dung dbng thoi c]arlthromyl::ln chit durge hlét 1a e ché CYP3A,
va mt logi thude duge chuyén hda chii yéu béi CYP3A ¢ thé
lam ting n&ng d6 hoic kéo dai tic dung va tac dyng phu ciia ci
2 thude didu trj dong thoi. Clarithromyein nén duqc sir dung thén
trong & nhﬁ'ng bénh nhan dugc diéu tri vdi che thuoc khéc da
duge biét 1a co chit enzym CYP3A, diic biét 1a néu cc co chit
CYP3A cb mdt bién do an toan hep (vi du carbamazepin) va/
hnac céic co chét duge chuyén héa rong rai bai cdc enzym nay.
Pieu chinh liéu lugng c6 thé duge xem xeét, va khi c6 thé, , nong
0 huyét Lhanh ciia cac logi thude duge chuyén héa chu yéu béi
CYP3A cin duge theo dai chit ché & bénh nhén ding ding thdi
vai clarithromyein.
Céic logi thude hoic nhém thude sau day da duge biét hoic nghi
ngd bi chuyén héa boi CYP3A isozym: alprazolam, astemizol,
carbamazepin, cilostazol, cisaprid, cyclosporin, disopyramid,
céc ergot alkaloid, lovastatin, methylprednisolon, midazolam,
omeprazol, thude chéng dong dudng uong (nhu warfarin), thubc
chéng loan thin khong dién hinh (vi du nhu quetiapin), pimozid,
quinidin, rifabutin, sildenafil, simvastatin, tacrolimus, terfenadin,
triazolam va vinblastin. Danh sich ndy khong phe’n la diy du.
Tuong tac thude do sy Lhuyt.n hoa tuong i qua céc isozym khic
trong hé théng cytochrom P450 bao gdm phenytoin, theophyllin
va valproat.
Thudc chong loan nhip
D4 ¢6 b4o céo sau luu hanh v& xofin dinh xuét hién khi sir dung
dong thoi c]arithromycin va quinidin hofic disopyramid. Cin
theo di dién tAm db v& viée kéo dai QT trong thoi gian ding
dong thsi ciarlthromycm véi che thuc ndy. Nong do qumldm va
disopyramid nén dugc theo ddi trong khi didu ti véi
clarithromycin.
DA ¢6 bdo céo sau luu hanh thubc vé vige ha dudng huyét khi
ding ddng thdi clarithromycin va dlsopyrannd Do do, nﬁng do
glucose méu nén duoc theo ddi trong thoi gian ding ddng thoi
clarithromycin va disopyramid.
Thuéc ha duong h:g)ér udng/ Insulin
V6i mot s§ logi thude ha dudmg huyét nhu nategimld va
repaglinid, su tre ché men CYP3A cia clarlthromycm co thé gy
ha dudmg huyét khi sir dung ddng thdri. Cén theo ddi glucose cin
thén,
Omeprazol
Clar nthromycm (500 mg mdi 8 gio) ding két hop véi omepraml
(40 mg mdi ngay) cho céc dbi tugng ngudi 16n khoe manh, Nong
d% & trang thai én dinh clia omeprazol trong huyét trong ting
(Cinaxs AUCpa4, va t12 tAng 30%, 89% va 34%, tuong Gng) khi
ding déng thdi clarithromycin, Gid trj pH da day trung binh
trong 24 gidy 1a 5,2 khi omeprazol duge ding mt minh va 5.7
khi omeprazol duge diéu trj phdi hop véi clarithromyein.
éf!denaﬁf tadalafil va vardenafil
Céc chat nay e ché phosphodiesterase nay, it nhét 13 mot phan,
sé bi chuyén héa bi CYP3A, CYP3A cb thé bi e ché khi sir
dung dbng thdi véi clarithromycin. Sir dyng ddng thoi
clarithromycin véi sildenafil, tadalafil va vardenafil c6 khé niing
s¢ din dén sy tang tiép xtc véi chit tre ché phosphodiesterase.

