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v ’ KLACID
- . COMPHAHON DICH DANH CHO TRE EM
CLARITHROMYCIN 125 mg/5 mi

MO TA

COM PHA HON DJCH DANH CHO.TRE EM CLARITHROMYCIN 14 mt dang bao ché dudng uéng ciia

clarithromycin diing chii y&u cho tré em, dwgc cung tng dwdi dang ché phém hat cbm dyng trong chai

& dung tich cé thé lic chai dugc.

Clarithromycin 1a mjt khdng.sinh ban tdng hop thugc ho magrolid. B¢t khang sinh, nay < rnéu tréng,
- hoan toan khéng tan trong nwoc. |

THANH PHAN

Hoat chit: Clarithromyein 125 mg/S ml.

Té dwrgre: duéng sucrose, gdm xanthan, s}llcon dioxid, kall sorbat, acid itric, maltudaxtnn titan dioxid,
chét thom hoa qué. ,
Trurdre khi diing cAn thém nuée vao d8 tao thanh hdn dich. Sau khi a3 pha cir mBi 5 ml hon djch ihut'x:
cbm ndy co chira 125 mg clarithromycin.

CHI B|NH

Hé&n dich clarithremycin cho tré em dwgc chi dinh dnéu tri cac nhiém khudn do céc vi khuén nhay trong

cac diéu kign sau day:

1. Céc nhiém khuén,duéng hd hdp trén (nhur viém hong do lién cAu khuan)

2. Cac nhidm khun duwdng ho hip dudi (nhu Vigm | ng ‘quan, viém phdi) (xem CANH aAo VA THAN

TRONG, DUQC LYC HQC — Céc thir nghiém vé tinh nhay cam)

3. Vidm tai gitra cép. :

4. Nhi&m khudn da va cAu tric da (nhie chéic ¢y, viém nang 16ng, viém mé t& bao, apxe) (xem CANH
- BAO VA THAN TRONG, DUQIC LIFC HQC — Céc thir nghi#m va tinh nhay cam)

5. Gée nhim khudin Mycobacterium khu tri hoaé lan toa do M. aviurn hodic M. intracellulare; céic nhidm

khudn khu tni do M. chelonae, M. fortuitum, hodc M. kansasir.

LIEU DUNG VA CACH DUNG

Bé&nh nhi 6 thang t&i 12 tudi

Céc nghién cou tam sang sir dyng hdn dich clanmromyan cho tré em 6 thang t&i 12 tudi. Do vay, tré
. em dudi 12 twdi nén s dung hbn dich clarithromycin (c6m pha hdn dich).

Li#u dung hhg ngay ciia hn dich clarithromyein diing chio tré em (125 mg/5 ml) 14 7,5 mgikg, méi ngay

uéng 2 14n, 18i da 500 mg x 2 [An @81 vé&i cac nhidm khuén khéng do Mycobaclerium. Théi gian digu tri.

thurdng 14 5-10 ngdy tuy theo tac nhan gy bgnh va mirc 39 bénh.

Hbn dich da pha co thd diing kém hodc khdng kém véi bra &n, va c6 thé udng cing voi sta.

Bang sau day 1 hudng dAn ggi y cach x4c dinh Iléu dung.

Huéng déin liéu dung cho bgnh nhi (Dyra trén tmnjl_uvng co mi]
Trong luong co thé* " Lidu ding {ml) ngay 2 1An
- " (125 mgi5mi) |
Kg " Pao (Bon vj de trong lwong)
8-11 18-25 25
12-19 . 2643 5,0
20-29 44-64 | 7.5
30-40 _63:88 10,0
* Trd em <8 kg hodc <18 pao-cAn tinh lidu theo kg Hay pao
(khoang 7,5 mglkg, ngay 2 I3n hodc 3,4 mg/pao ngay 2 1an)..

Liéu ding cho bgnh nhan cé tén thong thin

O tré em c6 @3 thanh thai creatinin du6i 30 mliphit/1,73 m2, lidu ding clarithromycin phai gidm di mot
nira, nghia la 250 mg ngay 1 1&n hodc 250 mg ngay 2 14n & cac nhiém khuin nang hon. Khéing nén
ding qué 14 ngﬂy & cAc bénh nhan nay.

Lidu ding cho uc b&nh nhan bj nhidém Mycobacterium e :

&' 'tré em bj nhigm Myoobactenum khu trd hodc lan tod (M. avium, M. intracellulare, M. che!cman M.
fortuitum, M. kansasii), li&u khuyén ding 14 15-30 mafkg/ngay, chia [am 2 1&n. Bidu tri bing clarithromy-
cin can tiép tyc néu lgi ich 1am sang dugc chirng minh. C6 thé phéi hop véi céc thudc chéng Mycobac-
terium khac néu dem lai lgi ich hon.

Huémg din lisu ding qmunh -nhi AIDS (Dyra trén trong lwgng oo thé)
Trong hegng® . “Lidu (ml)
(Clarithromycin 125 mg/5 ml)
Kg ~, Pao .15 mglkg 30 mglkg

8-11 18-25 . 50 P 10,0
12-19 26-43 g 10,0 20,0
20-29  44-64 15,0 30,0
3040 . 65-88 20,0 ‘. . 40,0

: *Tré em <8 kg (18 pao) cAn tinh lidu theo kg (15 dén 30 mg/kgingay)

Cédch chudn bj hdn djch aé dung: cin thém mtivgng nuec thich hop vio céc hat thudc cém trong
o va l4c dé dat duoc 125 ma/5 mi. H8n dich a2 pha xong cb thé sir dung diioc trong 14 ngay khi bao
quan & nhiét 44 binh thuéng trong phong (15-30°C). Phai léc ki o thudc trude khi st dung.,

CHONG CHI BINH )

Chéng chi dinh cho bénh nhi m&n ¢am véi cac khéng sinh ho macrolid hoéc v&i bt ky ta duge nao cia
thubc (xem danh séach ta dugc).

Chéng chi dinh si¥ dung ddng theri clarithromycin véi céc thudc sau day: astemizole, cisapride,’
pimozide, terfanadine vl ¢6 thé gay kéo dai khodng QT va loan nhip tim bao nhip nhanh thét, rung
tam thit va xoén dinh (xem TLWWONG TAC THUOC).

Chéng chi dinh sir dyng clarithromycin ciing céc alkaloid ndm cya ga (vi dy ergotamine hodc dihydroer-
gotamine) do cé thé gay ngd ddc nm cya ga‘(xem TUPONG TAC THUOC).

Chéng chi dinh ding clarithromycin cling vé&i midazolam dang uéng (xem TUONG TAC THUOC).
Khﬂng durgre str dyng clarithromycin cho bénh nhén 6 tign sir khodng QT kéo dai (bAm sinh ho3t c6
tién sir mic phai kéo dai khodng QT) hajc logn nhip tht, bao gdm cd xodn digh (xem QMﬂng va
THAN TRONG, TUONG TAC THUOC). e
Khéng dugc sir dung clarithromycin cho bénh nhan gidm kali mau (nguy co kéo dai khodng QT).
Khéing duere sir dung clarithromyein cho bénh nhén suy gan néing cé k&ém suy thén.

Clarithromycin khong duwrc ding cung véi céc thudc (e ché enzyme HMG-CoA reductase (céc thubc
slatin) ma chuyén hoa phin [én bél CYP3A4 (lovastatin hodic simvastatin), do ting nguy co cac bénh.
vé cor, ké ca ly gidi co van (xem phan CANH BAO VA THAN TRONG).

Clarithromycin (va cAc chét (e ché CYP3A4 manh khéc) khéing’ durgre sir dyng cung vm colchicine (xem
CANH BAO VA THAN TRONG, TWONG TAC THUOC).!

Chéng chi dinh st¥ dung ddng thai ciaﬁmromycfn Vi tlcagrelur hodc ranclazine.

CANH BAO VA THAN TRONG

Néu hén dich clarithromycin cho tré em dwoc ding cha bénh nhi sau tubi ddy thi, thiy thubc ci
nhic loi hai'khi da nghi ngdr hodic X4c dinh tré c6 thai. - . Y ik

Dung clarithromycin lau dai, nhw véi cac khdng sinh khac, c6 thé adv aud phat cAc vi khikn kKAna nhau



-¢dmiva ndm. Néu xay ra béi nhidm, nén cé bién phap tri liéu thich hep.
Cén trong khi si? dyung cho bénh nh&n suy thén néng.

