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Klacid® Forte
Vidn nén Claritheomycin 300mg

1 1 iim tav tré em. Bpe k§ hudng din s duné::'rrwt EKhidn - o
Thuife nay chi dimg theo don thudc, . e
| E | B g N = I-I,
THANH PHAN CONG THITC II'-.iI":"L"I.-U TEHA NG & )

i phin hoat chit: M3 vién nén bao phim chira clarithronwem 500 my
Thanh phin 12 dwroe: Sodivm croscarmedlose, microcrystalfine cellubose, silica gel,

oleate, E-171, sorhic acid, vaniltin, E-104

DANG BAO CHE
Vidn nén bao phim, Kinh trii xoan mdu ving

CHI PINH BIEU TR)
Klacid duge chi dinh trong diéu trj nhiém trimg do mit hoac nhicy vi khadn nhay cim. Nhilmg chi dinh gfim:

- Nhifm trimg dwimg hi hidp dudt, vi dp vidm phé qun cap tinh v min tinh, viém phii. {xem mye Chnh
bicr, than trong va D e hoe — Cée thir nghiém v¢ tinh shay cdm)

Whidm tring dwimg hid hdp trén. vi dy vidm xoang vi viem hong
Nhi¢m trimng da vii md mem vi du: viem nang ldng. vidm mi 1@ Bao vi vidm quiing (xem mupc Cinh bdo,
thin trong va Duge e hoe — Cae thir nghiém v tink nhyy cam)

- MWhidm vi khusin lan eon hodo khu wi do cic vi khudn Mucohaoierfo gvinm hodc Ay cter s
imracefiviore Whitm khodn khu i do Myoobacterinm  chelonae, Mycwbacterinm Sortuitnm,  hodc
Micobacterimm kanyaii
Clarithromycin duoc chi dinh d¢ ngan ngise nhiém khudn lan toa do Afcohactertum avinm complex
(MAL) & nhitng bénh nhiin nhiem HIV vdi 50 lugng o o bach huyeér CD4 it hen hoge bang 100/mm’
Clarithromyein ding két harp v chiit ir¢ ché acid trong chi dinh @iéu 1 didt wwie 4, pwvderd & bénh nhan lodt
T Irdng W phdt (xem my Ligu ding va cich ding))

LIEU DUNG VA CACH DUNG
Ngwoi lém: Trong nhimg trudmg hep nhidm tring ning. liga oo hé ting dén 500 me mdi nghy hai Bin. Thai gian
didu tri théng thirome 14 £ dka 14 ngiy, ngogi brir tnrime hop ditu i vigm phii mic phai & chnz dong i vidm
woang cin 6-14 mighy Aidu 15},
- Litu ding ¢ bénh nhiin nhifm mycobacteria: lidu khuyén cio dii v ngwed I6m 13 S00me, 2 Eninedy,
- Bifutrj cic binh nhidm khudn MAC & nhitng Benh nhin A1DS cin disge tide tue, khi thiy oé lai v lim
sing vi vi sinh vit, Clarlthromyein nén duge sir dyng kit hop voi ese thude khdng i khedn khie,
- Biku tr nhidm vi khidin ko khiing dién hinh fmyveobacteria nontuberculods) pén ligp tye theo quyét dinh
cun che hae 5§
. L.ic":u diing cho dy phéng nhiém khudn MAC: Héu khuyvén cie cia clarithromycin & nguai I 12 500 g, 2
lin ngiy.
gt teu I pador
€ nhimg bénh nhim bi loét da diy t trang do nhidm B pdori. et thé dang elarithromycin viéi fiéu 500mg hai lin
mii ngdy két hop vai cac thude kkding sinb khae phi hop va mot chi ire che bom praton trong 7-14 ngiy,
Ciin tham khie huéng diin chinh thise vé digt irir 4, mefori
D iy 13 mdt 56 vidu v phdic &b dide il 1 pidori
Piedbc i bar thude:
Charithromycin 500 mz méi ngiy 2 lin cimg véi amoxicillin 1000 mg mdi nziy 2 Bn va mot thede te chié bom
proton ding lidu chuls mdi ngdy 2 lin, dmg trong 14 ngiy.
fiuic @5 big thwdc; mit thude (o ché bom proton mdi ngay 2 Hin cong voi amoxicillin 1000me m3i ngiy 2 lin,
Clarithromyein $Mmg mdi ngay 2 lin va tinidazole $00mg hoje metronidazole $00mg mdi ngiy 2 1in, dimg tronz
14 ndrky,

Phide dd il tdp trong 10 npdy: _
M1 thude de ehe bom proton mol ngdy 2 Mn cing vei amoxacillin 1000mg mdi ngiy 2 lin, dimg trong 5 ngay lién

e

MGt thude dc ché bor proton mii ngiy 2 1in cong v Clasitheomyein S00myg mdi ngay 2 lin va tinidazole S00mg
mod ngay 2 Hin, ding frong 5 nghy.

Sy thine
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O nhirng bénh nhan cuy thin vid mise thanh thai creatinine <30 ml‘phit, can chinh liéu nén giam mat mia t6na Tidy
mai npay. thi by 230 my mdi ngay mét Kin. hoge 250 mg mai ngiy hai En trong trudmg hop ndng, Khing nén kéo
i dot Sidu i quit 19 nghy & nhitng bénh nhin niy.

Lre g _

Vi su dyng Clarithromyein dgng phidng thich nhanh cham dige nghién ciru o tré em dirdi 12 wii.

Sir dyng Klacid dang hin dich danh cho né eni.

C6 the ding Kiacid ma kbing in quan 1dm dén cie bit fn vi there 80 khing dnh lsimg i &8 sink kha dung cia thude

CHONG CHI BINH

Chéng chi dinh & nhime bénh nhin qui min cim vai ohime khing sinh thudc shim macrolide hojc hi kv 1 dingc
o ek thietse {xem danh sach 4 dige),

Chéng chi dinh sir dung dong thii clarithromycin voi cae thude sau diby: asiemizale, cisapride, pimoeide,
terfenading vi e the gy kéo dai khoang QT va logn nhip tim bao gdm nhip nhanh thit, rung tm thét v& xodn dinh
{xem Tiromg e thodc),

Chéng chi dinh i dung clarthromyein cing cic alkaloid ndm ey gi (vi dy ergetamine hode dihvdroerectamine) do
cd thé gay ned dic nam cua i (xem Tuomg the thadc),

Chéng chi dinh ding clarithromycin cing virl midazolam dang vlna (xem Trong tic thudc).

Khiing nén st dyng clasithromycin cho binh nhan cd tidn sit khodng QT kéo dii (bim sinh hoje oo 1én s mic phai
ke dai khodng QT) hodc Jogn nhip thit, bao z6m cd xodn dinh (xem Canh bao vi thin rong, Tuone tée tadic).
Khéng dwge sir dung clarithromy'cin cho béah nhidn gidm kali mdu {nguy co kéo dis khodng OFT)

Khimg nén s dyng clarthromyein cho bgnh nhin suy 2an n@ng cb kem suy fhin.

Clarithromycin khong nén ding cing vii cae thubde e ché enzyme HMG-CoA reductnse (ode thude stating ma
chuyén hda phin lon bii CYP3A4 (lovastatin hojc simvasiatin), do @ine neuy co cac bénh vé oo, ké cd Ly gidd co
win (xem myc Cianh bao va thin troag),

Khéng nén st dung Clarthromyein (va sie chét de ché CYP3A4 manh khic) climg véi colchicine (xem Canh bao v
thém frong, Twong t4e thude),

Chimg chi dinh sir dumg ddng thin clanithremyein vai ticegrelor hodc ranolazine.

CANH BAD VA THAN TRONG KHI DUNG THUOC

Sir dung bis &y lidu phip khing sinh sdo, vi du clarithromycin, € didu tr nhidm khudn 8. pwlert oo thé 190 ra cée
chisng klsng thuac

EKhéng nén ké 0a clarithromvein cho phiy ni cd thai truee khi cin nhae kv lrimg vi lin ich va ngwy oo, dio b
tromg 3 thang i thas k.

Gibng nhu cic khang sinh khic, vide sir dyng clarithromyein dai han oo thé giy nén sy ting sinh cia vi nam va vi
khudn khdeng nhiay cim v thude. Néu xiy ra bii nhiem. nén tién hanh trj liéu thich hop.

Clarithromycin dwpe bai tidt chi véo qua gan, do viv nén thin trong khi s dung khang sinh nay & nhiteg, bénh nhan
'} chiie naing gan. Ching nén than wpng khi si dung cho nhimg bénh nhan suy théin 1 vira dén ning.