Trang 3/6



httpS :/ltru n@t&l%l’d&dm} LRMAa vardenafil nén duge xem xét khi

céc loai thube ndy dugc st dyng cling vai clarithromycin,
Theophyllin, carbamazepin

K&t qua ciia cc nghién ciru 1am sang cho thy ¢6 sy gia ting vira
phii nhung c6 ¥ nghia v& miit théng ké (p < 0,05) cua ndng do
theophyllin hay carbamazepin trong mau khi ding cac thude nay
déng thdi véi clarithromyein. Gidm lidu ¢6 thé cin phai dugc
Xem Xet,

Tolterodin

Dudng chuyén hoa chinh ctia tolterodin a thong qua cac isoform
2D6 cua cytochrom P450 (CYP2D6). Tuy nhién, trong mot
nhém dan s6 thiéu CYP2D6, phan tmg chuyén héa duge xdc
dinh Ia qua CYP3A. Trong nhom dén 0 ndy, sur tre ché CYP3A
lam ting déng ké ndng d6 tolterodin trong huyét thanh. Giam lidu
tolterodin ¢6 thé cén thiét khi ding ddng thv véi céc chit (re ché
CYP3A, nhu clarithromycin trong nhém dén s chuyén hoa qua
CYP2D6 kém.,

Cdc Triazolobenzodiazepin _(nhir _alprazolam, _midazolam,
triazolam)

Khi midazolam duge diéu tri phéi hgp véi thude vién nén bao
phim clarithromyein (500 mg hai IAn mdi ngdy), AUC ciia
midazolam ting ghp 2,7 1n sau khi tiém tinh mach va ting gip
7 1An sau khi uong. Diing ddng thai midazolam dudng ubng va
clarithromycin nén tranh, Néu midazolam tiém tinh mach duoc
diéu trj phdi hop vi clarithromycin, bénh nhan phai duge theo
ddi chit ch& dé diéu chinh li¢u thich hgp. Céc bign phap phong
ngira tuong ty ciing dugce 4p dung cho cée benzodiazepin khac
duge chuyén héa bdi CYP3A, nhu triazolam va alprazolam, D&i
véi cac benzodiazepin khdng phu thude viao CYP3A dé thai trir
chiing (temazepam, nitrazepam, lorazepam), syr turong tac quan
trong trén 14m sang véi clarithromyein 1 khong chic chin.

D3 ¢6 bdo cdo sau luu hanh thude v& trong tac thube va anh
huong hé théng thin kinh trung uong (CNS) (vi dy budn ngii va
14 1n) khi sir dyng ddng thdi clarithromycin va triazolam., Theo
doi b¢nh nhan bj 4nh hudng dén hé thong thén kinh trung wong
trung wong dugc dé nghj.

Tiweong tic thubc khdc

Cac aminoglycosid

Can thin trong khi diing ddng thoi clarithromycin véi céc thude
doc hai vai tai khéc, ddc biét 12 véi cic aminoglycosid.
Colchicin

Colchicin 1 co chit cho ci CYP3A va chit chuyén vén, P-
glycoprotein (Pgp). Clarithromycin va cic macrolid khéc duge
biét Ia e ché CYP3A va Pgp. Khi clarithromycin va colchicin
duge ding clng véi nhau, sy te ché Pgp v/ holic CYP3A do
clarithromyein 6 thé din dén ting tiép xc véi colchicin.
Digoxin

Digoxin duge cho 13 mt co chdt ciia chét chuyén van, P-
glycoprotein (Pgp). Clarithromyein dugc biét 1a chét rc ché Pgp.
Khi clarithromyein va digoxin duge ding cling nhau, sir rc ché
Pgp ciia clarithromycin c6 thé dén dén ting tiép xtc vdi digoxin.
Nong d6 cao digoxin tmng huyét thanh & bénh nhan nhén
clarithromycin v digoxin dong th&i cling da duge béo cdo sau
khi luu hanh va cin phai theo doi. Mot s bénh nhan ¢6 du higu
ldm sang phi hgp véi dde tinh ctia digoxin, bao gdm chimg loan
nhip tim gy tir vong. Nong do digoxin trong huyét thanh nén
duge theo doi can thin trong khi bénh nhan nhén digoxin va
clarithromyein ddng thai.

