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HUONG DAN SU DUNG THUOC

2. Cic diu hiéu lu A yén cdo khi dung thube:

Dé xa tdm lay tré em.

Doc kj huéng ddn sir dung trueée khi dimg.

Thude néy chi dimng theo dom thudc.

3. Thanh phﬁu cong thive thude:

Mot vién nén bao phim TBClinmox 500 chita:

Thiloih Pl Bone bR R OB . couicoipasvssisvismnsiiviiagussb i g o SRR 500 mg

Thanh phén ta duge: Lycatab, avicel PH101, povidon K30, tween 80, magnesi stearat, croscamellose

natri, colloidal silicol dioxid, opadry 03A 18373 white vira dul ........ccccoeeviiieveneiiicnicniniiinieenenn. 1 ViED

4. Dang bao ché: vién nén bao phim.

M@ ta: Vién nén bao phim hinh try det, hai mit 16i, mau tring hofic triing nga, hai mét vién nhin, canh

vién lanh lan.
5. Chi dinh:

TBClinmox 500 duge chi dinh trong diéu tri nhim tring do mdt ho#ic nhiéu vi khudn nhay cam.

Nhiing chi dinh gdm:

Nhiém trang dwong hd hip dwéi, vi du viém phé quan cdp tinh va mén tinh, viém phdi (xem
muc Canh bdo, thin trong va Dugc luc hoc — Céc thir nghiém vé tinh nhay cam)

Nhiém tring dwdng hé hip trén, vi du viém xoang va viém hong.

Nhiém tring da va md mém, vi dy: viém nang 16ng, viém md té bao va viém quang (xem muc
Canh béo, than trong va Duoc luc hoe — Céc thir nghiém vé tinh nhay cam)

Nhiém vi khuén lan téa hodic khu trii do céce vi khudn Mycobacterium avium hoic Mycobacterium
intracellulare. Nhidm khuén khu tri do Mycobacterium chelonae, Mycobacterium fortuitun, hodc
Mycobacterium kansasii

Clarithromycin duge chi dinh dé ngan ngtra nhiém khudn lan téa do Mycobacterium avium
complex (MAC) & nhitng bénh nhin nhifm HIV v6i s6 lugng t€ bao bach huyét CD4 it hon hoac
béng 100/mm’

Clarithromycin ding két hgp véi chit tre ché acid trong chi dinh didu tri diét trir H pylori & bénh

nhan loét ta trang tai phat (xem muc Liéu dung va cach ding).



https://trungtamthuoc.com/

6. Cich ding, liéu dung:

e Liéu dung:

Ngwoi 16m: Trong nhiing truong hop nhiém tring ning, liéu c6 thé tang dén 500 mg moi ngay hai lan.

Thoi gian diéu tri théng thudng 12 5 dén 14 ngdy, ngoai trlr trudng hop diéu tri viém phéi mac phai &

cong ddng va vidm xoang cin 6 — 14 ngay diéu tri.

— Liéu ding & bénh nhan nhiém mycobacteria: liéu khuyén cdo déi véi ngudi 16n la 500mg, 2
lan/ngay.

—  Diéu tri cdc bénh nhiém khuan MAC & nhiing bénh nhan AIDS cén duge tiép tuc, khi thiy c6 loi
vé lam sang va vi sinh vat. Clarithromycin nén dugc st dung két hop voi cac thude khang vi khuén
khéc.

—  Diéu trj nhiém vi khuén lao khéng dién hinh (mycobacteria nontuberculous) nén tiép tuc theo
quyét dinh cia céc béc si.

—  Liéu ding cho dy phong nhiém khuin MAC: liéu khuyén céo cua clarithromycin & ngudi 16n la
500 mg, 2 lan/ngay.

Diét trir . pylori:

O nhitng bénh nhin bi loét da day ta trang do nhiém H. pylori, ¢é thé dung clarithromycin véi lidu

500 mg hai lan mdi ngay két hop véi cée thude khang sinh khéce phi hop va mot chét te ché bom

proton trong 7 — 14 ngay.