Can wrong khi st dyng cho bénh nhiin suy thin nang,

B3 o bdo cio vé rdi bogn chire néing gan, bao gom ting men gan, viém & bao gan va ! holle viém gan & mit, cé bojc
khing cd ving da khi sir dung clarthromyein. RSi loan chite ndng gan cd thé nghidm trgng vit thudmg hii phuc
dirgre, Trong mdt si trdmg hep, 86 66 bdo cao tir vong do suy gan, thuimg litn quan 161 céc bénh 1§ ning eé sdn
vihole cic thude sirdung $ong thid. MNgimg si dung clarithromycin il wudn Wién ddu hidn v trigu chimg viem
gan, nhur chin fin, vang da, nude tidn shm mie, ngira, hofe dag byng,

Vigm rudt két gid mac 38 duoc bdo cdo vdi hilu hét cac thude khang khufin, bao i cie macrolide, vl finh trang o
thi tir nhe qén de doa tinh mang. Tidy chity eb lién quan dén Clostridivm difficile (CDAD) di duge béo cho khi siv
dyng vii hiu hét cac leai khing sinh bao gdm ci clarithromyein, v mic dd cd thé tir tigu chay nhe dén o WO,
Bridu tri khang sinh lam thay 350 vi khuiin chi binh thuéng cim rudt, digu nay cb thé din dén phat tricn qud mic ol
i d;ﬁh'f.!'e. COAD phai duoe quan tm & 6t ci bénh nhan bj 138u chay sao khi dung khang sinh, Vige ghi cheép bénh
an chn thin 1 chn thide vi 45 ¢ bio cdo v& vide xuilt hign COAD 2 thang ssu khi ding khang sinh.

Colehbeine

B o cdc bdo cho sau khi dwa ithude ra thi trudmg i ngd dife colchicing khi ding di'rpg thivi clarithromycin vi

calehicme, $ic bid & g cao fudi, mit 55 xine ra 6 nhimg bénh nhin suy thin, D& cd tir vong & mt s treimg hop

ndy {xem Tuoma tic thude), Chine chi dink =i duna ddng thid colchicing vh clarithramyein (xem Clwimg chi dinh)

Cén trong khi ding clarithromyein cling voi che thude trazolobenzodiazepine, nhy triszolam, va midazolam dang

tiém bdp va dang uing (xem Tuomg tac thudo).

E.fio dai khodng (T

Hi¢n trome ko dai gud trinh i phin cee & tim va kheang QT, din dén nguy co khid pliel con logs nhdp Gim va

xadin dinh, 43 duoe ghi nhdn khi didu tr] biing thube nhém macralide bao gim clarithromyein (xem Tie dung bit

lirid. Dho viiy, vi céc finh hudng sau déy co thé din &én thing nguy co loan nhip tim thit (ban gim ci xofn dinh), nén

thin trgng khi s dung clarithromyein & cde béah nhdn sau day,

= Bénh nhdn b bénh g mach vinh, suy tim ndng, rin loan din truyén hojic nhip tim chim cd ¥ nghia vé& mat
ldm sang

Fad

L*]

1! I_.{-i.':I" .
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- Hf_l'lh nhdn o rhi II.'I!_EI'I dién gii'li iehai EL-:HL mﬁyl'ﬂ.':ii Tt H|I1'EII|.!,: I:IIII.lH.' 514 lll.lﬂk,' 1.'|:|ri1l1r4,1|:1_l.'-;:i1|. chio hfnh nhiin
pime kali may {xei {'I'n';ng chi dijnh;

s Bénhnhin dong si dyng déng thii cac thude giv kéo dii khoang QT khac {xem Tuomg 1ac thiic ).

- L‘hﬂ_mg_ chi dinh s dgng dbng thin clanthromycin vin astemizole, cisapride, pimozede vi terfenadme (xem
Chang chi dgnhl;

» Khing duwe sir dyng clarithromyein & nhitng binh nhin o6 khoing T kéo dii bim sinh hode mic phii hafic ¢
tidri sir lean nhip thm thil (xem f_'hfllng chi dinh |,

Vigm phii _
B tinh trang khang cde thebe macralade sl Srrepioeacors PR AR dang wis l::1_.11§_ vige thire hign khamg zimh da
i quam trgpng khi ké tea clarithremyeim cho bénh nkdn viém phoi miie phai cong ddng. Clarithromycin nén duoe sar
dung kit hop vol cde thuede khdng sinh thich b khie ronyg didu e} viém phioi mdc phai bénh vign,

' . w I.'I‘ k & i
Phiin lém cic nhiém tring da thuomg do Staphplococcus aures vi Sireptococeus progeses, ¢ al vi Khodn ndy déu
o thé khidng cic thude macrolide, Do vy, viée Bim khdng sinh 46 rit quan trone, Trong truime hop khéne si duns
dugc cic khing sinh nham beta-lactam (vi du do di tng), cac khang sinh khac, nhir clindamycin, b the li lea chon
ddiu 1eén. le nay. che thude macrolide chi dupe cin nhic chi dinh diéu tri céc nhidm khudn da vit mé mém, nh
nhidm khudn ody rm boi ndm Copynebacteriom minuissimum, wima cd, nhidm triy, da ghy s cao cip tinh v cde
trunémig hap khong the dang duge penicillin,
Trong trobma hop xudt hidn cée phan img qua min cip tinh, ming. ching han nhue so¢ phan v§, phan img c6 hp
nehifm trong wén da (SCAR) (v dy: nzoai bon myn mo todn than cilp tinh ( AGEP], |H,‘.l| chimg Stevens-Jonhnson
Im:_u tir bidu bl nhifm dic vi DRESS. noay [4p tie ngimg sir dung clarithromyein v khiin treomy dizw iy thich hop.
Thin tromz khi sar dung clanthramycin clmg v ¢ic thude giy kich imz b enzyme CYF3 A4 (xem Tuong tic
el
Mén leu ¥ $én kha ning khing chéo gifa clarithromyein va cic thudo macrolide khac. ciing nhy véi lincomycin va
clemdanayein,
Ciig thuds e ché HMG-CoA redustase (cic thude stating
Ching chi dinh sir dung déng thin clarithromycin voi lovastatin hodc simvastatin (xem Ching chi djnh). Cln thin
trong khi k& toa clarithromycin cing voi cic thude statin khic, B8 co bdo cao v [y 2idl co viln & nhilmg bénh nhin
sit dyng ddng 1hai charithromycin vivi cae thude statin. Bénh nlin chn duge theo 606 vé cde ddu hidgu ¥4 1rigu chimg
cic bénh b vé co, Trudmg hop bade phid s dung dng thin clarithromycin va cic thude statin, khuvén cio ké liéu
thilp nhét dupe ding ky cia thadc statin, Can nhic si dung thudc statin khing phy theée vao chayén hia CYPIA
(vl duw nher fluwastating.

L Thud : '
S dung ding thisi :.Iu:llhmm_l.-'mn v cak thudic ha dudng huvd dang uf}ng_ fihu ede sulphonyluria) vihode insulin
¢6 tha [am gmm dingr ke durémg by il Ciim kiém soat chiit ché durimg huwét

Cac thy fing duime udng
B dung ding Llu'.'n clarithromyein vi warfarin b nguy co gy chay mdu nghigm trong, ting chi so INR

(imemational normalized rstio) va thii gian prothrombin. Phai Kiém ira themg suyén chi 0. INR w3 thini gisn
prothrombin khi bénh nhin udng dbag i clartromycin v cie thube dn‘&ng déing,

TUONG TAC THUOC

Pamg eic thwdc san bj chifing ol finh nghidm ngdt do neong e thudc nphidm reng.

Cisapride, pimozide, astesnizele v terfenadine .

Tang nong 43 cisapride 1 dwoe hio cdo & binh nhin ding dong thisi cisapride va clarithromycin. Didu nay ob thé
gdy kio dai khoang QT va loan nhip tim bae gdm nhip nhanh thitt, rung that va xodin dinh. Whitng bidu hidn wmg
dii durgre thily khi dang déng thin pimozide vi clirithromycin (xem Ching chi dink)

Cac macrolide lam :gi lopn su chusyén hia cha erfenadine Bm tBng ndng 6 cin terfenadine, dai khi din &n loan
nhip tim shi kéo dil kKhodng OT, ship nhanh thal, rung thit vil xofin dinh (xem Chéng chi dinh). Trong mét nghign
ciru trén 14 ngwbi tink neuyén khie monh, ding déna thixi clarithromycin va terfenadine m dne 2-3 1in ndng A6
trong huvét thanh chiit chuyéa hoa acid eia terfenading vi kéo dai khodng OT nhsng khang phat hién duge bat ky
cac bify hién ldm sing nao, Cic bifu hifn twong r ciing duot thiy khi diing $dng thad asiemizole v cic macrolide
khic.