Zidovudin

Uéng dong thi vién clarithromycin va zidovudin dé didu trj HIV
cho ngudi 1ém ¢6 thé din dén giam ndng do & trang thai én dinh
cua zidovudin.

Do clarithromycin can trés sy hp thu zidovudin dudng ubng khi
sir dyng ddng thi, nén sy twong tac nay c6 thé tranh duge khi sir
dung clarithromycin va zidovudin céch nhau 4 gidr. Su twong tac
ndy khéng xiy ra & nhitng bénh nhi nhiém HIV ding

clarithromycin dang hdn dich vdi zidovudin hodc dideoxyinosin,
Sy trong tic ndy thi khdng chic chin khi clarithromycin ding
béng truyén tinh mgch.
Phenytoin va valproat.
DA ¢6 béo cdo ty phat hoje duge cong bd clia cic tuong tic cla
cic thube (re ché CYP3A, bao gdm clarithromyein véi cdc thube
khéng duge cho la bj chuyén héa bai CYP3A (vi dy phenytoin
va valproat). Xac dinh ndng do ciia céc thude ndy trong huyét
thanh duge khuyén céo khi ding dbng thoi véi clarithromycin.
Ting ndng dd thudc trong huyét thanh da duge béo cdo.
Twong tic thudc hai huéng (Bi-directional)
Atazanavir
Clarithromycin va atazanavir 14 co chét va (rc ché CYP3A, va ¢6
bing chimg vé& twong tac thude hai huéng. Ding ddng thoi
clarithromycin (500 mg hai 1in m&i ngdy) véi atazanavir (400
mg mét ldn méi ngay) din dén gia ting tiép xtc véi
clarithromycin gép 2 én va giam 70% sy tiép xtc véi 14-OH-
clarithromycin, AUC cua atazanavir ting 28%. Do
clarithromycin c6 khoang didu trj rong, nén khong cin thiét giam
liu ding véi nhitng bénh nhén ¢6 chire nang thdn binh thudng.
Péi véi nhitng bénh nhén su thdn mirc d§ vira (d( thanh thai
creatinin 30-60 ml/ phat), licu clarithromycin nén dugc giam
50%. D6i v6i bénh nhan c6 d6 thanh théi creatinin <30 m/ pht,
liu clarithromycin nén duge gidm 75%. Liéu clarithromyein 16n
hon 1 g mdi ngdy khéng nén duge sir dung cling véi thube e
ché protease.
Thudc chen kénh calci
Cén thdn trong khi diing ddng thoi clarithromyein va céc thubc
chen calci bi chuyén héa boi CYP3A4 (vi du: verapamil,
amlodipin, diltiazem) do nguy co ha huyét 4p. Nong dj trong
huyét tiong cia clarithromycin ciing nhu thuée chen kénh calci
¢6 thé tang Ién do syr twong tac. Ha huyét 4p, chiim nhip tim va
toan lactic dd dugc quan sit thy & bénh nhan ding
clarithromycin va verapamil ddng thi.
Itraconacol
Ca hai clarithromycin va itraconazol 13 co chdt va Gc ché
CYP3A, din dén mot sy tuong tAc thubc hai chidu.
Clarithromycin 6 thé lam ting ndng do trong huyét twong ciia
itraconazol, trong khi itraconazol c6 thé lam ting ndng do trong
huyét trong cia clarithromycin. Bénh nhén duing itraconazol va
clarithromyein dng thdri cn duge theo ddi chiit ché cac déu higu
hofc trigu chirng cia tang hogc kéo dai tdc dung duge 1.
Saquinavir
Ca clarithromycin va saquinavir 12 co chét va trc ché CYP3A. i
¢ biing chimg vé tuong tac thudc hai chiu. Ding ddng thoi
clarithromycin (500 mg hai lan mdi ngay) va saquinavir (vién
nang gelatin mém, 1200 mg ba 14n mdi ngdy) trén 12 tinh nguyén
vién khoe manh dat duge AUC va Cuuax & trang théi dn dinh ciia
saquinavir cao hon 177% va 187% khi ding saquinavir mét
minh. Gid tri AUC va Cyax clia clarithromycin cao hon khoang
40% khi dung clarithromycin mdt minh. Khong cin didu chinh
liéu khi hai logi thube duge sir dung cting nhau trong mot thoi
gian nhit dinh & liéw cong thirc duge nghién clru. Quan sét tir
cc nghién ctru vé twong tac thulc cia vién nang mém gelatin
mém c6 thé khong dai dién cho c4c anh hudng khi str dung vién
nang ctng gelatin saquinavir. Quan sat tir cc nghién ctru turong