B ¢6 bdo cdo v& cfi loan chirc ndng gan, bao gdm tang men gan, viém té bao gan va/ hodc viém gan
& mét, cb hodic khding cb vang da khi sir dyng clarithromycin. Réi logn chirc nang gan co thé righiém
trong va thurdmg hdi phyc dugre. Trong mt sé inréing herp, da ©6' bao céo K vong do suy gan, thirdmg
lidn quan t6i cc bénh I ndng c6 sdn vaModc cac thubc sir dung dbng théri. Ngimg s dung
clarithromycin ndu xudt hién diu hidu va tridu chirng vidm gan, nhw chan an, vang da, nuéc tidu sim
mau, nglra, hojic dau byng. . :
Vigm rudt két gid mac da dugc.bao cao voi gin nhu tAt ¢d cac thubc khang $inh, bao gdm cdc
macrolide va ¢6 thé tr mirc 33 nhe dén de doa tinh mang. Tiéu chay cd lién quan dén Clostridium
difficile (CDAD) a4 dwgc bao céo khi st dyng véi hiu hét céc loai khang sinh bao gbm ca clarithromiy-
cin, v& mirc A c6 thé tir tidu chdy nhe dén tlr vong. Bidu tr| khang sinh 1am thay @éi vi khudn chi binh
thuerng ca rudt, didu nay co théd-din dén phét trién qua mirc clia C. difficile. CDAT-ThA! diige quai -
tAm & tAt ca banh nhan bj tidu chady sau khi diing khéng sinh. Vige ghi chép bénh &n cn thin 13 cin
thiét vl 63 c6 béo céio vB vibe xult hidr CDAD 2 théng sau khi ding khang sinh.
Clarithromycin théi trir chil yéu qua gan. Do a6, cAn than trng khi diing cho b&nh nhén bj tn thuong
chirc nang gan. COng phai than trong khi ding clarithromycin cho bgnh nhan suy than 1 nhe dén naing.
Colchicin ¥ > :
Pa cb cac blo cdo sau khi dwa thudc ra thj trwdmg v ngd ddc colchicin khi dung dbng thori voi
clarithromycin, d3c biét & ngudi cao tudl, mét s xdy ra & nhirng bénh nhan suy than. Ba cé iy vong &
mot s& treéng hop nay (xem TUONG TAC THUQC). Chéng chi dinh st dung d8ng théi colchicin va
clarithromyein (xem CHONG CHI BINH). : £ : i
Cén trong khi sir dung clarithromycin ciing véi cac thude tiazolobenzodiazepine, nhur triazolam, va
midazolam duéng tiém bip hodic dudng niém mac miging (xem TWONG TAC THUOC). ;
Kéo dal khodng QT 3 )
Hién trong kéo dai qua trinh t4i phan cur tim va khodng QT, d&n dén nguy co' phat trién loan nhip tim
va xoén dinh, 88 dirgc ght nhan khi @idu tr bing thubc nhém riacrolid bao gdm clanthrodiycin' (xem
TAC DUNG BAT LGJ1). Do vy, vi cac tinh hubing sau day c6 thé din dén tang nguy co ioan nhip tam
thét (bao gbm ¢4 xodin dinh), nén than trong khi s dyng clarithromycin & cac bénh nhan sau day.
+  Bénh nhan c6 bénh dgng mach Vanh; suy-tim nang, réi loan dan truyén hodc nhip tim cham co §
nghTa vé mat 1am sing; ¢ .
+  Bénh nhan co réi loan dign gidi nhw gidm magnesium mau. Khéng dugc sir dung clarithromycin
cha bénh nhan gidm kali mau (xem CHONG CHI BINH), . '
aenrb nhan dang sir dung A8ng thevi cac thise gly kéo dai khodng QT khac (xem TUONG TAC
THUOC), ; _
+ Chéng chi djnh str'dung d4ng thei clarithromyein véi astemizole, cisapride, pimozide va
terfenadine (xem CHONG CHI DINH); : o
+ Khong dwgre sir dyng clarithromycin & nhiimg bénh nhan co khodng QT kéo dai bam sinh hodc
méc phai hosic ¢6 tign sir logn nhip tam thit (xem CHONG CHI BINH). -
Do tinh trang khéang c4c thudc macrolid cla Strep cus pneunoniae’dang gia tang, viéc thire hign
" khdng sinh @b 1 quan trong khi ké toa clarithromycin cho bénh nhan viém phéi méc phai chng ddng.
Clarithremyein nén duge sir dung két hep vér edo thube khang sinh thich hop khéc trong tﬁéu trj viém
phéi méc phai bénh vién,
Nhiém tring-da va mé mém mirc 4G tir nhg dén trung binh ;

. Phén lon cac nhiém tring da thudmg do' Staphilococcus aureus va Strepfococcus pyogenes; ca hai vi
khuan nay d8u co thd khang cac thubic macrolide. Do vay, viéc Am khang sinh @8 rit quan trong. Trong
trrdng hop khbng sir dyng dwgc cdc khang sinh nhdm beta-lactam (vi dy do dj ing), céc khang sinh
khac, nhu clindamycin, c6 thé 1 Iwa chon @3u tién. Hién nay, cac thubc macrolide chi durgre cén nhic
chi dinh didu trj cac nhidm khuln da va md mém, nhw nhidm khudn gay ra béi ndm Corynebacterium
minutissimum, trang c4, nhidm trang da gay sét cao cAp tinh va c4c trudmg hop khong thé diing dirgre
penicillin. By ' ; s g
Trong trudrng hes xult high c&c phan (ng qué mén cp tinh, néing, ching han nher hdl chirng Stevens-

_Johnson, sbc phan v&, hoai i bidu bi nhiém dgc va DRESS, ngay 18p tirc ngrng sir dung clarithromy-

"’ cin va khan trirong didutr] thich hop. p

Thén trong khi str dyng clarithromycin ciing vé&i céc thudc gay Kich #ng hé enzyme CYP3A4. (xem

TUONG TAC THUGC). : £ )

Phai luiu ¥ khé nng khang chéo gilra clarithromycin va cac macrolid khéc cling nhw véi fincomycin va

clindamycin. . I : i -

Céc thubc irc ché HMG-CoA reductase (cdc thudc statin)

Chéng chi dinh st dyung dbng thdi clarithromycin véi lovastatin hodic simvastatin (xem CHONG CHI

BINH). CAn thén trong khi ké toa clarithromycin'ciing véi céc thude statin khac. Da c6 bao céo vé ly giai

co vn & nhitng bénh nhan sir dung ddng thér clarithromycin véi cae thube statin. Bénh nhan can dwge

theo di v& céc déu hidu'va tridu chimg cac bénh 1y vé co. Treeng hop budc phai st dung ddng thivi

¢larithromycin va cac thube statin, khuyén cdo k& lidu thdp nhit dugc dang ky cia thubc statin. Can

nhéc stz dyng thude statin khdng phy thudc vao chuyén hoa CYP3A (vidy niws fluvastatin), - -

Céc thubc ha dwomg huyét dang ubng/insulin S . i : .
' Sir dung dbing theri clarithromycin va cic thufic ha dirdng huyéf dang ubng (nhir cac sulphonyluria)

vathogc insulin cé thé lam gidm dang k& dwang huyét. Can kidm soat chit ché dudng huyét.

Céc thudc chéng déng duwdmg ubng :

Sir dung ddng théri clarithromyein va warfarin cé nguy co' gay chdy méu nghiém trong, téng chisé INR

(intemational normalized ratio) va thévi gian prothrombin. Phai kiém tra thirémg xuyén chi s&'INR va thevi

gian prothrombin khi bénh nhan uéng ddng th&i clarithromycin va cac thufe chéng déng.

T4 duge : .

Clarithromycin cém pha hdn dich Uéng danh cho tré em co chira durémg sucrose. Céc bénh nhan voi di

truydn hiém khang dung nap dugc fructose, kém hip thu glucose-galatose hodc thifu hyt sucrose-

isomaltase khdng nén st dyng dang bao ché nay. :

Khi k& dom cho bénh nhan tidu duéng, cln tinh dén ham lugng sucrose ¢6 trong thubc.

TUONG TAC THUOC ) !

Viéc st dung nhirmy thubc sau bj chéng chi dinh nghiém ngiit do kha ndng c6 nhimng tic dong

nghiém trong cia sy frong téc thudc.

Cisapride, pimozide, astemizole va terfenadine L

Tang ndng g6 cisapride d& dwec ghi nhén khi ding clarithromycin cing véi cisapride. Didu nay dn dén

kéo dai khodng QT va loan nhip tim bao gbm: nhip nhanh thit, rung thit v& xofn-dinh. Nhitng anh

huréng teang ty cling dé thdy & nhirng bénh nhan ding dlarithromycin eting véi pimozide (xem

CHONG CHI D|NH), ; | : w

DA c6 bdo cdo cac macrolide &nh huwrdng dén chuyén héa cla terfenadine lam tang ndng dd cla

terfenadine ma 66i khi lién quan dén chirng loan nhip tim nhu kéo dai khodng QT, nhip nhanh thét, rung

that va xodn dinh (xem CHONG CHI DINH). Trong mét nghién ciru trén 14 ngudi tinh nguyén khde

manh, ding clarithromycin cung I0c véi terfenadine 1am tang ndng dd huyét thanh chit chuydn héa

dang acid cia terfenadine 18n' 2-3 1an va kéo dai khodng QT nhimg khdng dén dén ¢ dnh. hwding ndo

<o thé phat hign dugc trén 1am sang. Nhirng anh hudng tuong ty khic ciing dgc quan sgll!tﬁéy khi

ﬂt‘;{ng ket hop astemizol va cac macrolide khac.