Alkaloid nam cime 24

Cae bao cdo sau lou hinh cho thiy ding etng lie elarithramyein vin ergotanming hole dibvdroergotamine co lién
quan dén dic tinh do nim cyn gi cip déc trane bai hign tugne co mach, thiéa mau cue b & cde chi vi ce md khic
bao gbm i bé thin kinh trung uong. Ching chi dinh ding cing lae clarithromyein vai cac alkaloid nam oz g
{xem Ching chidinh).

Midarolam dane ufnz
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Khi midazolam duge ding phii hop vl vién nén clarthromycin (300 myg hai lan mdi ngiy), AUC cda midazolam
tang lén 7 lim san khi ding midazolam dang whng, Chdng ehi dinh dimg déng thii midazokam dang uing climy v
clarithromycin. {xem Ching chi &nk)

[hutie irg ché HMG-CoA reductase {che thude statin)

Khing duec dinz déng thisi clarithromyein vin lovastatin hodic simvastatin vi cde thude statin niy chuvén hoa phin
[m b CYP3AL, t2ng nf&ug di thude trong huyvét timg khi sit duns cling vin ¢larithremycin, dan 16 1ang nguy co
bl 1y vé o, ké ca Iv giii co van, D co cac bdo cio v Iy gehi oo vim & bgnh nhin sir dong clarithremyein L= T
virl ¢ thisde statin nay. Wéu cdn thift phai didu ) Bang chrithromyein, phai ngimg s dung lovastatin hodc
simyvastatin trong théi gian dide mi ndy.

Cin trong khi ké toa clarithromycin vii céc thube statin. Trong cac uwdng hop bit bude phai sit dyng clarithromyein
v cac thade statin, khuvén cdo ké lidu thip nhén duoc dang kY cia thudc statin, Ciin nhic sir dyng thube statin
khéng phu thude vao chuvén boa CYPIA (v du nhir Muvastating. Bénh nhan cin dige thes di vé cie do hisy va
trigu chime cic bénh 1§ vé eo.

Tide dung cia cde thude kide i ;
Cic thulic gy kich img hé thang enzym CYPIA (vl di rifampicin, phenyvtoin, carbamazepine, phenobarbital, St
John's Wort) co th 1am ting chuvin hda coa clarithromycin. Diéu ndy cd thé lam cho :h:?diﬂ_ dd clarithromycin thip
dudi nguding didu tel, lim gidm higu Iwe diéu i coa thude, Hon s, o6 thé cin thee i nfng 86 huvé! tuong cis
cAc ihu_lfu: gy kich imz hié CYP3A. nfing db iy i thé b tang do clarithromycin te ché hé CYP3A (xem thang tin
san phim lign quan khi ding cic thude e ché b CYPIA4).

Sir dung cing lic clarithromycin va rifabatin lim téng nong d rifabutin va giam nong A0 clarithromyein trong
huyét thanh, cing vai ting mguy ¢o viém midng mach nho.

Cac thudc sau dupe bidt hoge nghi ngtr oo anh hudng dén ning 4§ tuin hodn coa clarthromyein; didu chinh lidw
clarithromyein hode hs chon phuong phap dicu tri thay thé nén drge sem xé,

Efavirenz, nevimping, rifampicin, rifabutin va rifapentin

Nhirng thuoe gy kich ing hé thang chuyén hoz cytochrome P40 nhir efavirenz, nevirapine, rifampicin, rifabutin
vit rifapenting cf the lim ting sw chuyén hda e ¢larithromycin do &6 lam gidm ndeg A6 cia elarithromyein trong
Tyt tuomg, rong khi dé nding A cia 14-OH-clarithromyein tang lén, el chuyén hda ndy ciing cd hoat tinh khang
kfwein. Do hogt tinh khing khuan cda clasitheomyein vi 14-OH-clanthromycin khac nhias d8i v cée loai vi khudn
khac nhau, hitu qua didu 1 oo thé bi dnh leime néu sir dung eine lie clarithromycin var nhimg char gy cim

CNEYIT
Efravirine

Ning di cia clarithromyein bi giam bai etravirin, oy nhign, ndng dd cim chit chuyén hda oo hoat tink, 14-0H-
clarithromycin Ini tinz. Do chit chuvén béa co hoat tnhl4-0H- clarithromycin  gim hoat tinh 61 v
Myeerlupcterium avinn complex (MAC) nén hogt tinh chung 381 v tic nhin giv benh co thé bi thay ddi. Do vily,

phiti edin nhac thay thé clarithromyein biing cde thude khic khi digu tr) MAC & biah nhin ¢d ding etravirine

Eluconazole

Sir dung ol loc fluconnzole 200 mg mdi ngdy va clasithromycin 500 mg 2 liningay cho 21 ngudi tnh nguvén
khie manh lam tang nong 38 i thidy (Cp) @ rang thai dn dinh caa clarithromyein lén 33% va dién tich dudi
dutmg cong (AUC) lén 18%. Mong do o wang thii dn dinh cia chit chuyén haa co hoat tinh 14-OH-clarithromyein
khing bj anh hutmg nhigu khi dimg déng thin vol Nuconazole. Khéng cin didu chinh |idu cia clarihromycin,

R itonaiir

Mt nghién ciru dupe dong hoc chime 16 ring ditng dbng thiri ritonavir 200 mg mdi § gity va clarithromyein 54 me
midi 12 gitr e ché ro et sy chuy-én héa cua clarithromycin, Cue cia clarithromycin ting 31%, Cow ting 152% va
AUC ting 77% khi ding cing ritonavir. B3 thiy dc ché hedn todn sy o thinh 14-OH-clarithromyein. Vi
clrithromyvin ¢6 khodng didy tri kém, nén khimg ciin thiét giam léu & béah nhin <6 chirc ning than binh thistne.
Tuy nhién vai binh nhan suy thin, cin didy chinh ity nhy sau: ¥ bénh nhin o6 48 thanh thii ereatinin tir 30-60
mbphit, giam Héu eleithromyein $0% Viéd bénh nhin o6 d5 thanh thai creafinin <30 ml/phit. gidm lifa
elarithromycin 75%, Khing nén ding clorithromyein Héu lim hon | gngdy cing vai ritonavir.

Nén xem xét digu chinh liéu & bénh nhdn suy thin khi co dang ritonavie phii hap véi cic thude e ché enzym
profease bao g ataeanavir va saquinavir {xem Tuong téc thude kai chidu),

Tiic dung crie Clarithromycin $n cde tlude kivde
Thudc chong logn nhip o

B el che bdo cho sau khi dwa thude m thi wuimyg v xofn dinh xdy ra khi ding cong lic clarithromyein v
guinidine hodic disopyramide. Nén kicm wra dién thin do ve di dii khoing QT trong thési gian sit dung cimg lic
clarithromycin vid nhimg thude sy, Chn theo déi nong 3§ trong huyés thanh cia cic thude niy treng khi diing,
elarithromyein,
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B b che bao cdo by nvfi vé ha dudag hayét khi = dung dong thid claritheomyein vidi disoparamede. Do vy, can
iheo din :hrl;:mg hu:.'El irong kha sur |:||,n1¥_ -;]ﬁug thin |:|;.1ri|!|:r|:r=11'r-.'|.'||1 win dlll.-::-]'.-:'r:l.mlde.