téc thude khi ding saquinavir mét minh ¢6 thé khong phai 13 dai
dién cho cac anh hudng khi diéu tri véi saquinavir/ ritonavir. Khi
saquinavir duge didu trj ph6i hgp véi ritonavir, cin xem xét dén
nhimg anh hudng cua ritonavir trén clarithromycin,
Clarithromycin di dugc chimg minh 1& khong tuong tic véi
thudc trénh thai dudmg ubng.
10. Téc dung khéng mong mudn (ADR) ciia thubc
- Céc phan tmg phu hay xay ra v pho bicn nhat lién quan dén
diéu trj clarithromycin cho ca ngudi 1én va tré em la dau
bung, tiéu chy, budn ndn, nén mira va vi gidc bt thuamg.
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todn da biét cia thude khang sinh macrolid.
- Khéng ¢6 khéc bigt dang ké v& ti 1 cua cdc phan g bat 1
tiéu hoa trong cdc thir nghiem lém sang gitra nhdm bénh nhan
¢t hoge khong 6 nhidm mycobacteria trudc.
Thirong gdp, 1/100 2 ADR < 1/10
Tam thﬁn Mat ngu
H¢ thdng thin kinh: Logn vj gidic, nhire diu.
Tiéu héa: Non, kho uéu, budn nén, dau bung.
Gan: Chirc niing gan bat thudng.
Da va mé dudi da: phat ban, ting tiét mé héi.
It gap, (! /1,000 <ADR < 1/100)
Nhiém tring va nhiém ky sinh tring: candida, nhiém triing m
dgo.
Mau va h¢ bach huy&t glém bach cdu, giam bach ciu trung
tinh, li‘mg bach cdu wra eosin.
Hé mién djch: qué min.
Chund héa va dinh dudng: chdn an, giam thém an.
Tém than: lo ling
Hé than kinh: chéng mit, budn nga, run
Tai va mé dao: chéng mit, nghe kém, U tai.
Tim mach: QT kéo dai, dénh tréng ngyre.
Ticu héa: viém miéng, viém ludi, ddy bung, tio bon, kho
miéng, ¢ hoi, day hoi.
Gan: U mat, viém gan, ting alanine aminotransterase, ting
aspartat aminotransferase, !ﬁng gamma-glutamyltransferase.
Da va mé duéi da: ngira, ndi mé day.
Chung: mét moi, suy nhuge, dau ngye, én lanh.
Xét nghiém: phosphatase kiém ting, lactat dehydrogenase
ting
Khéng biét (cdc tdic dyng phy khong wée tinh duge 1y I¢ thiong
&ap)
Nhiém triing va nhiém ky sinh triing: Viém dai trang gia mac,
viém quing.
Méu vé hé bach huyét: Giam bach ciu, giam tidu cu,
Hé mién d[n.h Phén img phén vé, phii mach,
T4m thén: Réi logn tam thin, lu Iﬁn mét nhan céch, trdm cam,
mét phufmg hudng, a0 glac, gidc mo bt thudmg, hung cam.
Hé than kinh: Co gidt, mét vi gide, loan thi gide, mat khiru gic,
dj cam.
Tai va mé dgo: Dide.
Tim mach: Xofin dinh, nhip thét nhanh, rung thét.
Mach méu; Xuit huyet
Tiéu héa: Viém tuy cap tinh, ludi dbi mau, ring ddi mau.
Gan: Suy gan, vang da.
Da va mé dudi da: Hoi chung Stevens-Johnson, hoai tir bidu
bi gély doc, ngira phat ban c6 ting bach ciu va cosin va trigu
chimg toan than (DRESS), mun trimg c4.
Co xuong khép va m6 lién két: Bénh ca.
Thén va tiet niéu: Suy thin, viém than k&,
Xét nghiém: Téng INR, thoi gian prothrombin kéo dai, mau
sic nurde tiéu bét t thudng.
11. Qua lidu va cdch xiv tri
Bao cdo cho thay vigéc uong mot luong Ién clarithromycin c6 thé
:;uat hign cdc tridu chimg vé tiéu héa, Mt bénh nhan ¢6 tidn sir
i logn Il.rfing cucdung 8 g clanthlomycm va ¢d biéu hién thay
dbi tinh thin, hoang tudng, ha kali mau va thiéu oxy mau
Diéu tri ngp dpc:
Khong c6 thude giai doe dic hiu.
Diéu tri triéu chimg va ho trg dé logi trir thudc ra khoi co thé.
Nhu cie macrolid khde, nong do huyel thanh ciia clarithromycin
khdng bj anh huéng déng ké khi thdm phan mau hoic lhdm phan
phic mac. Cée phan mg di ng cép tinh nghiém trong rat hiém
hay ra, vi du sbe phan vé. Ngay khi ¢6 céc trigu chimg qua mén
ddu tién, phai ngung ding clarithromycin va sir dung céc bién
phép hd tro thich hop.