Cén tham khao hudng dan chinh thirc vé diét trir H. pylori

Dudi day 1a mot sé vi du vé phac do diét trix H. pylori

Phdc do ba thubc:

Clarithromycin 500 mg mdi ngdy 2 lan cting voi amoxicilin 1000 mg mbi ngay 2 lan va mét thude tic

A . . A A . 5 A 4 .
ché bom proton dung liéu chuan mdi ngay 2 lan, ding trong 14 ngay.

3 Py 3 A ~ A ’ A .4 ) A \ o T -8
Phdc do bon thudc: mot thuoc re ché bom proton moi ngay 2 lan cing véi amoxicilin 1000mg moi

ngdy 2 lan, Clarithromycin 500mg mdi ngdy 2 ldn va tinidazole S00mg hoiéic metronidazole S00mg
moi ngay 2 lan, ding trong 14 ngay.

Phde dé nbi tiép trong 10 ngéy:

M@t thube tic ché bom proton mdi ngdy 2 14n etng véi amoxicilin 1000mg mbi ngay 2 lan, ding trong
5 ngay lién tyc.

Mét thude e ché bom proton mdi ngay 2 ldn cting véi Clarithromycin 500mg mdi ngay 2 1an va
tinidazole 500mg mdi ngay 2 lan, ding trong 5 ngay.

Suy théin:

iy oW
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O nhitng bénh nhan suy than véi mire thanh thai creatinine <30 ml/phut, can chinh liéu nén giam mét
nira tong lidu mdi ngay, thi dy 250 mg mbi ngay mét 1in, hodc 250 mg mdi ngdy hai lan trong trudmg
hop nang. Khong nén kéo dai dot diéu trj qua 14 ngay & nhimg bénh nhan nay.

Tré em:

Viéc str dung Clarithromycin dang phéng thich nhanh chua duoe nghién ciru & tré em dudi 12 tudi.
DP6i véi tré em nén sir dung thude dang hén djch.

Luu ¥: V6i cée truomg hop liéu ding khéng phit hop véi dang bao ché Vién nén bao phim
TBClinmox 500, khuyén cdo Ira chon dang bao ché thich hop voi liéu diing.

e Cich dung:

Thube can duge ubng véi lugng nude vira phai. C6 thé ding thude ma khong can quan tim dén bira
an vi thirc an khéng anh huéng dén sinh kha dung ctia thube.

7. Chéng chi dinh:

+ TBClinmox 500 chng chi dinh dbi voi bénh nhan da duoge biét 1a man cam véi clarithromycin, hodc
véi bt ki khang sinh macrolid khac, hodic véi bét ki té duge.

« Bénh nhén suy gan rit ning.

« Chéng chi dinh ding déng thoi clarithromycin va cac dén xudt cia ergot.

« Chéng chi dinh dung ddng thi clarithromycin va midazolam dang ubng (xem twong téc thude).

« Chdng chi dinh ding dong thai clarithromycin véi cac thube v ché enzym HMG-CoA reductase
(céc thude statin) ma chuyén hoa phan 16n boi CYP3A4 (lovastatin hodic simvastatin), do tAng nguy
co cac bénh vé co, ké ca ly giai co van (xem muc Canh béo va than trong).

« Chébng chi dinh ding déng thai clarithromyein véi bt ki thude ndo sau day: cisaprid, pimozid va
terfenadin vi clarithromycin 1am tang néng dé cac thude nay. Piéu nay co thé dén dén QT kéo dai va
rbi loan nhip tim bao gdm nhip nhanh thit, rung thit va xoan dinh. Hiéu tmg twong ty dd quan st
duge khi ding déng thoi astemizol va nhitng macrolid khéc.

« Clarithromycin va ticagrelor hoéc ranolazin.

« Clarithromyein (va cdc chét e ché CYP3A4 manh khac) cing vdi colchicin (xem Céanh bao va thén
trong, Twong tac thude).

« Clarithromycin khong nén dung cho bénh nhan giam kali mau, ¢6 tién sir khoang QT kéo dai (bam
sinh hofic ¢c6 tién sir méc phai kéo dai khodng QT) hoéc loan nhip thit, bao gdm ca xoan dinh (xem
Canh bao va than trong).