Ca thude hi duime huyét dang wéne ¢ Insulin

Clarithromycin e ché CYP3A va oo thé lién quan dén holic giv ra ha dudng huvet khi sir dung dong thii v mat
st thude hg duimg byt nhur nateglinide vé repaglinide. Can Kidm sodt chie che duong huydr,

K hima treme tac quea CY F3A4

Sir dymg ding théi clarithromyein, duge bidt i mi chit ire ché CYPIAL wii mdt thude chuyén hoa chi yéu qua
CYPIA4 oo thé 1880 quan 830 sy tang ndng dd cua thude, ditu dé co thé 1am tAng hofle kéo dai ca tée dung didu i
vi i dung bar lof cia thude ding cing, Nén thin trong khi s dyng clarithremycin trén ahitmg bénh nhan dang diey
trj bang nhimg thude duge biée 1a -::h:Ll nen caa enzyvm CY PR3 .-"L-I dac hiét néu chit nén C YA el I an todn hep
ivi dy, -;,:lrtulma.r:]:um:} vibhodic chis nEll duge chuyén hos ehi véu bol eneym nay. Digw chinb lige co the dugpe xem
it vt khi et thé, ndng &) ong huvét thanh cia cac thube chuyén hde chi véu boi CYP3IA nén duoc kidm tra chir
ch? & nhilng bénh nhin dang s dyung dang thoi clarithromyein,

Cac thube hodc nhém thude sau diy dooc bidt hede nzhi ned 10 chuvén héa bid sozyme CYPIAL: dlpra.u}lum-..
pstemftizele, carbamazepine, cilostazol, cisapride, cyvelosporine, disopyramede, nhimg alkaloid cia mim cra g
|¢:-'rasunr:|, ||1|_lh3,|pﬂ.dr|m.1lnm. midazalam, omeprazele, cic ihudic chdng dbng miu $oe udng (vl dy warfarin, cic
thuig ch-:mg lxan than khimg didn hinh (vi dy: quetiaping), pimozide, quinidine, rifabutin, sildenafil, simvastatin,
tacrolimus, terfenndine, iriazolam v vinblastine, tuy nhicn danh sach nay khing hodn chinh, Cae tromg the thudie
vii oo ché tremgz tyr thiing quao cie iseeyme khic trong hé théng eytochrome P450 hao g{:m rhenytom, theaphylline
va valproate.

e
Sir dung clarithromycin (300 mg mibi § gitr) cing voi omeprazole (40 mg/ngdy) trén newdi 1on khde mpnh, Nong dd
e lavel Tuomg 0 irang i o dinh cia emeprazole tng 18n (Cmax fng 30%, AUCoz tBng 8% v thdi gan
B thai thog 34%) khi ding cang 10 viéa € lersthromyein. D pH dich ) frang binh 24 gie 12 5,2 Khi a6 dyung mifd
minh cmeprazele va i 57 khi ding chung omeprazole vii clarithromyein

5i|.d¢mﬂlﬁlﬂlﬂﬂlﬂlmﬂ| _ _ )

BB chér frc ché enzym phosphodicsterase duge chuyén hoa, it nhat 12 mdt phin. boi CYP3IAL va CYPIAL co thé hi
irc ché khi dimg ddng thin ctarithromycin. )

S dunge cima e nhima thude ndy vai clarithromycin 5 cd thé iam ting sir phaoi nhifm ciz cde chit ie ché enzvim

phosphodiesterase. Nén gigm lieu coa nhitng thudic niy khi ding dng Ihl:ll wirl elarithromyein,

Theophyllin, carbamazegine
K&t qui cua che nghign cin l4m sang cho thiy m3c di ang o mite &) khidm thn nhung co ¢ nghla [hﬂmg ké {p=

053 ndng di cia theophylline hoiic corbamazepine trong tein kodn khi dimg chung mé trong nhimg thudc nay vai
clarlthramycin.

Tohepodine
Con dudng chuyéa hoa chi véu cda tolierodime 1h qua 2D% isofeam cua cytochrome P450 (CYP2DE), Tuy nhién, &

nhitg ngpu lh:}u.g & {._"r'lem dudimg chuyén hia nlin kil e T qua CYP3AL, i nhimg ngudn ndy, s e :,hé
CYPiA4 =2 lim 13ng dar?: ki |:||:||'.|-=' &3 ¢in InH::n:lu:Ilm: trong huyet thanh. Sl.r aiim lidu tolerodine o thé cln thid
khi et mit ehe ehfn oe chd CYPIAD nhie 13 clarithromyein H'r nhd ¢ -u:hu".-&n h-:l.l CW P26 kdm,

Trigzolobenpodiazeping (vi du ; atprazolam, midseolim, tiszo )
Khi dung elng lde midazolam voi clarithromycin (500 me, 2 Bnfagiyy, AUC eoa midazolom ting 2,7 Win khi ding

durdmg tidm tinh mach. "h:u ding midazolam deémg tigm cimg lic ver clarithromycin, nén theo dii bénh nhin chi
chi di oo thé :Iu."!u chinh litw Dang thude midazolam giai phing qua dudmg nidm mac miéng, 13 dudmg b lhni‘ b
quian hdi e tién hé thflng. s ci nhién khd niing gip tromg e thudc tuomg b nhe Iromg e gip phai -l]m s
midazolam dang tiém tinh mach hon 1 tueng the gip phai khi ding midezolam dang ving, Liu ¥ tuong ty i voi
i benzodiazepine kKhac chuyven hoa qua CYPIAL, bao gim Iriazolam va atprazolam B viri e benzochazepine
imd sy @ag thai Khdng phy thudo viso CYPIAY (lemazepam, nitrazcpom. forazepam), sg boomg t&e quan rgmng cb ¥
nhia lm sdng i mihoe khing xdv ra khi ding cing clarithremycin,

B cd cac bie cio sau khi dua thude ra thj truima vé cac tuong tic thubc va nhitng anh hudng dén he thin kinh
friang ol (v dy badn A v i in) ki ding ciong loe clarithromyein v trazekim, Mén theo dii e dyng 180 hE
thén kinh trung wrong & bénh nhin ding thudc.

Nivizng twong tde thude bide

Colehilcine

Colchicine & chat nén cho ca CYP3A4 vi profein vian chuyén Peglycoprotcin (Pep). Clarithromycin va cic
macrolide khde e chd CYDPIAL vi Pop. Khi dimg clarithromvein cime lic voi colchicine, s ie ché CYP3AL
vavhay Pap do clarithromycin cé thé din dén ting phoi nhiém véi colchicine, Cin kifém tra bénh nhiin vé nhimg trigu
chimg lim sdng do ngd dbc colchicine. Mén gidm lidu eobehicine khi sir dung déne thi vai clarithromycin & mhimse
bénh nhan o chin: ndng thin v gan binh thikmg f.'h-:'mg chi dinh =i dung dﬁng thin clarithremyein v colchicing &
nhidng bénh nhin swy thin hode suy gan {(xem Ching chi dinh, Canh bio va than trong).

5
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Digoxin & chat nén cho chat 1i|n_:h|r;r1.'::n P-ghycoprolem {Pgpl. Clanthromycin ¢ ché Pap. Khi ding chung
cilariﬂm.m:_l,'q:in Wil digu:_n.\'in- s e ché Pap bai E]_ﬁ.l'hhl'i!ll'l'l_'.-'till. ed thit lEm fag sw phoi nhiém digovin, DS eb bio céo
J__lnm st v s ting nong d@i digoxin trong huyat thanh @ bfnh nhin ding cing lic digoxin va clarithromyein. M
st bénh nhdn cd nhl:mg? diu IuE-u Ik f.:!.n4 ciia nhidm die digosing hao g-a'.&m e r-u".-u loan mhip tim b khd sfing gy or
vong, Mén theo dai chiii chi :I'I-U-I'I-j__ &6 digoxin huvét thanh @ nhimg hénh nhin ding clorithromycin v :Irumn cina
I,

{lﬂl.n-lldpu:
Llu-ng cing M vién nén clarithromycin vi Zidovuding cho edc bénh nhin ng.,uhl I nhidm HIY o the ddn dn_n gidm

nnng < :*ldm-w.hn: i trang thil &n dinh. Vi elarithromyein anh harmyg dém hiip thu cin zidovudine khi wéng cime
hic. o thé trinh duoc tromg téc ndy bing cich ding clarithromycin va zidovedine cdch nhaw 4 git. Tuomg tic nay
khiing xay ra & bénh nhin ahi nhifm HIY ding hiin dich clarithromyen vai zidovidine hodic dideoxylnosine, Tiromg
tac niy hitm khi xay ra khi dong elanthromyecin dudme tignd truyvén tinhe mach

Phenvtoin v valproate

B c6 cic bio cao ty phit hoje duge cong bd vé tremg thc ciu che thude o ché b CYP3A, bao ghm cd
elarithromycin vii cic thude cho ﬁng k.hum_. by chiydn h-ll'-u bl CYPIA {vi dy phemyioin vi valpml:} Can xic
dinh néng d6 huyét thanh cin céc thude nay khi sir dung cing voi clarithromyein. 94 o6 béo cao vé 1ang nﬁng di
hayét tuong cia cde thebe rén,