12. Tinh chit

Durge luc hoc

Nhom duege 1y diéu tri: Khéng sinh nhém macrolid

Ma ATC: J01FA09.

Co ché tde dung:

Llamhlom;!cm léd khing sinh thuge nhom macrolid. Co ché
khéng khuén ctia n6 1a gin két chon lpe vao tiéu don vi 508
ribosom ciia cac vi khuén nhay cam nhim ngin chiin sy hodn vi
cua céc amino acid hoat héa, N6 (e ché sy tong hop protein trong
1é bao vi khudn nhay cam,

Chét chuyén héa 14-h droxy cta clarithromycin cling c6 hoat
tinh khéng khudn, Chét ch uyé‘n hoa néy ¢6 hogt tinh kém hon
clarithromycin d8i véi hdu hét cdc vi khun, bao gém
mycobacterium spp. Ngoai trir Haemophh’us influenzae thi chit
chuyén héa c6 hoat tinh gdp 2 1An so véi clarithromyein.
Clarithromycin thudng cd hogt tinh in vitro trén cdc vi khuén
sau:

Vi khuan Gram dweng: Staphylococeus aureus (ching nhay
cam methicillin); Streplococcus  pyogenes (beta-hemolytic
streptococci nhém  A); Alphahemolytic streptococci (nhém
viridans);  Streptococeus  (Diplococeus)  preumoniae;
S!repiococn us aga.-’acnae Listeria monocylogenes.

Vi khuén Gram Am: Haemophilus influenzae; Haemophilus
parainfluenzae, Moraxella (Branhamella) catarrhalis: Neisseria
gonorrhoeae; Legionella pneumophila; Bordetella pertussis;
Helicobacter pylori; Campylobacter jejuni.
Mycoplasma:  Mycoplasma  pneumoniae;
urealyticum,

Vi Khudn Kkhic: Chlamydia trachomatis; Mycobacterium
avium, Mycobacre: ium leprae.

Vi khuan ky khi: Bacteroides Jragilis nhgy cdm vdi macrolid;
Clostridium perfringens; Peptococcus species;
Peptostreptococcus pecies; Pr apmmbacre: ium acnes.
Clarithromycin ¢ hoat tinh diét khudn d6i véi mot sb chiing vi
khuén nhwr Haemophilus influenzae, Streptococcus pneumoniae,
Streplocaceus pyogenes, Streptococcus agalactiae, Moraxeila
(Branhamella) catarrhalis, Neisseria gonorrhoeae, H. pylori va
Campylobacter spp.