Allealojd . ¢ :

Nhirng bdo céo hau thj truérng cho théy rdng dung déng thér clarithromycin véi o

di i | I f ergotamine hodc
hydtbergutarvdne co lién quan v&i ddc finh 'cdp clia ndm cira ga @jc tneng béd hign tuong oo t‘::it

chi dinh két hep clarith i : i
Mz hop dlarithromycin v cac alkaloid ndm cya ga (xem CHONG CHI BINH).

Khi si» dyng déng thei midazolam véi vien rién clarithromycin (500 mg hai 1An mét ngay) AIUC clia

midazolam ting lén 7 1An sau khi dun
i g midazolam ’
rr'l_vd_am!am dar'.gg udng véi clarithromycin (xem C%Ngagflfug;fﬁ)c:hw e dlill'lg 1

-



Thudc ire ché HMG-CoA reductase (céc thudc statin} :

Khéng dirgc ding dbng thorl clarithromycin véi lovastatin hodc simvastatin vi céc thubce statin nay

chuydn hoa phin I6m bdi CYP3A4, tang néng d0 thudc trong huyét teong-khi st dung cung véi
. clarithromyein, d&n t&i ting nguy co bénh Iy v& co, ké cé ly giai co van. B3 co cac bao cao vé ly gidi co

vén & bénh nhan si¥ dyng clarithromycin ciing véi cAc thubc statin nay. Néu chn thiét phéi didu tr bang

clarithromycin, phai ngirng stz dyng lovastatin hodc simvastatin trong théi gian diu trj nay.

Cén trong khi k& toa clarithromycin v&i céc thubc statin, Trong céc truérng hop bat budc phai sir dung
clarithromycin va céc thubc statin, khuyén cao ka lidu thdp nhét dwec ding ky cla thube statin. Can .
nhéc str dung thubc statin khéng phy thubc vao chuyén héa CYP3A (vi du nhu fluvastatin). B&nh nhan
cén duge theo dai vé cac dAu hiéu va trigu chirng cac bénh Iy vé co.

Nhitng tde ding ciia cdc thuée khéc I6n clarithromyein i

Céc thubc gy kich (ng hé enzym CYP3A4 (vi dy: rifampicin, phenytoin, carbamazepine,

phencbarbital, St John's Wort) ¢6 thé 1am t2ng chuyén héa cia clarithromyein. Digu nay cé thé lam cho

nding d clarithromycin thép dwoi ngudng didu tri, Am gidm hidu lyc didu tri cla thude. Hon niva, c6 thé

cAn theo ddi ndng a5 huyét trong cia cac thube gay kich (g hé CYP3Ad, nbng a3 nay c6 thé bj tang

do clarithrofnycin (rc ché hé CYP3A4 (xem théng tin san pham lidn quan khi ding cac thubc (e ché hé

CYP3A4). g ; . .

Sir dung cing lic clarithromycin va rifabutin lam ting ndng 6 rifabutin v& giam néng @6 clarithromycin
. trong huyét thanh, cling v&i tang nguy co viém mang mach nho.

Nhirng thubc sau duge biét hodc nghi ngér dnh hurdng dén ndng @5 tuln hoan clia clarithromycin ddi
. khi c6 thé cAn phai didu chinh lidu hodic Iva chon phirong phép didu trj thay thé thich hop.

Efa virapi i i va i '

Nhirng thubc gay cam (ng hé théng chuydn héa cytochrome P450 nhu efavirenz, nevirapine,

rifampicin, rifabutin va rifapentine c6 thé 1am ting sy chuyén hoa clia clarithromycin do do lam giam

ndng @5 ciia clarithromycin trong huyét tirong, trong khi 36 ndng a6 caa 14-OH-clarithromycin tang 1an,

chét chuyén héa nay ciing c6 hoat tinh khang khudn, Do hoat tinh khang khudn cla clarithromycin va

14-OH-clarithromycin khac nhau d6i véi cac loai vi khun khac nhau, hiéu qua didu tri ¢6 thé bj anh

huéng néu sir dyng cng lic clarithromycin véi nhimg chét gay cam (ng enzym.

Etravirine :

Néng & cua clarithromycin bj gidm béi etravirin, tuy nhién, ndng d8 cla chét chuyén héa c hoat tinh,

14-OH-clarithromycin lai ting. Do chét chuyén héa cé hoat tinh14-OH- clarithromycin gidm hoat tinh déi

V@i phirc hop Mycobacterium avium complex (MAC) nén hoat tinh chung 5i vé&i tac nhan gay bénh co

thé bj thay dbi. Do vay, phai can nhéc thay thé clarithromycin bing cdc thubc khéc khi didu irf MAC &

bénh nhan cé ding etravirine, : -

Fluconazole :

Sir dyng ciing liie fluconazole 200 mg mbi ngay v clarithromycin 500 mg 2 lAningay cho 21 ngui tinh

nguyén khde manh 1am tang nbng d t&i-ihlgu (Cmin) & trang thai &n dinh cla clarithromycin 18n 33%

va dién tich duwdi dwang cong (AUC) 1én 18%. Ndng d & trang thai &n dinh ciia chét chuyén héa c6

hoat tinh 14-OH-clarithromycin khéng bj anh hiréng nhidu khi dung @dng thérl vér fluconazole. Khing

c4n didu chinh lidu clia clarithromycin.

Ritonavir : :

Mot nghign ciru durge ddng hoc chitng minh rdng khi ding cing 10 ritonavir 200 mg mdi 8 gi¢r va.

clarithromycin 500 mg m8i 12 gier, chuyén hoa cia clarithromycin gidm mdt cach r& rét. Khi ding

clarithromycin chung véi ritonavir, Cmax tang 31%, Cmin tang 182% va AUC tang 77%. U'c ché hoan

toan sy tao thanh 14-OH-clarithromycin. Do phd dlé;u trj clia clarithromycin réng nén khong cén thidt

phai gidm lidu & nhirng bénh nhan cé chirc nang than binh thurég. Tuy nhién, 481 véi nhirng bénh nhan

bi suy thén, cAn c&n nhéc didu chinh lidu nhir sau: néu hé sb thanh thai creatinine trong khoang tir 30

dén 60 mifphut, lidu clarithromycin nén gidm 50%, néu banh nhan c6 he s6 thanh thai creatinine nhd

Hon 30 mifphit, lidu cAn phai gidm 75%. Khéng sir dung quéa 1800 mg clarithromycin m{t ngay khi ding

chung vai ritonavir.

N&n yem xét didu chinh liéu & bénh nhan suy thén khi cé dung ritonavir phdi hop véi cac thube e ché

enzym protease bac gdm atazanavir va saquinavir (xem TUONG TAC THUOC).

Anh hurémg cia Clarithromycin 1én rihtng thuc khdc

Cée thube chéng loan nhip : I .

Nhiing bao cao hau thj trwéng cho thiy xodn dinh xuét hign khi sir dyng ddng théri clarithromycin véi
.. quinidine hodc disopyramide. Nén kiém tra dign tim d& khodng QTc trong qua trinh si? dung clarithromy-

cin ciing Iic véi nhitng thudc nay. Trong qua trinh didu tr bang clarithromycin nén kiém tra ndng %

trong huyét thanh cia nhikng thudce nay. .

D& cb céc bdo c4o hiu mai vé ha durdng huyét khi str dyng dbng théi clarithromycin véi disopyramide.
Do vay, cAntheo ddi duwing huyét trong khi sit dung ddng théi clarithromycin véi disopyramide.

Céc thudc ha d@j’ huyét dang udng / Insulin ’

Clarithromycin (rc CYP3A va c4 thé lién quan dén hojc gy ra ha dwdng huyét khi siv dung déng
Ihcyié &l mét sé thube ha duéng huydt ‘nhu nateglinide va repaglinide. CAn kiém soat chit ché dudng
huyet, : ' %
Tuong téc qua CYP3A4 ’ . ) )
St dung déng théi clarithromycin, duwrgc biét 1a chét (rc ché CYP3A4, va mdt thubc chuyén héa chd yéu
qua CYP3Ad4 cd thé lam ting ndng a6 do vay c6 1h& lam ting hodic kéo dai cac tée dung didu tr WBn téc -
dung bét lgi coa thude ding ciing. Nén Iuu y khi si¥ dung clarithromyein tén nhimg bénh nhén dang
didu tri bing nhitng thufic khac dugc bidt la chét ndn cla enzym CYP3A4, d3c bigt ndu chét nén
CYP3A4 c6 khodng an toan hep (vi dy, carbamazepin) va/hodc chét nén ndy dugc chuyén hda chd yéu
béi enzym nay. Nén leu § didu chinh liu, va theo ddi chit ché ndng d6 huyét thanh clia nhing thubc
dugc chuyén hoa chi yéu qua CYP3A4 & nhirng bénh nhdn dang dbng théri st dung clarithromycin.
Nhirng thuéc hodc nhém thuéc sau durge biét hodc nghi ngé dwge chuyén héa qua cing isozyme
CYP3A4: alprazolam, astemizole, carbamazepin, cilostazol, cisapride, cyclosporine, disopyramide, cac
alkaloid nim cira ga, lovastatin, methylprednisolone; midazolam, omeprazale, thudc chéng d6ng méu
dang uéng (vi dy warfarin), cac thubc dju thdn kinh khéng didn hinh (vi- dy quetiapine), pimozide,
quinidine, rifabutin, stidenafil, simvastatin, tacrolimus, terfenadine, triazolam va vinblastine, tuy nhién
danh s&ch nay khéng hoan chinh. Nhitng thubc twrong téc theo cac co ché trong ty théng qua céc
isozyme khac trong hé théng cytochrome P450 bao gdm phenytoin, theophylline va valproate.
Omeprazole :