E I 5 j : 5 5 [ P

Atgranavir

i clarithromysin vi atazanavie déu B chilt nén v 1 1.E1i11 ire ché coa CYPIAL, vi cb tlﬁrlg. chimg ¥é sy twong tac
thude 2 chiéu. Ding cing Tac clarithromycin {"ullll.‘.' maz 2 Bn/ngiy) véi atazanavie (400 me ngdy méae [} m 1@ng sy
phet nhidm v clarithromysin 1En 2 Tin v gidm T sy pheri nhifm viri 14-0H-clarithromyein, ting 28% ALC cila
gtazanavir. Do clasithromyein o6 khoang dicu tvj rinz nén su giam licy clarithromyvcin 1é khing ein thidt & nhiing
bénh nhin cd chic ning I|1i§r1 binh thidng, O nhimgz bénh nhén suy thiin mire dd trung himh (43 thanh thai creatinin
A0 dén ol mlphac). lidw coa clarithromycin nén gi.lim S0 PAi wiri nhime Bénh nhin m‘n A6 thanh thai creatiiin ali
hom 30 mlphon, lidu clarihromyein nén gidm 75% va nén dang dang thude hop Iy, Khing nén ding cing Tic
clarithromycm Héu = 1000 ma'ngiy' v nhime thode de ché protease,

Céc thasde chen kénh calcium

Thiin wone khi sir dung déng thai clarithromycin vdi cic thlI'ElI: chen déng Calcium chuvén hoa que CYP3AM (nhur
'.'Er.:pu:rnli amlodiping, dllllilenl.] da nguy o ha hu'.é! ap, NI:H'IE., i 1) tromgy hll:,-'cl wreng coa clarithromyeoin va céc
thudc chen kénh calcium cd thé dine do trong tic thudc, D quan sit thiy b huvét ap, loan nhip 1im chim va nhifém
acid lactic & cdc bénh nhin s dung ddng thii clarithramycin v verapamil

Ci claritheomycin va irsconazole déu i chii nén vi chit oo chd CYP3A4, din dén mdt rwong tde thude 2 chitu

Clarithromyein ci thé lim ng ndng dd huvén nrong coa itraconaeole, tromg khi 39 itraconazole co the lam ting
nong A trong oeeél wemg cia clanithromycine Mhiing bénh nhin $ang s dung cong e clailbromyecin v
itraconazole nén duge theo 451 chat che nhitng eldu higu hode iridu chirmg do the dung duge B ting hode kdo 43 nady,

Saguiniyir _ i ,
Ca clarithromycin va sequinavir ddu 13 chir nén va 13 chit irc ché cha CYPIAA, vi 85 o6 hing chimg e aq LEaTE
@& 2 chifa. Dimg, K hop clarithromyein (5060 me 2 Kinmgiy) va saquinavir (vién nang gelatin mém, 1200 mg 3
in‘nghy) cho 12 nzuti tinh neuven ke manh Bm ting AUC & trang thii do dijnh 180 17785 vi Cuax 160 187% 0
il dimg néng saquinavir, Gia g AUC v Cep oa clirithromycin vie khodng 40% can hom 50 vai dimg rigna
clarithromycin. Khing cin ditu chinh i khi ding ding thii 2 thudc ndy wrong mr thé gian nhdt dinh & léu’ dang
thudic nghidn cirs, Nhitng quan s#i i nhitng nghién ¢ing vé turemg e thude sir deng dang vién nang gelatin mém ca
thé khiing gifng nhar khi ding vién nang gelatin cime cia saquinavir. Mhirng quan sar i nhime nghifa cing wong
i thube duge thire hidn chi vl saquinﬁuir e 1hd khitng gidng nhimg tée dyung thiy duge khi diu trj vei
spquinavirtitonayie, Khi ding chung saguinavir i ritonavie, nén lew ¥ the dung tiém dn cla rienavie 1#a
clarithromyein, (xem Tirang tic thude),

Tuoma ky : khing ap dung d&i wai thude vidn

PHU NO'CO THAL VA CHO CON BU

Phu nir eo thai: Tinh an todn cea clarithromycin trong thid Ky mang thay chas duge thil p. Vi vy khiGng nén sir
dung clarithromycin trong thin k3 mang thai hodc che com b frir khi i b 16 hom nguy oo,

Phe ni cho con b; Tinh an todn cha clarithromycin rong thai ky che con bl chun dirge thié 1p. Clarithromycin
durgpe wie dinh cd frong sifa me.

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

Chum e blo cdo vé tie ding cia thede rrong Khi b xe vi vin hanh miay mie, Nén khuyén cio binh nhin vé nguy
cir hoa mil chong mit, 10 lin, mit phaong hedng o the xay ra khi sir dung thude;

TAC DUNG KHONG MONG MUON ) _
Cac tac dung khidng mong mudn phi bién BiEn quan 16 diéu i clarithromycin I daw bung, 1iéu chay, budn nin, fiin
va bogn vi gidc. Nhimg phian img bdt loi niy thuimg nhe va dd duge biét nhar 1 e dung Bé i cia e thode

macrolide.

Trong cic nghidn clu lam shee, Khdag b su khic nhau dang ké vé tv 1§ zap tac dung bt lgd trén dudng tiéy hoa
trén bénh nhim ¢d hofe khing nhifm mycobacterial trude 36,
Bang dwii diy néu ra nhiing tic dung bt loi duge bio cdo & nhimg bnh nhin dang st dyng clarithromycin trong
rhirng nghidn cou Bim sing vi ko oo sau khi dwa thude ra thi tredng. Nhitng tic dyng bét lgi niy duoe sip xép
thea hé thing cia co thé va thn sult xudt hign, quy wic nhir sae /&t thudng edp C=1/10, thieimg gip (17100 -
<1, it glp (2171000 - <1/100) v khing rd (phan ing ghi aldn duge ti dun thuee ma thi mroma, khdng th Snh
wid dirpre wir dir 1igu shn c6). Vi mbi nhdm tin <t phin img bt i duoc trinh béy thes mite 80 nghidm trong gidm

i
Tdc dyng bir loi heo | Rar ol | Tiing Kldag thaedurg xayény Kiviny rd”
g thrdimg oo groat oo XUNEN Xy R -
il =110 =1000 - A R T e I E-hdng the dianh @i o div
<1/10 liga sdn cd
Whi¢m tring va tinh Yiem mé 1 bao', bii nhilm | Vidm a1 irang gia mac,
Irang nhiém trimg ndm candida, viém da day nhidm rime da gly S0t can |
i, nhitm tring’, nhiém ciip tinh
= trimg &m dyo. .
Hé man v bach huyét Gidm bach ciw, giam Bach Chimg mii bach chu Jat,
| céu da nhin trung tnk?, g | gsm heeng tido cio
tigu edur’, ting bach civ 4
‘I:n-!l.l'lt
Réi Ioan hé mitn dich - Phan img phan v&, phin dmg | Sd¢ man cam, phi bach
qué min, hury =ik
R bogn v choven hoa Chin &n, grim sy ngon
vi dinh dufimg miéng,
Rbi logn tdm thin Mt ngi Lo fu, cng thing Logn than kinh, tinh trang I
lin, mét nhdn cach, trdm
| e, Al pharomg hirdmge, do
glic, ma bét thidmg, himg
cam
Rdi boan hé than kinh . Logn vi Chirng mat ¥ thirc, loan vin | Chirng co gigt, mat vi gidc,
gidc, dau dmg’, ching mis, ngi b loan khir mide, mat khin
i, ma’, run gide, clim gise khic thuimg
R loan tai v tai Irong Ching mat, nghe kém, o 1ai | Biéc !
Rdi loan tim mach MNgimg tim', rung oh’, kéo | Xodn dinh, nhip nhanh thir,
dii khodng O, ngoqi tim ri loan nhip tm thil
thu', ddnl trdng g,
Kdi koan mach Galin mach' Xuit huyeét
R logn bé hip, ng Hen phé quin®, chay mau a
we, trung thii mili*, nghén mach phii'
Rii loan dirtmg tién hoa Tiguchay. | Viém thuc quin’, trio Yim tyy cip, 36i mau i,
nda, kho ngine dia day thye quan’. ddi mau ring.
tigu, budn | viém do day, dau trec trng
niin, da cich hir®, viém migng, viem
bng hwiri, trudmg byng®, tho bda,
L cht miéng, o o :
Foi boan bé gan mij Chirc ning | L médt!, vidm gan®, Ang Suy gan, vang da
gan il alaning aminctransferase,
thudmg 1ang asparale
aminotransferase, fng
Bamma-
| glutam ivlirans ferase.
1267 lovan da va md dindi Phis han, Viem da béng nude!. ngara, | Phin (mg cb hal nghiém
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trong trén da (SCARY (vi

da EANg tigt mi day, bkan in’

o i s meogi ban mum mo oo
thiin cip tinh (AGEP), hii
chimg Stevens-Yohnson,
hogi tir biéw bi nhigm dgc,
phdt ban do phin g thude
kém chimg ting bach ciu ra
acid vi trifu chimg codn

= . thiin (DRESSY, g cd
{ R loanco xong va Ci thitt eof, cing oo, dau Ly piai co wfln=, bénih I3 po

md lién két o R _

Rai logn thén va tidt Tihng ereatinin man', ting Suy thiin, viém thin ke

nidu _ ure e’