8. Ciinh bdo va thiin trong khi diing thube:

Str dung bét ki liéu phap khéang sinh nao, vi du clarithromycin, dé diéu tri nhiém khudn H. pylori c6

A v , I A
thé tao ra cac ching khang thuoe.
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Béc sT khéng nén ké don clarithromycin cho phu nit ¢6 thai ma khéng cén nhéc k¥ ludng vé lgi ich va
nguy co, diic biét [ trong 3 thang déu thai ky.

Clarithromycin cha yéu duge chuyén hoa qua gan. Do do, can than trong khi dimg thude khang sinh
ndy cho bénh nhén suy giam chdc nang gan.

Cing can thin trong khi dang clarithromyein cho bénh nhan suy than tr trung binh dén nang (Xem
muc 6. Cich ding, liéu diing).

R&i loan chire ndng gan, bao gdm ting men gan, viém gan (& bao gan va/hodic & mit, ¢o hode khong
c6 vang da, da duoce bio cdo khi dimg clarithromyein. RSi logan chire nang gan ¢6 thé nghiém lrong va
thuomg ¢6 thé hdi phue. Cae truomg hop suy gan (0 vong (xem muce 12, Tie dung khéng mong mudn
ciia thude) da duge bdo cdo. Mot s6 bénh nhin ¢é thé da mic bénh gan (r trude hodce co (hé d ding
céc san pham thude gy doc cho gan khac. Bénh nhén nén dugce khuyén ngimg diéu trj va lién hé voi
béc st néu cac diu hiéu va triéu chimg cia bénh gan phat trién nhur chéan n, vang da, nude tiéu sdm
mau, ngira hodc dau byng.

Viém dai trang gia mac da duoce bio cdo vai héu hét cac tae nhan khang khuan, bao gf‘tm ¢ macrolid,
vi ¢6 thé ¢6 mie do nghiém trong tir nhe dén de doa tinh mang. Tiéu chay lién quan dén Clostridium
difficile (CDAD) da duge bao cao khi siv dung hiu hét cic tac nhan khang khudn bao gdm
clarithromycin va ¢ thé 6 mic dé nghiém trong tir tiéu chay nhe dén viém dai trang (r vong. Diéu
(ri béng cdc tdc nhan khang khudn lam thay déi hé vi khudn ty nhién cua dai trang, ¢é (hé dan dén sur
phét trién qua mic cua C. difficile. CDAD phai duge xem xét & tat ca cée bénh nhén bj tiéu chay sau
khi sir dung khang sinh. Cén phai hoi k§ tién sir bénh vi CDAD da duge bao cio 1a xdy ra sau hon hai
thang sau khi dung cac tac nhan khéng khuén. Do do, nén cin nhie ngimg diéu tri bang clarithromycin
bét ké chi dinh ndo. Nén tién hanh xét nghiém vi khuan va bit dau diéu tri ddy du. Nén tranh ding
thude tre ché nhu ddng rudt.

Pi co bao cho sau khi dua thude ra thi truomg vé doe tinh cta colchicin khi dung dong thai
clarithromyein va colchicin, dic biét 14 & ngudi cao tudi, mot s6 truomg hop xay ra & bénh nhan suy
than. DA ¢6 bdo cdo vé tr vong & mot $6 bénh nhan nhu vily. (.‘hf‘)ng chi dinh dung dong thoi
clarithromyein va colchicin (xem muce 7. Chdng chi dinh).

Cén than trong khi dang dong thai clarithromyein va triazolobenzodiazepin, chang han nhu triazolam
v tiém (inh mach hodc qua niém mac miéng va midazolam.