Str dung clarithromycin (500 mg mbi 8 gi¢) cang v&i omeprazole (40 mgingdy) trén nguwdi lon khoe
manh. Néng dé trong huyét tong & trang thai dn dinh clia omeprazole ting l&n.(Cmax tang 30%,
AUCO-24 tdng 89% va théi-gian ban thai ting 34%) khi-diing cling lac véi clarithromycin. D6 pH dich vi
trung binh 24 giir |a 5,2 khi sir dyng m§t minh omeptazole va |4 5,7 khi diing chung omeprazole véi
clarithromycin, ! . : :
Siidenafil, tadalafil va vardenafil : :

MBi chAt trc ch& enzym phosphodiesterase duge chuydn hoa, it nhét.|a mét phin, béi CYP3A4, va
CYP3A4 co thd bj trc ché khi diing déng thivi clarithromyein . . ; S

SUduil cung 16 nhirng thubc nay véi clarithromycin 68 co'thd 1am tang sir phoi nhim tia cée chit
rc ché enzym phosphodiesterase. Nén giam lidu clia nhing thudc nay khi dung déng thei voi
clarithromyein. = ]

Két qua cac nghién ciu 1am sang ching minh ring ndng d clia carbamazepin va theophyliin trong
r;_u?ré! twong tang khiém tdn nhung cé y nghta théng k& (ps0,05) khi ding cling lic v&i clarithromyein.
olferodine B - :
Con dwéng chuyén.héa chil yéu ciia tolterodine I3 qua 206 isoform cia ;
T‘uglr nhién, & nhirng nguei khéng c6 CYP2D6, dm?r‘?g chuyén hoa nhén bfglmm F:ioésm %’
hGng ngudi ndy, sir trc ché CYP3A4 56 lam ting (éng k& néng 66 cua tolterodine trong huyd thanh
Sv gidm lidu tolterodine 6 thé cAn thidt khi c6 mat cAc chat te shé OYP3A o | '

Trfazqiotgngoa‘fezeggh (vi dy: alprazofam, midazolam, triazolam) o clﬂﬁ!hm'r_nYCin-
Khi diing cung hic midazolam véi vién nén clarithromycin- (500 mg,

; 2 Aningay ; it
fng 2.7 [An khi diing dureng tiém finh machi, Néu dung midazolam Bninghy). AUC cla midazolem

dirding tidm tinh mach it e i



clarithromycin, nén theo ddi bénh nhan chat ché dé co thé diéu chinh lidu. Dang thudc midazolam giai
phong qua dwdng niém mac mieng, 12 Gudmg cé thd bé qua thai trir tién h¢ thdng, s& c6 nhidu kha ndng
gép hwbing téc thubc trong ty nhw trong téc gap phai doi véi midazolam dang tigém finh mach hon 1a
tu‘orng tac gap phai khi ding midazolam dang ubng. Luu y ty @bi vai cac benzodiazepine khac
chuyen héa-qua CYP3A4, bao gbm triazolam va alprazolam i v céc benzodiazepine ma sir dao
thai khang phy thugc vao CYP3A4 (temazepam, nitrazepam; lorazepam), sy twong tac quan trong co
¥ nghia I&m sang hdu nhu khong x4y ra khi diing cing clarithromycin,

D4 cd c4c bdo c4o sau khi dura thude ra thj truérng vé céc twong tac thuée va nhirng anh nuong aén he
théin kinh trung wong (vi du budn ngli va Iu in) khi dang cung Iuc clarithromycin v&i triazolam, Nén theo
déi tac dyung 1én°hé than kinh trung wong & bénh nhan dang thubc

Nhing trrong tdc thudc khdc
Colchicine .
Colchicine 14 chét nén cho ca CYP3A4 va protein van chuyén P-glycopratein (Pgp). Clarithromycin va
céc macrolid khac Gc ché CYP3A4-va Pgp. Khi ding clarithromycin ciing Wic véd colchicine, sip trc ché
CYP3A4 vilhay Pgp do clarithromycin c6 thé din dén ting phoi nhim véi colchicine. Chéing chi dinh
sl dyng ddng thari clanlhmmycm va colchicine (xem CHONG CHI BINH, CANH BAO vA THAN
TRONG).
Digoxin
Digoxin 13 ¢hét n&n cho chét van chuyén F'~gtycoprctaln (Pap). Clarlmwmycln (rc ¢hé Pgp. Khi dung
chung clarithromycin va digoxin, si.(rc ché Pgp bdi clarithromycin cé thé lam tang sy phoi nhidm
digoxin. D& c6 bdo céo vé s ting.nbng dé digoxin trong huyét thanh & bénh nhén ding ciing lac
digoxin vé clarithromycin. Mt s6 bénh nhan cé nhirng déu hiéu IAm sang cia nhiém déc digoxin, bao
.gbm cac réi loan nhip tim c6 kh nang gay ti vong. Nén theo déi chit ché néng dd digoxin huyét thanh
& nhirng bénh nhan ding clarithromycin va digoxin clng 1ic.
Zidovudine
Udng cung ng luc clarithromycin dang phang thich nhanh va zidovudine & cac bénh nhan ngubl I&n nhigm
" HIV co thé déin dén gidm ndng d zidavudine & trang thai én dinh. Vi clarithromycin &nh hirémg dén hip
thu cia zidovudine khi ubng cing Iic, nén c6 thé tranh dwge twong tac ndy bdng cach ding
clarithromycin va zidovudine & cac théi diém cach xa nhau. Tuwong tac nay khéng xay ra & bénh nhi
nhiém HIV dung hdn dich clarithromycin véi zidovudine hodc dideoxyinosine. Cc nghién ciru twong tac
thudc twong tw v&i vign nén clarithromycin dang phong thich co diéu chinh véi zidovudine chura dugc
“thire hign.
Phenytoin va Valproate
Da cd béo céo tir phat hodc dugc cdng bd vé twrong tac clia cac thubc trc ché h& CYP3A4, bao gbm ca
clarithromycin véi cae thube cho réng khding bi chuyén héa béri CYP3A4 (vi dy phenytoln va valproate).
Can xac djnh néng A9 huyét thanh cla céc thubc nay khi 5& dyng cang véi clanthmmycrn P4 co bao
cdo vé ting nﬁng do huyét twong clia cér: thuﬂc trén.

Tuwrong téc thubc hal chidu

Atazanavir

Ca clarithromycin va atazanavir déu la chat mén va |a chét irc ché clia CYP3A4, va ¢d bang ching vé
sy tirong tac thubc 2 chidu. Ding cing ldc clarithromycin (500 mg 2 13n/ngay) véi atazanavir (400 mg
ngay mdt 1An) 1&m tang s\ phoi nhiém véi clarithromycin 18n 2 1an v& gidm 70% sy phoi nhidm véi
14-OH-clarithromycin, téng 28% AUC cua atazanavir. Do clarithromycin cé khoang diéu trj rgng nénsy
gidm lidu clarithromycin 14 khéng can thiét & nhimg bénh nhan c6 chirc néng than. binh thirdng. &
nhitng bénh nhan suy thin mirc dé trung binh (A8 thanh thai creatinin 30 dén 60 mU/phat), liéu cia
clarithromycin nén gidm 50%. Di véi nhirng bénh nhan cé d thanh thai creatinin nhd hon 30 mifphdt,
libu clarithromycin nén gidm 75% va nén ding dang thubc hop ly Khéng nén diing két hgrp clarithromy-
cin liu 1000 mgingay v&i nhi¥ng thubc irc ché protease.

Cic thudc chen dong Calcium -

Than trong khi sir dyng dbng thai clarithromycin véi cac thuéc chen dang Calcium chuyén héa qua
CYP3A4 (nhw verapamil, amlodipine, diltiazem) do nguy co ha huyét 4p. Néng dé trong huyét trong
cla clarithromycin va c4c thudc chen déng Calcium cé thé ting do trong téc thudc. D8 quan sét thiy
ha huyét ap, loan nhjp tim ch&m va nhiém acid, lacnc & céc bénh nhan sir dung déng thési clarithromyein
va verapamil.

ftraconazole

& clarithromycin va ifraconazole ddu |4 chét nén va chét te ché CYP3Ad4, din dén m¢t frrong téc
thude 2 chidu. Clarithromycin cé thé 1am ting néng dd huyét. twong cila itraconazole, trong khi d6
itraconazole co thé 1am tang ndng ad trong huyét tvong cia clarithromycin, Nhng bénh nhan dang sir
dyng ciing lic clarithromycin va itraconazole nén dugc theo dbi chit ché nhirng dAu higu hodc trigu
chirng do tac dyng duge ly tang hodc kéo dai nay.