Cae rof loan chung vi ViEm tinh Erau 12d vi Khdr chiju®, sot”, suv nharge,

fai v tri diing thude mach i vi | i tiem’, dau ngere?, dm lanl?, me

tri tEém’ | vidm tgi vi | moi®
- tri tiém'

Cat xét nghim Bl thudmg v B Chi 56 [NR tang, thivi gian |
albumin/globulin’, 1ang prothrombdn keo dii, thay
phosphatase kiem miu’, d6i min nwac tid
tind men [actate
dehydrogenase mau’

" Do cae phan img niy duge bio céo tinh nguyén tir cong dong vii o mau khing xéc dinh, khong 1hé wic lugng |
chinh xie tin suit hoge thiét lip duge mbi quan hé ahdn-qui vii thude sir dyng. Use tinh tén | 1 bénh nhin trong
héri gian didu tri véi clarthromyein

" Tromg mit 50 bito cdo vé globin co nigu kich phit, clarithromycin d& duge si dyng dbng the véd cée thude khac
duge bit co lign quan t6i globin co nigu kich phat thu cée thude statin, fibrat, colchicin hoae allopuringd,

' Phimm img bit b durge bio cio chi voi dang bao ché boe pha dung djch riém

* Phan img bit ki dugre bie cao chi vai dang bao ché vign nén phing thich chim

* Phan fmg bilt i duge hae cio chi voi dang bao ché odm pha hin dich ubng

! Phan img bat lgi duge bie cho chi vi dang bao ehé vign nén

Tin suit, logi va mie di nghiém trong clin cic tic dung Bt lori i e ;;dm,s; coi & gidng nhw ¢ ngudd kim

Bénle nbvdn suy gl mdéo dick
O bénh ahan AIDS vi nhimg bénh nhin suy gigm mign dich khic dvoe diéu tri vai lign cao elarithoomycin tronz
theri gian dii cho nhifm mycobacterium, it khé phin bigt diu M 3¢ dyung bt lgi g8y ra do clarithromyein hay B
trigu chimg cia binh HIV hode bénh hign i,
O bgnh nhin ngwini ln, tic dgng bat loi duge bdo cho hay gp nhit khi cho bénh nhin ding Héu 1dng 1000 mengay
T budn nén. ndn, rhi loan vi wide, dou byng, Ly chiy, min ngia, dity hor, dau ddu, tHo bén, rdi loan think pidc,
thng SGOT vt SGPT. Cac tic dung khing mong mudn ¢d 30 sd gip thdp bac gbm kha thiv, mér ngt wil khé migng.
Nhimg tic dung bt boi it gip hom bao gom: kho thér, midt ngi vi ki migng, 0 bénh nhin bj suy gidm chite i
mién dich, nhimg két qui xét nghiém thy dupc biing cach phin tich ahing gid 1 3 bin ngodl cae ndng 4§ rit bit
thurimg (c6 nzhia 1a qua cao hay qua thip) trong thir nghiém dac this. Dis vio co s ciia tiéy chudn ndy, co khvodng
2-3% nhitng benh nhiin dang ding olarithromycin ligw 1000 my héng neay nay oo ndng 46 SGOT va SGPT tiing bt
thwrémg mit céch nghiém trong, vi e s lromg tiéu ciu va bach cio thilp mde chch bit thudme, Mt 1 12 nhé béak
nhdn ciing 1@ng chi sa BLIN,

Thiug bdo cho bdc 57 nling dde dyag klrdag mong mudn gdp phai ki sie dyng S

CAC PAC TiNH DUQC LY

DU LLTC HOC

Wham digu trj: Khing vi khadn the dung 1odn thin, macrobide.
A ATC: JO1FADGS,

F¥ wimh g

Clarithromyein 15 mt din chilt bin tng hop ol ervihromycin A, Thudc ¢6 hogt tinh khang khudn bang cach kél
hgp v tigu dom vi ribosome 508 coa nhirng vi khouan nhay cam va do ché thag hop peotein, Thede of higu Tyre can
ching lai nhitu vi kKo gram duomg va gram 3m 4i khi va ky khi. Nong 49 oc ché 16 thidu (MICS) cia
clarithromyein ndi chung thip hom hei 8n so0 vl MICs cim erythromycin, Chit cluvén héa 14-hydroxy cia
clarithromycin cling cé boat tinh klwing khuan, MICs ciia chét chuyén hoa iy bidng hodic hai 1an cao han MICs cila
phite hop me, ngoal inr vl M ifluenzae trong 36 chit chuyén hoa 14-hydroxy co hoat tinh cao ghp hai Bin phirc
hep mg.

Trang e vitro, KLACID tharirng o6 hoat tinh chdng lai nhing vi khudin sau:

Vi khudn gram dueng hidw khi

Staplodococcws  mrews;  Stegptococery  paceironioe;  Srepmiocaccus  prepsnes;
.'i'.'r'l?"'-'.f-:-«':l'.ll.'ci-l.!i ApaeTide, Sreminoaced e O F, G, Fieldars grog sirgplacoes

Lisieria  mierme Wogee;

] e TR
WAL

-
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Vi khuin zram &m hiéw khi

Hacwrophiley tnfluenzee, Haemophiluy poveinfuenzae, MWoravelle corarehalis, Nefsserio gonorchoene. Legiopeifa
Praopdilg, Pordatelfa pevtussiy, Pasfoprello muliorida

M}ﬁ-p!axma. |1{I."|;'|.l‘|'.lll.|.'.'|.l'ﬂ|'1 |I'|IIII."J|'.IrI'IJ.I'.|rIJ|'|',' {.-'rr:'.n:.-pl'r.'.wl.-rj TR e TS

Mhfimg vi cinh vijit khic

"Iﬂ'r.'u,r.ll'e.l:.'m.u frireamicnmime, o 'Furrarn_]'r."f.n:.l trochwialis .‘|:If1'..'1'||r?|;'|;'.l'arfrrrr.l FUTTRL, |1..FI1'|'r_|1r1-|':|'_'.l'q'|'r]r.lﬁl |'t-;|'a-.l'.::|a_-_ Myenbaorerinmg
kansedls. Myveoabooterior  chefonge:  VWyecabhaoferim fovtaitvm Micabgoterin  infraceillare,  Clilarnidia
R Tk

Vi khudn Gram dwong ky khi

Clestridinm perfrignns, Pepococeny aiger, Proplonibacierian acnes

Vi khuwin Gram am ky khi Sacteroider melaninagenicns

Xodn khudn: Sorrelio burgdorfied, Treponema paliidum

Campyviohacter: Cangplobacier jefiin

fleficobucter prlford

Hout tinh cba clarithromyein v Helfeobaoree pford & pH trung tinkh cee hon & pH acid,

DLRC BONG HOC

Hap tha

Brine hpe cda clarithromycin ding ubng 43 duge nzhién ol o cde lodi dong vat va o ngudi In. Cae nghién cin
ndy cho [I'uh c!aruilr-um.vmn dugre hp this nhanh '-.-cfn ginh kha dyng uyd A1 khadng 507, [t thiy cé =it tich ty by
sir tich bl thurdmg nia vh khuynh hidmg chuvén hod khdng thay d&i & bt kb Toal ndo saw khi dl’:ng nhidu lidu. An
ngay tride kki ding thude <8 Em 1ang sinh kha dyng coa clarithromyein trung binh khodng 35%. Néi chung, sir ia
ting ndy nho va itco ¥ nehia 1am sang vdi cde phic &b litu dime dang duoe khuvén cdo. Nhir viiy, clarithromyein o
H dimg cling hode khing clmng vl thire an,

Prhan b, hign dbi sinh hoc v thii i

Ferviitro

Kér qua cita cac nghién cdu it wien cho thdy s gan kit cia tlarilhrnm_'g.n:in vai proein trong huyet wong nge
trunyg binh I:hc.riing 7% & cac nong do 0,45-4,5 meg'ml, S giam ty 1§ gin ket xubng 41% o ndng do 45 meg'ml goi
¥ rang che v trl gin kéi co thé bj bao hod, nhamg didu niy chi xdv ra o cac |'u!|nn & cao hom nhidy n?ulg_:_ A0 didu i,
Al v

Kt qua nghién ciu & ddne vt cho thiy ndng &6 EIErIH‘Id'nm_'.-LIn frong tht cd cac md, ngogl trir hd thin Kinh 3T T
OTIE, S0 |1l:|11 iihiéu Ein ||4'.‘|n,=, ) thude trong hé tuin hoan, Nang 3§ thude cao nhit duge thay trone ma phéi va oan,
& do ty 1 witra ndng A6 thebc rong ma so vai hovét trome il 10 dén 20,