Yi sinh vit

Theo Uy ban Chéu Au v¢ kiém tra tinh nhay cam cta vi khudn
cua clarithromycin nhur béng sau:

Ureaplasma

Nong d§ we ché t6i thiéu MIC (mg/L)

Chiing vi khuén Nhay cam (<) DE khang (>)
Staphylococeus spp. 1 mg/LL 2mg/L
Streptococcus spp. (Nhom 0,25 mg/L 0,5 mg/L
A,B,C,G)

Streptococcus pneumoniae 0,25 mg/L 0,5 mg/L
Haemophilus spp., 1 mg/L, 32 mg/L,
Moraxella catarrhalis 0,25 mg/L 0,5 mg/L
Helicobacteria pylori 0,25 mg/LL 0,5 mg/L

%@1&@
Hap thu:

Clarithromycin duqc hép thu tt va nhanh chong qua duong
tiéu hoa sau khi udng. Chit chuyén héa 6 hoat tinh 14-
hydrmy c!arlthromycm dugc hinh thanh tir chuyén héa qua
gan lan diu.

Clarithromycin ¢ thé uong ma khéng umg vdi bita &n vi thirc
&n khong anh hudng dén sinh kha dyng thude. Thye phﬁm lam
hoi cham st khoi phat hép thu cta clar ithromyein va sy hinh
thanh chét chuyén hoa 14- -hydroxy.

Phin bé:
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v6i ndng d6 thude luu hanh trong méu. Ndng do cao duoc tim
thiy trong ci md phéi va a-mi-dan.

Co khoéng 80% clarithromycin gin két véi protein huyét
tuong ¢ lidu didu tri. Clarithromyein ciing thim nh«,ip vio chit
nhdy da day. Néng d¢ clauthlomy(.m trong chét nhdy va mé
da day khi ding clarithromycin dong thoi voi omeprazol cao
hon khi diing clarithromycin mdt minh.

Chuyén héa va thii trie

Dugrc dong hge cia clarithromycin thi khong tuyén tinh; tuy
nhién, trang thai &n dinh dat dwrge trong vong 2 ngay. Véi lidu
250 meg, hai lin trong ngay, khodng 15 — 20% thudc duge bai
it qua nude tidu dudi dang khéng ddi. Vai lidu 500 mg hai
14n trong ngay, lu'qng bai tiét qua nude tidu lén hon (khoang

36 %). Cha! chuyén héa 14-hydroxy clarithrom yLm duqc bii
tiét chi yéu qua dutmg tiéu va chiém 10-15% cua lidu. Hau hét
phan con lai clia lidu duge thai trir tmng phﬁn chi yéu qua mit.
— 10 % thude me & dang khéng bién déi dugce tim thdy trong
phan
Khi clarithromycin 500 mg duge ding 3 1an trén ngdy, ndng
dﬁ clarithromycin ti ong huyét tuong thi ting dng ké so vai
liéu 500 mg ding 2 I4n trén ngéy
13. ng cch déng géi: Vi bdm nhom — nhdm, 7 vién/ vi. Hép
1 vi.
14. Han dimg ciia thude: 36 thang ké tir ngay san xuét.
15. Diéu kién bio guﬁn Bao quém & nhiét dd dudi 30°C, tranh
4nh séng tluc tiép va noi 4m udt.

16 Tiéu chuiin chit lwong ciia thue: TCCS

Co 50 san xuét va Co s phan phéi:
CONG TY CO PHAN DU()’C PHAM AMPHARCO U.S.A
Khu Céng Nghi&p Nhon Trach 3, Thi tréin Hi¢p Phude, Huyén Nhon Trach, Tinh Dong Nai
Dién thoai: 02513-566202

bl b AMPHARCO U.S.A
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