Saquinavir

Ca clarithromycin va saquinavir déu |4 chét nén va 1a ohét irc ché clia CYP3A4, va da co bang chirng
vé sy tuong tac 2 chidu, Dung két hep clarithromycin (500 mg 2 1An/ngay) va saquinavir (vién nang
gelatin mém, 1200 mg 3-l4n/ngay) cho 12 nguwéi tinh nguyén khée manh lam téng AUC & trang théi on
dinh 18n 177% va Cmax Ién 187% so véi dung riéng saquinavir, Gid trf AUC-va Cmax ciia clarithromycin
véo khodng 40% cao hon so voi ding riéng darithromycin. Khéng can didu chinh lidu khi dung déog
thiri 2 thubc néty trong mt théri gian nhét dinh & lidof dang thubc ciru. Nhirng quan-sét tir nhirng
nghién cruvé treng tac thuée ste dung dang vién nang gelatin %n co thd khéng giéng nhur khi ding
vién nang gelatin cirng clia saquinavir. Nhimg quan sét tir nhirng nghién ciru twong tac thube duge
thirc hign chi véri ‘saquinavir o6 thd khdng giéng rihirng tac dyng thdy dugc khi didu tri voi
saquinavir/ritonavir. Khi ding chung saquinavir va ritonavir, nén luu  tac dung tidm an cla ritonavir lén
clarithromycin (xem CANH BAO va THAN TRONG, TUONG TAC THUOC).

THAI NGHEN VA CHO CON BU

Phuy nir c6 thai

Tinh an toan cia clarithromycin trong théri kir mang thai c.hu'a duryc thiét 14p. V1 vy khdng nén st dung
clarithromycin trong thaxi ky mﬂng thai hodic uhc con bﬁ triy kbl Igri fch Iém hon nguy co.

Phy nir cho con b

Tinh-an todn cta dmmmmymn tmng l‘ld'\‘ ksvd:o cun bL'.l chua dw-: thiét lap. Clarithromycin dwc xéc
dinh ¢ trong sra me.

TAC BONG CUA THUOC TRONG KHI LAI XE VA VAN HANH MAY MOC

Chura cé bao cdo vé the ddng cla thude trong khi l4i xe va vAn hanh mdy méc. -

Nén khuyén céo bénh nhan vé nguy co hoa mét chéng mét, lin ign, mét phuong huémg cb thé xay ra.
khi sir dyng thudc.

- TAC DuNG BAT LO1

Cac tac dung bét i phd bién lign quan t&1.didu trj clarithromycin 12 dau bung, tiéu chay, budn nén, nén
va logn vi gidc. Nhing phén tng bt Igl nay thirémg nhe vA a3 diroc biét nhu I3 tac dung bét lgi cla
céc thudc macrolide. Trong cac nghién cliru 1am sang, khong cé sy khéc nhau dang k& vé ty 1& gap tac
dyng bét Igri trén dwirng tidu héa trén bénh nhan c6 hodc khong nhiEm mycobacterial trudc do. Béng
dwrdi ddy néu ra nhirng tac dyng bitlgi duge bao cao & nhiing bnh.nhan dang stk dung-clarith

trong nhi¥ng nghién ciu 1Am sang va bdo cdo sau khi dura thude ra thi trrdng. Nhirng téc dung IO"I
nay dugc sap xép theo hé théng clia co thé va tAn suét xuét hién, quy wéc nhu sau: rat thudng gap (=
1/10), thudng gap (21/100 - <1/10), It gép (21/1000 - <1/100) va khéng rd (phan (rng ghi nhan dugc tir
dura thudc ra thj trsérng, khong thd danh gia duwge tie dir ligu sdn cd). V&i méi nhém tin suét, phén tmg
bt lgi dwgc trinh bay theo mire-d) nghiém trong gidm dén.
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Bénh nhén nhi suy gidm mién djch

@ bémh nhan AIDS va nhimg bénh nhan suy glém mién dich khac dugc didu trj nhiém mymbacharlum
vai lidu cao clarithromycin trong théi gian dai, rét kho phan biét d&u 12 téc dung bét Igi gay ra do
clarithromycin hay a tridu chirng cla bénh HIV hodc bénh hién tai.

Mot 86 lugng c6 han bénh nhan nhi AIDS d& dugc diéu trj nhiém mycobacterium béng clarithomycin
hén dich danh cho tré. Nhiing tac dung bét loi thuéng géip nhét, loai bd nhirng bidu hidn do tinh trang
bénh Iy hién tai cia bénh nhan 1a:  tai, diéc, ndn, bubn ndn, dau byng, ban xudt huyét, viém tyy va ting
amylase. Nhirng xét nghiém c&n 1am sang cho nhi¥ng bénh nhan ndy dugc tién hanh bang cach phan
tich nhirng thong sb qua bat binh thudng (ct nghia 4 qua cao hay qua thip) bing xét nuhrém déc hiéu.
Dya vao nhimg tidu chudn ndy, mdt bénh nhan nhi-nhidm AIDS ding. it Bofi 45
tha/kgingay ¢4 bilirubin todn phn ting bét thudng; trong sé nhimg bénh nhan ding damhumydnm
15 (&n <25 mg/kg/ngay, ¢ mdt bdo cdo la SGPT, BUN ting bét thurdng va gidm déng kd sé lwgng tidu
chu. KMngcdglétnbétﬁmdngngﬂm"ongnﬁooﬁanhﬂnghﬁngsdnﬁyﬁmb&nc&a&nhm
bénh nhan stz dyng lidu cao nhét clarithromycin (s 25 mg/kg/ ngay).

CAC PAC TINH DUQIC LY

DUGC LT HQC

Nhém dibu tri: Khéng vi khudin tdc dyng toan than, macrolide.

Ma ATC: JO1FAQS.

Vi sinh hoc

Clarithromycin cb tac dung khang uménmgén@ouéuamwmmsnsammnuén nhay cim
va ire ché aud trinh sinh tdna hoo protein & cac vi khudn do.



Clarithromycin d3 dugc chimg minh 14 cd hogt tinh in vitro i3t manh véi cac chung vi Knuan cruan
trong-phang th{ nghigm va c4c chiing phan I3p dugc trén lam sang. Thubc cé tac dyng manh v&i nhidu
Vi khudn Gram (-) va Gram (+) hiéu khiva ky kii. Céc ndng 6§ irc ché 16i thiéu (MICs) cla clarithromy-
cin thiréng manh hon mdt 49 pha loang log2 so vdi MICs ciia erythromycin.
Céc dﬁ' kién in vitro cling cho thdy clarithromycin e hoat tinh rit manh v&i Legionella pnetmophile,
My jag va Helicobacter (Campyfobacter) pyfori. Céc dir kign in vitro va in vivo cho

théy khéng 51nh ndy co hoat tinh voi céc fodi Mycobacterium cd y nghia 1am sang. Cac dir kién in vitro
cho thdy Enterobacteriaceas, pseudormonas species va cac tnpe khudn Gram (-) khong 1én men lactose
khdng nhay vé&i clarithromycin,
Clarithromycin c6 hoat tinh chéng lai hdu hét cac chiing vi sinh vét sau dayca in vifro va trong 1&m sang
nhu néu & trong phan CHI BINH.

Vi khudn Gram (+) hiéu khi:

Staphylococcus aureus )

Streptococcus pneumoniag - . - -

Streplococcus pyogenes

Listeria monocytogenes

Vi khudn Gram (-) hiu khi:

Haemaophilus influenzae

Haemophilus parainfluenzae

Maraxella catarrhalis

Neissena gonomhoeae

Legionella pneumophila

- Céc vi khudn khéc

Myvcoplasma pneumoniae

Chlamydia pneumoniaa (TWAR)

Mycobacteria

Mycobacterium leprae

Mycobacterium kansasii

Mycobactenum chelonae

-Mycobacterium fortuitum

Mycobacterium avium complex (MAC) bao gbm Mycobacterium avium va Mycobacterium

intracellulare

Sz san sinh Beta-actamase khéng cé anh hudng déi véi hoat tinh cla clanu-nmrnye-n 3

Ghi chii: Hau Rét cac ching by cAu khang mmmmn va oxaclllin d&u khang v&i clarithromy

cin.