Nt dai fagrg hinh tinedog

Cr Fifu 250 mg 2 lan'ngay, nong d6 dinh trong huvét wong o trong thai dn dinh o ngay thir 2-3 dgn wrung binh |
mieg'ml v clanthromycin via 0,6 meg/ml vai 1d-hydroxy clarithromycin, o khi thin %iu.n bin hiy cia
clarithromycin 18 3-4 pitr va coa 14-hydroxy clarithromycin 18 3-6 it Vi lide S00 mg, 2 lin/ Ny, Crgn Olia
clarithromycin va chiit Lhuwf'rl hda dr rang thii dn dinh dat dige & Tiéa thir nim, Sau 1o thit ndim vi thiv bay, Cae
ciia clarithramyzin & trang thai o dinh 13 2.7 mep/ml va 29 rm:g.‘ml cida chit chuyén héa trung binh B 0,88 mcg/mi
wvit LB meg/ml, Thin gian ban thii cia thudic e o lidu SO0 mg la 4548 gl trong khi con 14- h}ll:lrﬂxy
clarithromycin 7 6,9-8, 7 git. O trang thii on dinh néng di cual4-OH-clarithromycin khing thng tromg (ng v&i licu
L r.h’u'lllll'l’J_I'l!_'r'tlll Wi Ihl."l'l_EIal'l bridii IH.:"_-" I.mu k:Lﬂ CHa i 4’.‘|a.|'rl|'rr4:|rr|:|.*¢:|n yik ch.&l_ 1.|1|.|I1_.-|:11 hind =0 k_hu} nh huﬂ'ng dai
hon o che ligu coo bon, Kidu duoe dénge hoo khdng tuvén tinh cds clorthromyein clng wii viée gidm 2o thinh cac
san phdm cla qui trinh 14-hydroxylation vi N-demethylation o lidu cae cho thiy ring sy chuyén hoa khang tuyén
tinh cha clarithramycin tod nén rd rgt hon o gy cao,

O ngaedd bom udag it duy nhdt 250 mg hay 1200 mg charithromycin s bii tée qua nede tiéu chigm khoang 37.9%
& léu thap vi 46% @ liéu coo, Thii irir qua phin chiém khodng 40,29 va 29.1%.

fgatfy nivin

Clarithromycin va ¢I1§| chuyés hda |4-0H phin b mii cieh 98 ding vio cic mb va dich cia co thé, Nhimg dir ligu
han ché thu duge tir 50 rgmz nha bénh nhin cho thiv clorithromyein khéng dat duvoe nbne 48 cd ¢ nghia trong dick
ik [y s lidu wdng (o0 nghia 1 chi 1- 2 % ndng 40 trong, huvét thanh & trong dich née ty & nhimg bénh nhin ca
himg rio ma-djch nido tiy binh thidmg). Mong 4@ trong cic md thidmg cao oip 2 1in so vii néng 46 trong huvét
thanh. Vidy v nhng 8 rong che md va huydt thanh ﬂm;u: trinh by dundi diy

f:wnr_ﬂt.rt Em-ﬁ_F_:l:E_IEEI mg moi 12 g
Livgi s | Méimcgie) . HH}'LI theanh flm:g:ml )
Arnidan .6 r] )
Phivi 85 I.'.r

Sy pan

Trong mit nghitn ciu sosdnh gida md nhdm hguirl klstse manh vii md nhiom h.;:nh nilidin bj suy gran dinpe dimg 250
mg clarithromycin 2 linmgay wrong 2 ngiy va mat liéu don 250 mg 0 ngay thir 3, ndng dé rong huyét nromg & trang
thisi dn dinh va sy ddo thad cia clarithromycin Khdng co sy khic hig dang ke gifta hai nhom, Nguge fal, nlflng di {-
trang thdii én dinkh ciea chil chuvén hia 14-0H thiip hom £ rét & nhém bénh nhan suy gan. Sy giam dio thai cac chit
chuyin hia nav eiia hop chit me béri qua tinh |4-hydrosy lation duoc b dip prhén ndo Bdd sy tang dao ihii qua thin

Q
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clia uuu::c ms. do da néng 49 cun thude me & trang thai én dinh gilra 2 nhom 3 tuong dueng. Ket qua nay cho thay
khang cin didu chink lif & nhitng ngirii bj suy gan mine A 1 vira ddi ning nhung co chie nang thin binh thrimg

ey thyn

Mt nghién eiu disge tién hanh nhim dink gi vt so sinh di lidu duge ding hoc khi ding nhigu ligw 500 mg dwimg
udne clarithromyein & nguist ed chie nang thin binh thudng vi nhimg nguedi bi suy thin. Ning dd rong huyé
upong. thii gian ban thii, Cow ¥ Caw tho ci ol srithromvein v ehit chvén hoa [4-0H cao hom vi ALC km hon &
nhimg binh nhiin sy than, Hing sd 18 A0 thai trir (K )vi sy bitd e qua made viéw thillp hom. Mic 3 khac bigt cia
nhitng ting s niy ob lidn quan ¢&n mic G suy thin, suy thin cing nilng su khac biét cang lkm {xem Ligu dimg v
cach dang].

Maeeert can Taad

Mit nghién cim dge tién hinh |:h§m danh gid va so sinh d§ an fodn vi cie dir ligu dupe dong hoc Khe ding nhi
lidu 500 me clarithromycin dirimg ufing cho nhimg dn fng va nhimg phy nir cao tudi khoe mgah so virl nhitag pam
gidri va phy nit tré wdi khis manh. O nhém cao tuol, nong 45 hean Iman tromg huyét twong cac hom va swr dao tha
ehiim hom so véi nhém tré tudi cho ca chat me vi chit Lhil]r-ﬂll hén 14-0H. Tuy nhién, khing of s khie bigt gida 2
nham khi sy bai tét qua thin tucmg quan véi &b thanh thai creatinine. Dty l:ﬁ:. cho thay bat ky su anh hromg néo
dien ur ehivin hoa clarithomycine déu lién guan dén chire ning cia thdn va khang lién quan gi dn b tic

;'l.".lr.-e.ur iﬂ.‘rwﬁnﬂﬁnum aviding

Sau khi ding 152u 500 mg clarithromycin mii 12 gitr trén bénh nhian tnrdng thanh ohidm HIV, ndng &6 & trang thii
on dinh el :.]:urnlm:'m].-mn wit bd-OH-clarithromyein teang GF ol o mgi binh I;hucmg. Tuy nhlén i liga coa hon
cln 3¢ ditu irj nhitém Myvcohacterinm aviwar, nbng 46 clarithromycin cao hom ril nhigu so véi khi ding lidar binh
thuémg. & bfah nhdn trwdmg thanh nhigm HIV dang sit dung ligu 1000-2000 mg/ngéy chia 2 lan, Cew i
elarithromycin & rrang thai an dinh o 2-4 meg/ml vh 5-10 meg/mL theo thir br. Thei gian bin thid dii hom khi dong
ity cae hon so vii litu binh thadmg trén ngwin binh thidng. Nang dd cao hon trong hay &t trong v thin gian hin
thai dai hom voi nhiing Héu nay phio hop voi duge ddng hoe khéng wyen tinh &3 duge bict el elarithromyein.

ﬂr.ufg ::i';'mg thnd vy I'].rrm'}::l.l‘-l.i'_ﬁ.l'{'
Hm ehién cine drge Sag hoe &5 duge tién hénh voi -:Ianﬂm:lm;,rln 500 my npAy 3 lin va emeprazole 40 mo nghy

| Vi, Ehi si dyng mit minh clarithromyein liéu 500 mg mii § gitn gil 0§ Caw trung binh vio khoang 3.8 meg/ml
va Cip, truma binh vilo khodng 1,8 meg/mlL, Gid 1rj trung binh AUCa.s i clarithromycin 18 2729 meg/mid‘ml. Tow
vil thiri gian bin thai Tn Turgt T mitrvi 5.3 gt khi diing Llaruﬂirnm'-.nm lifu 500 mg ngay 3 lan,

Trong cimz nghién et khi ding clarithremycin liéu 300 my sy 3 lin et Wie vivi omeprazole 40mg ngﬂ} 1 lin,
thiri gian bén thal vd AUCey cia omeprazole ting Bn. DOi véi 150 ca cic d6i wong khi ding kit hop v
clarithromycin, gid trj AUCu trung bish cia omeprazole cao h-:m B v Tz can hom 34% g0 v khl dimE mial
minh omeprazole. Khi ding k&t hop voi omeprazoke, g4 0§ Cuu Cows, v AUCos & trong thii in dinh cie
elarithromycin ting lén 10%, 27%, v 13% theo thir ty, cao hen g trf dat dirge khi ding clarithromycin vii gia
dipc

O wang thii d0 dinh, ndng 49 cia clarithromycin trong mang nhiy da day sau khi u'!5'"II= 6 gir @ nhom
clarithromyeinomeprazole coo hon 23 lin %o vai nhdm dimg mdt minh clarithromycin, Néng 43 I.Iurllhmm:rurl
truna binh trona ma dy diy san khi uing 6 gitr & nhom clarithromyein/omeprazobs can kon 2 Hin so vai nhom ding
::E-.]thm'_-.h:m viri gid duege,

PO LIEU AN TOAN TIEN LAM SANG

e finh cdp, bin ndn ek v wdn dek

Cae nghién ciu dinoe lu:n himh trén chdd nhm chud cq‘:n._g chiy vihodc khi duge dimg clarithronycin dubng uﬁﬂg.
Théi gian uong thay déi i i lidu iy nhét che $&€n licu nhic Lol tromg 6 thang lién tiép.