Bién ¢o tim meach

Kéo dai khoang QT, phan anh tac dong 1én qua trinh i phan cye tim gy ra nguy co phat (rién logn
nhip tim va xodn dinh , da dugce ghi nhian & nhitng bénh nhian dugc diéu (ri hﬁng macrolid bao gﬁm
clarithromyein (xem muc 12. Tae dung khng mong mudn ciia thude). Do nguy co kéo dai khodng

QT va loan nhip that (bao gobm xoan dinh ) tang 1én, viée st dung clarithromycin bj chong chi dinh ¢
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nhitg bénh nhan dang ding bat ky loai thude nao trong s6 astemizole, cisapride, domperidone,
pimozide, ivabradine va terfenadine; & nhimg bénh nhén bj r6i loan dién gidi nhu hg magnesi mau
hodic ha kali méu; va & nhiing bénh nhén ¢6 tién st kéo dai khoang QT hodic Togn nhip théit (xem muc
7. Chéng chi dinh).

Ngodi ra, clarithromycin nén duge st dyng than trong trong cde truomg hop sau:

« Bénh nhén mic bénh dong mach vanh, suy tim ning, roi loan dan truyén hogic nhip tim cham ¢é lién
quan dén lam sang;

« Bénh nhén dang ding ddng thoi cde thude khic o lién quan dén kéo dai khoang QT ngodi cac thude
chéng chi dinh

Can can nhiie ¢in thin su cdn bang gitta loi fch va rai ro trude khi ké don clarithromycin cho bt ky
bénh nhin nao dang ding hydroxychloroquine hodc chloroquine, vi thude ¢ kha nang lam tang nguy
co mac cdie bién ¢d tim mach va tir vong do tim mach.

Céc nghién ciru dich € hoe diéu tra nguy co két qua tim mach bt loi véi macrolid da cho thity két
qua khiac nhau. Mot s& nghién ctu quan sat da xdc dinh duoe nguy co ngan han hiém giip vé loan nhip
tim, nhéi mau co tim va (i vong do tim mach lién quan dén macrolid bao gdm clarithromyein. Vige
cén nhic nhitng phat hién nay nén duge cin bang véi loi ich didu tri khi ké don clarithromycin.
Viém phoi: Do tinh trang khang thude macrolid cia Streplococens pneumoniae dang tang |én, diéu
quan trong la phai tién hanh thir nghiém do nhay khi ké don clarithromycin cho bénh viém phoi mac
phai trong cong ddng. Trong bénh viém phoi mic phai trong bénh vién, clarithromycin nén duge sir
dung két hop vaéi cde loai khang sinh thich hop khac.

Nhiém trimg da va md mém & muc do nhe dén trung binh: Cae nhiém tring nay thudmg
do Staphylococeus aureus va Streptococcus pyogenes giy ra, ca hai déu ¢o (hé khang vai macrolid,
Do do, diéu quan trong la phai thue hién thir nghiém dé nhay cam. Trong nhimg trudng hop khong
thé sir dung khang sinh beta -lactam (vi dyu nhu bj di img vai thude), cace loai khdng sinh khéae, chﬁng
han nhu clindamyein, ¢d thé 1a thube duoe lua chon ddu tién. Hién tai, macrolid chi duge coi la ¢6 tac
dung trong mot s6 nhiém tring da va mé mém, ching han nhur nhimg nhiém trang do Corynebacterium
minufissimum, mun tring ¢d thong thuong, bénh ban do va trong nhimg trudmg hop khang the st dung
phuong phap diéu tri bang penicilin.

Trong truomg hop xédy ra phan Gng qua man cip tinh nghiém trong, ching han nhu phan v, phéan (mg
¢d hai trén da nghiém trong (SCAR) (vi du: hoi chimg mun mua toan thin ¢Ap tinh (AGEP), hoi chimg
Stevens-Johnson, hoai tr thueng bi nhiém dge va phat ban do thude véi ting bach :a4u di toan va cic
(ricu ching toan thin (DRESS)), cin ngtmg ngay liéu phép clarithromycin va tién hanh diéu trj thich

hop khan cap.

o - :
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Clarithromycin nén duge stir dung thiin trong khi ding dong thoi véi cic thuoe gay cam img enzym
cytochrome CYP3A4,
Thube e ché HMG-CoA Reductase (statin): Chdng chi dinh sir dung dong thai clarithromycin voi