Helicobacter

Helicobacter pylori

Trong céc nudi cy thirc hién tneée khi didu trj, 32 phan hapﬂuvcl-i pylori va xac dinh MIC

cla clarithromycin & 104 bénh nhan. Trong d4, 4 bénh nhan co chiing vi khuén khdng thubc,

2 bénh nhan cé chiing vi khudn nhay cim trung binh va 88 bénh nhan cb ching vi khun

ohay cdm véi clarithromycin,
B3 cd nhirng ed lidu in vitr-sau ddy nhung ¥inghla 1am sang chura rd. Clanmromydﬂcéhoattl‘m&i
vitro chéng lai hau hét céc chiing vi sinh vat sau; tuy nhidn, 66 an toan va hiéu qua cla clarithromycin
trong didu tri céc nhidm khudn 14m sang do.céc vi khudn nay chira durgc danh gié trong céc thir nghiom
|&m sang thich he'p va cb kidm ching. . ]

VI khuén Gram (+) hiéu khi:

agalactiae

Lidn céu khudn (nhém C,-F, G)

Lin céu khudn nhom viridans

V1 khuén Gram (-) hidu khi:

Bordetslla pertussis

Pasteurella multocida

Vi khudn Gram (+) ky khi:
. 3., Clostidumperingens .

Propionibacterium acnes

Vi khudn Gram (<) ky khi: -

Bacteroides melaninogenicus

Xodn Il.huln

Campylobacter

Campylobacter jejuni
Chét chuyén hod chinh cla clarithromycin 0ngu61 vé céc ddng vatlinh treding la mdt chét cé hoat tinh
v mat vi khuln hge, 14-OH clarithromycin. Chét chuydn hoa nay. ciing c6 hoat tinh biing hodic kém tir
1 d@én 2 1&n so v&ri din chét sinh ra nd ddi véi phan Ién vi khuln, ngoai trir v&i H. influenzas hoat tinh
cila nd manh gap ddi. Chit chuyén hos 14-0H va diin chét sinh ra nd cb tac dung hiepdﬁnghoéch&
tre? trén H. Influanzae in vitro va In vivo, tuy thudc véo tisng ehiing vi khudn.
Ngurdi ta nhan théy 1a clarithromycin cé hoat tinh manh gép 2 dén 10 14n so véi erythromyein * trong
nhidu mé hinh nhidm khudn & d6ng.vét thire nghidm. Ching hen nhur clarithromycin c6 tic dyng hon '
erythromycin & ghudt nhét bj nhidm khudn toan lhan. apxe dwdi da, va nhidm khuén dwdng hd hip do

S. pneumonias, S. . 3. p va H. i zae. O chudt lang bj nhim Legionalla, téc dyng
nay cang rd rét hon nhidu; véri It&u clanhromycﬁ 1,6 mg/kg/ngay tim trong méng byng hidu quéhcm
erythromycin 50 ay.

Céc thir nghigm vé tinh nhay cdm

Cac phuong phap dinh lugng yéu chu do dueng kinh ciia vong vd khulin cho ta dy doan chinh xdc nhét
vé tinh nhay cam cla khang sinh. Ngudi ta khuyén cao quy trinh dung nhirng dia c6 thny 15meg
clarithromycin 88 thir nghidm tinh nhay cAm; phén tich xem méi twong quan gilra dwémg kinh viing vé
khulin trén cc dfa thir nghiém nay véi cac gi4 irj MIC clia clarithromycin, Gid trj MICs dugc xéc dinh
béng phirong phép pha lofing thgch hodc niedc canh thit. Mai treémg thir nghiém dwgc khuyén cao

; dirig-dé danh gid tinh nhay cam cia Haemophilus influenzae 13 MG tneérng thir nghiém Haemophilus
~{Haemophilus Test Medium: HTM) clia Uy ban Quéc gia vé Céc tiéu chuln Xét nghigm: Lam-sing
(NCCLS) . .

Sir trong quan vd dueng kinh cac viing bj (rc ché trén dia véi cdc MIC duwrge cho biét & bang sau day:

Céc tidu chudn phén tich d4nh gia clarithromycin

Puong kinh vingvé | MIC (meg/mi)
khudn (mm)

Vi khuéin L s [ 8 1 R

«m,ximammmmum 218 | 1447513 | st f24 |28

Ty chu khuén 1220 | - <19° | =05 |- =1

Haemophilus influenzae thir nghiém véi HTM‘ 213 11-12 | s10 =8 16 232

* HTM: M6i neong thir nghlem Haemophilus
S = Nhay cam s I = Trung binh R= Khang thudc




Véiky thugt trén, mt ghi nhiin vé xét nghiém “nhay cam” chi ré réing vi khudn dang gay nhidm sé dap
(rng tét khi didl tri. Ghi nhan “khéng thuéc” s8 chl ra rng vi khudn gy nhidm s& khong dap Umng voi
digu tri. Ghi nh&n |4 “nhay trung binh” gei ¥ réng tac dung didu trj cia thube c6 thé con chua ré hodc 1a
vi khudn cd thé nhay cam khi ting lidu cao hon (Bidu nay ciing dugc goi a nhay cdm & -mirc vira).

DUQC DONG HQC

Hép thu .

Cac dir kign dugc djng hoc khdi du thu dugc véi cac dang vién clarithromycin. Céc dir kign d6 cho
thédy thubc durgc hp thu nhanh qua duréng tidu hod va sinh kha dung tuyét d6i clia clarithromycin vién
nén 250 mg vao khodng 50%. C4 hai qué trinh hédp thu va hinh thanh chét chuyén hod c6 hoat tinh
Phan b, bién ddi sinh hoc va thal trir P - il
In vitro: Céc nghién ciru in vitro chi ra ring mirc gén két cla clarithromycin vér protein huyét tirong
nguvi trung binh khodng 70% & nhirng ndng A6 thdy irén IAm sang 1r 0,45 dén 4 5meg/ml.

O nguwéi binh thedmg: sinh kha dung va dugc ddng hoc clia dang hin dich clarithromycin cho tré em
da duge nghién ciru & ngtit Ién va banh nhan tré em. MOt nghisn ctru voi lidu duy nhit & ngui lon
cho théy tinh sinh kha dyng chung ciia dang thubc cho tré am frong dwong hogc I6m hon médt it so voi
dang vién nén (ham legng mdi vién la 250 mg). Clng nhw dang vién nén, st dung dang thudc cho tré
em ciing véi thir¢ &n [Am cham mdt chit sy kh&i phat qua trinh hip thu nhimg khdng anh hurding dén
sinh khd dyng chung cla clarithromycin. S0 sanh ndng 4o t4i da, AUC va thdi gian ban huy cla
clarithromycin dang thuéc nhi khoa (dung lic khéng @6i) la 0,95 meg/ml, 6,5 meg gid/ml, va 3,7, twong
by vévi dang vién nén 250 mg (ding Idc d6i) 1& 1,1 meglmi, 6,3 meg gitr'ml va 3,3 gidr.

Trong mdt nghién ciru da lidu V&l ngudi 16m ding libu 250 mg mbi 12 gié» hBin dich clarithromyein cho
tré em ndng 6 n dinh trong mau dat dugc vao khodng thai gian clia lidu diing thir 5. Céc théng sb
dugc ddng hoc sau libu thir 5 clia dang hn dich clarithromycin cho tré em . Cmax 1,98 meg/ml, AUC
11,5 meg gidw/ml, Tmax 2,8 gitr, T1/2 3,2 giér cho clarithromycin v& trong tng 12 0,67; 5,33, 29 va 4,9
cho 14-CH-clarithromycin. R

& ngudi khoé manh lic ddi, ndng ad dinh & huyét thanh dat dirgrc trong vong 2 gitr sau khi ubng. Vi
lidu ngay 2 1An, cir 12 gir ding mdt vién 250 mg, ndng A6 dinh & trang thai &n dinh trong huyét thanh
cia clarithromycin dat dwgc sau 2-3 ngay va khodng 1 meg / 1 ml. C4c ndng ad dinh & huyét thanh tie
2-3 moeg/ml véri lidu 500 mg méi 12 gid/1 1an, -

Théri gian ban nuzncaa clarithromycin vao khodng 34 gi¢r voi lidu 1 vién 250 mg ding 12 gid/1 I8n,
nhung ting 18n dén 5-7 gl voi lidu 500 mgi12 giér. ChAt chuyén hoa chinh, 14-OH-clarithromycin, dat
néng d6 dinh &n dinh khodng 0,6 meg/mi va o6 thai gian ban huj 1a 5-6 gidr sau lidu 250 mg/12 gitr. Vi
lidu 500 mg/12 gi®, néng @& dinh & trang thai &n dinh clia 14-OH-clarithromycin hoi cac hon (dén,
1meg/ml) va theri gian ban huy cia né khodng 7 gidr. Viéi mBi lidu ding, nbng d9 & trang théi &n dinh cia
chét chuyén hoa nay thirng dat duge trong vong 2-3 ngay. e

Khoding 20% lidu ubng 250 mg/m&i 12 gi¢r dugre dado thai qua nuére-tidu & dang clarithromycin khéng
bién déi. Sau liBu 500 mg/mdi 12 gitr, sy théi qua nwdr tidu & dang khong bién adi 1a khodng 30%. Tuy -
fihién, 46 thanh thai-& than ciia clarithromycin lai g d8i khdng phy thudc vao u ding va xip xi
bding mi¥c 36 loc cAu than binh thiréng. Ngodi ra, chdt chuyén hoa chinh thsy ¢6 & nuérc il 12 14-OH-
clarithromycin chiém khoang 10% - 15% cho véi lidu ding 250 mg hodc 500 mg mdi 12 gier.