Trong nhimg nghién cins cip trén chude nhdl vl chist cong, sau khi dun vio da diy mét liéu dom S g'kg wong lugng
oo IJ'I-E et mit chudn -u:n‘mg bi chét nhumg khong o6 chudt nhilt nao bi chét, Do 36 Tidu trung binh giy chet cao hom 5
kg, lidu cao nhat cd the ding durge.

}Jﬁ}g thily o the dung bt loi xiy ra irén ding viit khi ding clarithromyein liéu 100 ma'ke/ngay trong 14 ngay lién
tién hodie 35 mokengay trong 1 thing, Tueny wr, khing co tac dyng bit lgi trén chud cdag khi sir dung lidu 75
me/kg/ngiy cho | ting, 35 medke'ngiy wong 3 théngz. hode & mpkpngdy trong 6 théng. Ché nhay cam hom vai
clarithromyvein, dung nep dwge 18y 50 make'ngay trong 14 ngay, 10 mpSpmedy trong 1 va 3 thang. va 4
mp/kg/ngay trong 6 thing ma khing thiy co tic dong bt lgi mido,

Mhimg dau higu l§m sing chinh & lidu oy dic trong nhilng nghién ciru trén bzt yflm nin, yéu mét, giam tiéu thy
thire §n v& gidm sy tang cin, fié nudc bot, milt nuat, hidu dine thai qud. Hai trona 10 con khi dung léu 400
mg/ke/ngiy di bj chét trong ngay dibe wi thir 8 mau ving cia phan bj mit di & mt 56 con khi shng sot khi sir dung
lida 00 mgﬂ.g. ngzdy tromg 28 nga}

B phin bj nhism dic chi yeu & LiE ch cac lodl BA zan, Sy vlng d6¢ vinh indn gan & 14t cd cac loai oo thé duec phit
hign béi sw tang sfm ndng 4§ trong heydt thanh cda phosphatase kiem, céc men gan alanine v aspanate
aminpiransferase, engym gamma-gltamyl transferase, vidhode lactic dehydrogenase. Khi ngirng sir dyng thude e
thing s0 ndy 58 tré vé aid wrj binh thudmg. Ngedi ra rong nhimg ng!m!-n cine khae, nhimg 1 chire it chijv anh huong
hom 1d do da} tuyen dre vis md bach huyét khic vis thim, Xung huyet ket mac vh chiy ninéc mit sau khi dimg fidu gﬁn

[}

-
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vl lidu didu tri chi xiy ra & cho, G lifu kn 400 mz/ke'ngiy, mit sd ché v khi xudt hidn thoh trang duc valoze phis
e msac,

Kl aviitergy slody sirm, syt stuly san wi tldy gy il dhad _ )

Mhiing nighién cini vé kha nitng sinh sin va sir sinh san cho thigy voi liéu bang ngay 130 den 160 ma/kg/ngay trén
chl.u:-t cong duc va cai Lhung oy nén tac dyng bét Igi nie dén chu ky ding |.1|,11: kha nang sink sén, qud :rlnh sikiby e,
st T v ki niing song sit coa chudt can Hai nhién cim vé tinh giy quai thai trén ca 2 lodli chugt cona Wistar
(dhrimg wina) va Spraguc-Dawbey (dromg whreg vi Bém 1inh mach), mdt nghién cin trén thi 1rﬂng New Zealand vi

bl tghsén el trén mal lod Bimde drudmg H-.hl cynomalgush khing phit hign thiy tinh giy qudi thai gdy ra bai
clarithromycin. 'E'Iu tr-:ung ITH.'.IIZ nghién ciru hd sung trin chisfil cing Spragm Dawley o lidu fromg o v o nhing didis
kign tuong ty cin thigt, xuit hign mdt 1§ 1€ il thip khing cb ¥ nghia thong ké (khodng 6% nhimg bt thrima tim
m;u:h Mhimg bér tharéma nav xudt hién 1 do h-n:-u hién tur phan nhime thay d4i di ml'..-n’:'-n rang I:ui:r dan, Hai nghién
cliu trén chudt nhiit ciing cho :I:ﬁ1 midl xdie suit ho him ech (3 dén 30%) sau litu coo hon 70 1én liéu thwéimy ding
héng ngdy trén nowd (300 mg, 2 Inrunga*-r) nhimg & litu cae hon 35 Tin liéa 1bi da dung hng ngay thi cd dde tink
cho khi me vd b thai, nhang Ir.llung 28y quai thal.

Clarithromycin Tam sé'-. thai m:n khi khi dunz lidu Ehodpe 10 lin cao hom ;;_u.'n han irén cia lidia I|11.l|.1'|1H| dung hing
Ny Irén ngwir (500 mg, 2 tiim ‘ngiy), bt i tir nady o thei thir 20, Ké qua nay cho thiy @ liée rit cao, thube oo
die tinh 16 khi me mang thai. Mét nghica clu khde trén kh) Mg thai v lidu 2,5 dén 5 Hin cao hem iy cao nhi
dy dink dong lmng nggay khdng giy nén hie ky s nguy hiém nao dén biwo thai.

Mt thir nghigm we kha ning giy chét trén chudt nhit ding Béu 1000 mg'kgngdy (khodng T I&n cio hon liéu ding
i chimg trén Bm cing u ngwir ) cho thity rd ring khing e sy 401 hién n:m. va frong nghidén i Seament | &
chudt cdng sir dung life dén 500 mgkgngdy (khoang 35 I:!m cao hom so vl liéu thi da ding trén Fim sing héng
nghy o ngwm} rong §0 ngay, kKhdng thiy didu higu vé rdi fogn chic ning sinh san con chudt duc khi ding
clanthromycin lidu st cao trong thii gian dai,

Tinl gy dfir bidn

Mhirng nghién cim vl kla ning gy 40 hidn cla clarithromycin duoc tifn hinh bing cich sir dung ci hé thing thir
& nghiém khing hoat héa v& hogt hos microsom cis gan chudt cong (thir nghiém Ames) Két qui cia nhimg
nghién ciru ndy cho thiy khing cb bing chimg ndo vé kha nding gy &1 biln & ndng 45 < 25 megifia Perr, O ndang
A6 5 mep thude ed doc tinh v tat e cic chimg duge thir nehigm.

QUA LIEU VA CACH XU TRI

Tridu climg! Nhing bdo cao cho thily vide ubng leong lin clarthromyein ob thé gdy ra nhimg tridu chimg vé tiéy
hod, Mt bénh ahin cd bénh sir rdi logn leimg cye khi wong phai 8 gam clarithromycin ¥a cho thiy tinh trang tim
thids bi thay &, frang (hai hoang trdng, ke=1 mdu gidm ¥4 o-xy mdu gilan,

fridu tri: Nén dity trj nhitng phin img df img di kém khi dimg qud 1iéu bing cich i da day va didu irj b8 ro.
Giong nhur nhima macralide khic, nong d clarithromycin trone hoyét thanh khine bi anh heong béd loc méu hodc
thiim phiin phic mae,

QUY CACH DONG GO Hip 1 vi % 14 vign vil hap 2 vi x 7 vién
DIEU KIEN RAD QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG
Bao quan: o nhigt di dui 30°C, Tranh dnh sang.
Han ding: 36 thing ki tir ngdy san xuit.
Tidu chudn chét keong: Tiéu chuin oo s,
Sin xuit bivi: Abbvie Sl SR, 148 Ponting Km, 32 SNC, 0401 1 Campoverde di Aprilia - LT- Italy (Y}
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