5 i : - — . " e o ;
lovastatin hodc simvastatin (xem myc 7. Chong chi dinh). Can thin trong khi ké don clarithromycin

| vGi cde statin khic. Di ¢6 bdo cdo vé tinh trang tiéu co vin & nhimg bénh nhén ding clarithromycin
| va statin, Can theo ddi bénh nhin vé c¢dc dau hiéu va triéu chimg cta bénh co.

e i 4 A A » "a 3 4 A 3 v . M o ' ~
| ['rong nhimg truong hop khong the tranh dwge viée sir dung dong thoi clarithromycin var statin, nén

ké don lidu statin thip nhét. C6 thé can nhic str dung statin khong phu thude vao qué trinh chuyén hoa
CYP3A (vi dy fluvastatin)

Thude ha duong huyét dang ubng/Insulin: Viée sir dung déng thei clarithromycin va thude ha dudng
]ulyél dang ubng (nhu sulphonyluria) va/hodic insulin ¢6 thé din dén ha dudmg huyét dang ké. Khuyén
céo nén theo doi cin thin glucose.

Thude chéng déng dudmg udng: C6 nguy co xudt huyét nghiém trong va ting ding ké Ty 1& chuin
hoa qu(z)c (& (INR) va thoi gian prothrombin khi ding dong thoi clarithromycin véi warlarin. Cén
thuong xuyén theo d&i INR va thdi gian prothrombin trong khi bénh nhan ding dong thoi
clarithromyein va thude chdng dong duimg udng.

Cén than trong khi dung dong thoi clarithromyein vai thude chﬁng dong dudng udng tac dung truc
liép nhur dabigatran, rivaroxaban, apixaban va edoxaban, dic bi¢t ddi voi nhimg bénh nhdn ¢é nguy
co chay méu cao.

Str dung lau dai ¢é (hé, gidng nhu cée loai khéng sinh khac, dan dén tinh trang nhiém khudn véi s6
lwong vi khuan va ndm khong nhay cam tang lén. Néu xdty ra tinh trang boi nhiém, cdn 4p dung liéu
phap diéu trj thich hop.

Ciing can luu y dén kha nang khang chéo giira clarithromyein va cée thude macrolid khéc, cting nhu
gitra lincomycin va clindamycin.

Ta duge:

Thude nay chira it hon 1 mmol natri (23 mg) rén mdi don vj liéu dimg, nghia 1 vé co ban 'khong
| chira natri'.

9. Sir dung thude cho phy nir ¢6 thai va cho con bii:

Déi véi phy nit ¢6 thai:

Di¥ liéu vé viée sir dung clarithromyein trong 3 thang dau ctia hon 200 phuy nit ¢6 thai cho thiy khong
| ¢6 bing chimg 13 rang v& tac dung gy quéi thai hofic anh huéng xdu dén sic khoe cla tré so sinh,
Clarithromycin chua duge biét dén viée gly téc hai 1&n bao thai khi duge chi dinh cho phy nir mang
thai hodic anh huémg khé niing sinh san. Cén nhic ky loi ich/nguy co khi dung cho phy nit ¢6 thai,

Doi véi phy nit cho con bii:
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Clarithromycin va chét chuyén héa ctia né duge bai tiét qua stra me. Do d6, tiéu chay va nhiém nAm
¢6 thé xay ra & tré bt me, nén nglmg cho tré bii me khi ding thude. Loi ich ctia viéc didu trj coa ngudi
me nén duoc cin nhic véi céc nguy co tiém 4n cho tré so sinh.

10.  Anh lneong ciia thube Ién khi ning lii xe, vin hanh mdy mdc:

Chua ¢6 bdo cho vé tac dong cua thude trong khi 1ai xe va vén hanh may méc. Tuy nhién nén khuyén
cfio bénh nhén v& nguy co hoa mét chéng mat, 1&n 16n, mét phuong hudng c6 thé xay ra khi sir dung
thudc.

11.  Twong tic, twong ky ciia thube:

o Tuwong tic thude:

Diing ddng thoi clarithromycin voi cdc th ube sau bj chong chi dinh nghiém ngdt do twong tic
thubce nghiém trong.