nhdn: Clarithromycin va chét chuyén hod 14-OH dugc phan bb ngay vao cac md va dich cor thé.
mu & cac ma thuwdng cao han vai an sa véi ndng dd & huyét thanh. CAc thi du vé& ndng 84 & mé
va huyét thanh dugc trinh bay dudi day: 4

Nbng 34 ( Sau lidu 250 mg mdi 12 gi¥)
Loai mé “|_Me ( megig) '] Huyét thanh ( mcgimL)
Amidan 1,6 0.8
Phai 8.8 17

€ cac bénh nhi.cAn didu tr khang sinh uéng, clarithromycin 43 dugc chirng minh co sinh kha dyng tét
véri céc d3c didm duge ddng hoc phi hgp v céc két qua tred 8y & ngurdi Iém cling dang loal hdn
dich d6. Céc két qua cho mrfy hép thu nhanh v& manh & tré em, ngoai trir kh&i phét qua trinh hip
thu hai cham, thirc &n hinh nhur khéng &nh huémg rB rét aén sinh khé dung va céc 8ic didm duoc ding
hoc ciia thude. Céc thong sb dwgre ddng hoc & trang théi 8n dinh clia clarithromycin dat dugc sau lidu
thir @ & ngdy didu tri thir 5 nhur sau: Cmax 4,60 meg/ml; AUG 15,7 meg gitr/ml va Tmax 2,8 gitr. Cac trj-
sd twong (ng cia chét chuy&n hoa 14-~-0H 1: 1,64 mog/ml; 6,69 mog gitvml va 2,7 gidr. Ther gian bédn
. huy dugc xéc dinh 14 khodng 2,2 gity véi phirc hp me va 4,3 véi chit chuydn hod. .
& mét nghién ciru khéc, thu thap dugc cac thong fin vé tinh th&m clia clarithromycin vao dich & tai gitra
chia bénh nhan bj viém tai gitra. Knodng 2,5 gi¢r sau khi dung lidu thir 5 (véi lidu 7,5 mglkg, ngay 2 1an)
ndng d¢ trung binh clia clarithromycin 1a 2,53 meg/g va chét chuydn hoa 14-OH 131,27 mcg/g & dich tai
gilra. Nﬂt;%! a5 cua chit chuydn hoa 14-OH ca thudc me thwémg cao gép 2 14n so véi ndng a9 twong
mg & huyét thanh. L
Suy gan: Ndng dé & trang thal &n dinh cila clarithromycin & bénh nhan bj rdi loan chirc néing gan khéng
khac so véri ngudi binh thudmg, tuy nhién ndng @b clia 14-OH-clarithromycin lai thdp hon & nhimg
ngudi b tdn thuong gan. Sy gidm hinh thanh 14-OH-clarithromycin mdt phén 1a do ting d¢ thanh thai
& than cia clarithromycin & nhirng b&nh nhan réi loan chirc néng gan khi so véi nhimg ngudi khod
manh. )
Suy thiin: Dugc ding hoc clia clarithromycin ciing bj bién ddi & bénh nhan bj thn thirong chire nang
than da uéng nhidu lidu 500 mg. Cac ndng d6 huyét twong, théri gian ban huy, Cmax va Cmin cla cd
Clarithromycin I&n chét chuyén hoa 14-OH du cao hon va AUC Iém hon & bénh nhéan bj t8n thuong
than so véi ngurdr khoé manh. Mirc 84 khac bigt cia nhimg théng sé nay c6 lién quan dén mirc, 39 thn
thueng than, tdn thuong than cang néng thi sy khac bigt cang r rét (xem Lidu ding va Céch ding).
Ngwod cao tudl: Mot nghién ciru so sénh & ngudri tré tubi, khde manh va & ngudi cao twéi, khde manh
ubng nhidu lidu 500 mg clarithromycin cho thdy ndng d huyét trong cao hen va sy thai trir chém hon
& nhém nguri cao tudi so véi nhdm ngudi tré tubi: Tuy nhién, khang c6 sir khéc biét gitra hai nhom khi
@5 thanh thai clarithromycin & thén c6 liégn quan dén dd thanh thai creatinin. Tir d6 nit ra két luan 1a bét
cir tic dung gi do ding clarithromycin d&u ién quan t&i chiré nang than chir khéng lign quan dén tubi
Bénh nhén nhiém Mycobacterium: ndng 40 & trang théi &n dinh clia clarithromycin va 14-OH-
clarithromycin ghi nh&n dugc sau khi ding nhimg [1&u thdng thurdmg & bénh nhan nhidm HIV. (vién nén
cho nguexi 16m, hin dich cho tré em) déu tuong tyw nhir & ngudi binh thudmg. Tuy nhisn, & lidu cao hon
cn dé didu b cac nhi8m Mycobacterium, ndng d6 clarithromycin ¢4 thd cao hon so véi khi dung lidu
« thiing thurémng, |
¢ tré em bi nhidm HIV dung lidu 15-30 y clarithromycin chia lam 2 lidu, cac trj s& v& Cmax
thudmg tr 8-20 meg/ml. Tuy nhién, céc tri s6 Cmax cao t&i 23meg/ml d3 dugce ghi nhdn &.bénh nhi-
nhiém HIV dang lidu 30 mg/kg/ngay chia 2 IAn & dang hln dich cho tré em. Théi gian ban huy & céc lidu
cao kéo dai hon so véi két qua ding lidu binh thudrng & ngudi khod manh. Cac nbng a6 huyét tuong
cao hon va thii gian ban thai dai hon & céc lidu d6 dbu phit hgp véi tinh khéng tuyén tinh da biét trong
duwgc ding hge cia clarithromycin, ;

CAC DU LIEU AN Jom l‘lEl;‘l.:M SANS‘

Céc nghlén ciru vé ddc tinh clip va bincipdoding dwémgudng. = .~ ~ | .0'% 0
Céc trj s8 vb LD5O (lidu gy chét 50%) cép tinh u)at;:!mhtnydn dang h3n dich ulng & chudt nhat 3
ngay tudi 14 1280 mg/kg (chuft tyrc) va 1230 mg/kg (chudt cai). Céc tri sé LD50 & chudt cdng 3 ngay
tdi 14 1330 mglkg (chudt dyre) va 1270 mg/kg (chudt cal). D8 so sanh, Kdu LD5O clarithromycin ubng
1a vao krme'.:g 2700 mg/kg cho chut nhét tneéng thanh va khodng 3000 mg/kg cho chudt céng truédmg
thanh. Cac két qué nay ddu phi hep véi cée khang sinh khéc & nhém penicilin, nhom cephalosporin va
nhém marcrolid, trong 06 LDS0 thuémg thp hon & sic vat tré so véi cdc con co tudi Iém hom.

Orca lodi chudt cng va chugt nhét, trong legng c6 thé bj gidm hodic sy ting can c6 thé bj Kim ham, cac
phén xa bix va cir dcng ty nhidn déu bj giam di frong vai ngay dAu sau khi ding thubc. M& tir thi cdc
chugt chét cho'thdy phdi c6 mau ¢ sdm & chudt nhit va & khoding 25% chudt céng; cdc chuft céing da
ding lidu 2197 mg/kg hodic hon béng h&n dich clarithromycin cling nhén thdy cé chit mau a6 sim &

rudt, cé thé do bj " i S
s o bj xuét huyét. Cac chudt chét dugc xem i do suy y8u vl khdng bi me dugé. hodic xudt
R