Cisaprid, pimozid, astemizol va terfenadin:

Tang nong d cisaprid di duge béo cédo & bénh nhén ding ddng thoi cisaprid va clarithromyein. Diéu
nay ¢6 thé gy kéo dai khoang QT va loan nhip tim bao gbm nhip nhanh thét, rung that va xoéin dinh,
Nhitng biéu hién tuong ty di duge thiy khi ding ddng thoi pimozid va clarithromycin (xem Chéng
chi dinh).

Céc macrolid 1am rdi loan su chuyén héa cta terfenadin lam ting nong dd cua terfenadin, doi khi dan
dén loan nhip tim nhu kéo dai khoang QT, nhip nhanh thit, rung thit va xodn dinh (xem Chong chi
dinh). Trong mdt nghién ctru trén 14 nguoi tinh nguyén khoe manh, ding dong thoi clarithromyein
v terfenadin lam tang 2-3 1an nong do trong huyét thanh chét chuyén héa acid cia terfenadin va kéo
dai khoang QT nhung khong phat hién dugc bét ki biéu hién 1am sang ndo. Cic biéu hién twong tu
cling duge lhéy khi dung dong thoi astemizol va céc macrolid khac.

Alkaloid nim cua ga:

- ' ¢ 3 A N . ” . 5 4. v -
Cac bao cdo sau lwu hanh cho thidy ding cing lic clarithromycin véi ergotamin hodc

. . s oAt 3A ~ , A 5 A - 4 ' A
dihydroergotamin c6 lién quan dén déc tinh do nadm cya ga cip déc trung voi hién tugng co mach,
thiéu mau cuc bd & cdc chi va cac mo khac bao gom cé hé than kinh trung uong.

Midazolam dang ubng:

Khi midazolam dugc ding phéi hop véi vién nén clarithromyein (500 mg/lan x 2 lan/ngay), AUC ctia
midazolam ting 1én 7 14n sau khi dung midazolam dang udng.

Thube tre ché HMG-CoA reductase (cdc thube statin):

Khéng duge ding dong thoi clarithromycin véi lovastatin hogic simvastatin vi céc thudc statin nay
chuyén hoa ph?m Ién bédi CYP3A4, ting néng dd thude trong huyét twong khi st dung cing vdi

clarithromycin, dan téi ting nguy co bénh ly vé co, ké ca ly giai co van. D ¢6 cdc bédo céo vé ly giai
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co van & bénh nhédn sit dung clarithromycin cliing véi céc thbc statin ndy. Néu cén thiét phai diéu trj
biing clarithromycin, phai ngimg lovastatin hodc simvastatin trong thoi gian diéu tri nay.

Cén trong khi ké don clarithromycin véi cac thudce statin. Trong cac trudmg hop béit bude phai str dung
clarithromycin va cdc thude statin, khuyén cdo ké lidu thip nhit duge ddng ky ciia thude statin. Cén
nhéc str dung thude statin khéng phu thude vao chuyén héa CYP3A nhu fluvastatin. Bénh nhan cin
duoc theo dbi vé cac dau higu va triéu chimg céc bénh ly vé co.

Tic dung cia cdc th ude khdic Ién clarithromycin:

Cac thube gdy kich ting hé théng enzyme CYP3A (vi dy rifampicin, phenytoin, carbamazepin,
phenobarbital, St John’s Wort) ¢6 thé lam tang chuyén héa ctia clarithromyein, diéu ndy c6 thé lam
cho nong dd clarithromycin thdp dudi ngudng diéu tri, lam giam hiéu lyc didu trj cva thude. Hon nita,
¢6 thé cin theo dai ndng d6 huyét tuong cua céc thube gay kich img hé CYP3A, ndng do nay co thé
bi ting do clarithromycin (rc ché hé CYP3A (xem thong tin sin phim lién quan khi ding cac thube
{tc ché hé CYP3A4)

St dung cung Iuc clarithromycin va rifabutin lam tang ndng do rifabutin va lam gidm nong do
clarithromycin trong huyét thanh, cling véi tang nguy co viém mang mach nho.