¥ PR s -




s vy WL Lar Sura 19 NYHY UOI) CNO GUNG NON OjCh CIaINromycin rong nal wan vor lieu U, 18,
55 vA 200 mg/kg/ngdy. Cac chudt & nhém 200 mg/kg/ngdy o6 trong legng cor thé gidm, trj s hematoerit
val hemoglobin trung binh gidm va trong | than imng‘blnh furong di tng 1én so véi cac con chudt
& nhém chimg. S thodi hod khang bao da & tir nhe dén trung binh do ding thubc & bidu mé dudng
mét trong gan va ting tAn suét céc thn thirong than cing nhan thdy & cac con nhuolnhﬁm diing thuéc.
Liéu khéng ghy dbc tinh & thi nghiém nay 14 55 mg/kg/ ngay.
Mot nghi&n ctru vé a6c tinh ding dirémg udng duge tidn hanh & cdc'chuft cbng chura trurdng thanh cho
dang h&n dich dlarithromycin trorig 6 tudin véi liBu hdng ngay 0, 15, 50 va 150 mg/kg/ngay. Khdng con
chut nao bj chét va ddu higu 1Am sang duy nhit ghi nhan dugec 14 sy tit nuwéc bot qua mire & mdt sb
con ¢ lidu cao nhét sau 1-2 gi& ding trong dot didu trj dai 3 tudin. Céc chudt céing & nhom ding lidu
150mg/kg c6 trong hrgrig co thé trung binh thap hon trarig 3 tulin dAu va ¢b trj $6 albumin huyét thanh
trung binh gidm di va trong lwrong gan tuang tng trung binh tEng 180 so vl nhom chirng.
Khéng nhin thy co cac bién aéwa mo hoc bénh 1y vi thd va dai thé c6 lién quan dén ding thubc. Libu
150 mgfkgingay gy 46c tinh nhe & cc chudt cbng ding thubc va lidu *khdng ¢ hidu lic” duoe coi 1A
bing 50 mgfkgingay.
Duing clarithromycin & loai ché san thd nhd, 3 tudin tudi, véi lidy ubng hdng ngay trong 4 tudn 1 0, 30,
100 hodc 300 ma/kg, tiép dén 4 tudin & giai doan phuc hédi. Khdng con vét ndo chét va khang cb bidn
abi vé trang thai chung cla cac con vat. Khi md khéng phat hisn mét bt thuéng nao, Qua xét nghiém
méb hoc, & kinh hién vi quang hoc, thy cé dong mé & cac t& bdo gan trung tAm tidu thuy va th&m nhifm
té bao khodng ctra, tAng céc hat m& trong té bao gan ghi nhan dugc bing kinh hidn vi dign tir & nhém
diing lidu 300 mg/kg. Liéu gy ddc & lodi ché san thd nhd tudi 1 trén 300 mgi/kg va lidu “khdng higu lyc”
1 100 mg/kg. ’ 5
Kha nang sinh san, sirc sinh san va tinh gy quai thai
Nghién ciru vé kh3 nang va strc sinh san cho thdy libu hing ngay 150-160 mgkp‘ngay & ohu« cang
dirc va cai 03 khong gay ra-téc dung bétigi abi véi vang kinh, kha nang sinh san, sy trd da dé, sb lugng
va kha nang sdng s6t ctia chudt con. Hamghl&ncuuﬂnhgayqualhalarcéhalloéichuﬁldngwm
{duwéng udng) va.Sprague - Dawiey (duing ubng va ti&m finh mach), mét nghién ciru & New 2
véi thd tréing va mdt nghién ciru & loai khi CYnomt;lgm @& khéng nhan thiy bt cir tinh gy quai thai
ndo clia clarithromycin. Chi trong mét nghién ciru bd sung trén chudt céng Sprague - Dawley v&i lidu
. tuong ty v cac didu kién tirong ty, nhan thiy tAn sudt rdt thép khong c6 y nghia v& mat théng ké
{khodng 6%) c6 cac dj dang vé& tim mach. C4c dj dang nay xuét hién do bidu hién tir nhién vé c4c bién
. ddi gen & trong ndi b quan th. Hal nghién ciru & chudt nhat cling nhan thiy mot tn sudt thay ddi vé
dj tat khe hé vdbm miéng (3-30%) sau khi ding nhirng lidu cao gép 70 1An lidu thuéng ding hang ngay
trén 1am sang & nguwari (500 mg, ngay 2 1An), nhung ma & lidu cao ghp 35 1An lidu t4i da hiing ngay trén
1am sang & ngudri, geri ¥ dfc tinh cho me va bao thal, nhung khdng gy quai thai.
Clarithromycin cho thdy gay s3y thai & loai khi ding li8u g4p khodng 10 I4n lidu thuérng ding ngdy cho
ngudi (500 mg, ngdy 2 14n), bit d4u tir ngay thir 20 khi cé thai. Anh hudng nay 1 do déc tinh cia thube
cho me & lidu rét cao. Mot nghign ciru bd sung & khi mang thai v&i lidu'cao gép khoang 2,5-5 IAn lidu
t6i da ttang ngay 500 mg, ngay 2 1&n khdng gay ra mét téc hai nao dén qua trinh thai nghén.

Mbt thu' nghigm gay tir vong & chudt nhét diing lidu 1000 mg/kg/ngay (cao gép khodng 70 lan héu lam
sang 18i da hang ngay & nguii: 500 mg, ngdy 2 IAn) rd riing ¢ két qua &m tinh a4i uc‘ﬁbétwhuaulrm
gy Aot bién gen nao, va trong nghién cru Segment I & chudt céng diing lidu 500 y (khoéng
35 I&n lidu 18m sang 't4i da cho ngudri 500 mg, ngay 2 1An) trong 80 ngay,.chura th ;r

chimng réi logn chirc ndng sinh sin & con dirc da ding kéo dai libu rét cao clarithromycin.

Tinh gdy djt bién gen

Nhirng nghién ciru ¢ d4nh gia kha nang gy 60t bidn gen cia dlarithromycin duwgrc tién hanh si dy

c& hai hé théng thir nghidm khdng hoat hod va 6 hoat hoa micrasom gan chudt cbng (Ames Test). Két
qua cla nhirngnghlbnwunaydmﬂ'éylmbngoéchungcbkhﬁrﬁnggayamménganvm néng do
thube s 25 meg/dia Petri. O ndng 86 50 mcg mudc co aoc tinh cho mei chiing thir nghigm. .

NHONG NGHIEN CUU LAM SANG

Kinh nghi$m I&m sang & b§nh nhan nhidm triing khéng do Mycobacterium

Trong c4c nghién ciru 18m sang, clarithromycin lidu 7,5 ma/kg 2 tAningay cho thiy an toan va higu qué

trong didu trj c4E §6R nhi bi nhiSm triing cArphai ubng khang sinh. Nghién cirutién hahh Génh gia trén

1200 tré em, tudi tir 6 thdng d8n 12 nam, bj viém tai gira, viém hong, nhi&m triing da va durérng hd hép *

durdri.

Trong céc nghién ciru ndy, clarithromycin véi lidu 7,5 mg/kg 2 IAn/ngay cho thy co higu e vi khudn

hoc v& 1am sang twong duong Wi cédc thudc tham chiéu bao gbm cé pﬂmcallm V.. amoxicillin,

amaxicillin/clavulanate, erythomycin ethylsuccinate, cefaclor va cefadroxil.

Kinh nghiém 1im sing & bénh nhin nhiém Mycobacterium

Mot nghién ciru so b & bénh nhi (mdt sb cd nhidm HIV) bj nhiém Mycobacterium a chirng minh réng

clarithromycin 12 didu tr an t0an va hiéu qua khi ding riéng 18 hodc phbi hop voi zidovudine hodc

ﬁd"ﬁmﬁ H8n dich clarithromycin cho tré em dwgc dung véi lidu 7.5; 15; hoaic 30 mg/kg/ngay
ja Jam 2 |

- Vai thay 88i c6 y nghia r3 rét v& mét théng ké trén cécthbng sb duge dbng hoc dugc nhén théy khi

clarithromycin dugre diing véi céc din chét chéing retravirut; tuy nhién, nhirng bidn @di d6 nhd va khang

¢4 ¥ nghTa vA mt IAm sang. Clarithromycin véi lidu tél 30 mg/kgingay duge dung nap tht.

Clarithromygin c6 hi§u'qua trong didu tr nhiSm khudn M. avium compiex lan tda & b&nh nhi nhiém AIDS,

" véi mdt s& bgnh nhi cha thily hibu ligc tiép tyc duy trl sau hon 1 nam didu tr.

QUA LIEU

Béo céo cho thdy ring uéng mdt s lwgng I&n clarithromycin o thé gay ra céc tridu ching & da day
rudt. Mot bénh nhan c6 tidn str réi loan ILng cyrc da uéng 8 g clarithromycin va bj réi loan tm than,
bénh paranoia, gidm kall huyét va giam oxy huyét. Céc phan (rng dj (ng di kém khi dung qué lidu cé thé
diéu tri bang céch loal trir ngay. lrgng thubc chura durgre hap thu va cc bién phép tre sire. Clng nhy
cé4c macrolide khac, ndng @8 clarithromycin trong huyét thanh khéng bj dnh. huréng béi thAm phén méu
hodic lpc mang byng.

BAO QUAN .

Gilr thubc & nhiét dg phong khéng qua 30°C.

Hén dich 43 pha c6 thé sir dung dirge trong 14ng&ymtiéoquan6 nhiét dd phéng (15-30°C) trong
chai lp nit kin. Khong a4 thube hn dich & pha trong ti) lanh, baoquanbnmudo phang.

PONG GOI'
Hép chira 1 Ig 60 ml va h{p chira 1o 30 ml. -

Dang thubc déng g6i
HON DICH DANH CHO TRE EM GLARITHROMYCIN duge cung (ng dudi dang ché ph&m hat cbm
dyrng trong chai véi dung tich cé thé lic chai dugce. Khldid'bomémvéouvng ruccmichht;rpﬂétw
thanh hén dich, némg ab Clsrllhrumyun B125mgiSml.
HAN DUNG: 24 thang k& tu- ngay san xuit
TIEU CHUAN: Nha san xuat
Khéng diing thube qué han str dung. D& thube ngoai tAm hy tré am.
- Théng béo cho béc si nhimg tdc dyng khéng mong mudn gfp phil trong si dyng thube
San xudt bdi: PT. Abbott 1nddmsi|.l Ji. Raya Jakarta Bogor Km. 37, Cimanggis, Depok 16415,

Indonesia
Cho Abbott Laboratories, 100 Abbott Park Road, Abbott Park, llinois 60064, USA.
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