Céc thube sau dwoce biét hodc nghi ngor c6 anh hudng dén ndng do tudn hoan ciia clarithromycin, diéu
chinh liéu clarithromycin hodc lya chon phuong phap diéu trj thay thé nén dugc xem xét

Efavirenz, nevirapin, rifampicin, rifabutin va rifapentin:

Nhitng thude gay kich tmg hé théng chuyén héa cytochrom P450 nhu efavirenz, nevirapin, rifampicin,
rifabutin va rifapentin c6 thé lam ting su chuyén hoa cua clarithromycin do d6 lam giam nong do ciia
clarithromycin trong huyét tuong, trong khi dé ndng do cia 14-OH-clarithromycin ting Ién, chét
chuyén héa ndy ciing c6 hoat tinh khang khudn. Do hoat tinh khdng khudn cua clarithromyein va 14-
OH-clarithromycin khac nhau dbi v6i céc loai vi khudin khéc nhau, higu qua diéu trj c6 thé bi anh
hudng néu sir dung cing lic clarithromycin v6i nhitng chét gy cam (g enzym.

Etravirin:

Nong d cta clarithromycin bi gidm boi entravirin, tuy nhién, ndng do cla chét chuyén hoa co hoat
tinh, 14-OH-clarithromycin lai ting. Do chét chuyén hoa cé hoat tinh 14-OH-clarithromycin giam
hoat tinh dbi v&i Mycobacterium avium complex (MAC) nén hoat tinh chung ddi vai tac nhan gay
bénh ¢6 thé bi thay déi. Do vdy, phai can nhic thay thé clarithromyein biing cac thude khac khi didu
tri MAC & bénh nhén ¢6 ding etravirin.

Fluconazol:

Sir dung cting lic fluconazol 200 mg/ngay va clarithromycin 500 me/l&n x 2 lan/ngay cho 21 ngudi
tinh nguyén khoe manh lam téng ndng do toi thiéu (Cuin & trang théi on dinh cta clarithromycin 1én

33% va dién tich dudi duomg cong (AUC) 1én 18%. Néng do & trang théi dn dinh cta chét chuyén hoa
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¢ hoat tinh 14-OH-clarithromycin khéng bi dnh huwong nhiéu khi ding dong thei véi fluconazol.
Khéng cén diéu chinh liéu cta clarithromyein,

Ritonavir:

Mét nghién ciru duge dong hoc chimg to rang ding déng thoi ritonavir 200 mg mdi 8 gid va
clarithromycin 500 mg mdi 12 gidr e ché rd rét sy chuyén héa cla clarithromycin, Cpax ciia
clarithromycin ting 31%, Cuin tang 182% va AUC téng 77% khi ding cting ritonavir. Da théy tic ché
hodn todn su tao thanh 14-OH-clarithromycin. Vi clarithromycin co khoang didu tri 16n, nén khong
can thiét giam lidu & bénh nhén c6 chire nang thin binh thudng. Tuy nhién véi bénh nhan suy thén,
cén diéu chinh liéu nhu sau: dé thanh thai creatinin tir 30 — 60 ml/phut, giam lidu clarithromycin 50%.
V6i bénh nhidn ¢6 @ thanh thai creatinin < 30 ml/phuat, giam lidu clarithromyein 75%. Khéng nén
dung clarithromycin lidu 16n hon 1 g/ngdy cling véi ritonavir,

Nén xem xét diéu chinh lidu & bénh nhén suy than khi ¢6 dung ritonavir phéi hop véi cac thube tre
ché enzym protease bao gdm atazanavir va saquinavir (xem Tuong tac thude hai chiéu).

Tic dung ciia clarithromycin lén cdc thudc khdc:

Thubc chéng loan nhip:

Da 6 céc béo cdo sau khi dua thube ra thi trudng vé xoan dinh xay ra khi ding cing le clarithromycin
voi quinidin hodic disopyramid. Nén kiém tra dién tam dd vé do dai khoang QT trong thoi gian sir
dung cung lic clarithromycin véi nhing thube nay. Cén theo dai ndng db trong huyét thanh cta cac
thude nay trong khi dung clarithromycin.

Pi ¢ cdc bio cdo hau méi vé ha dudng huyét khi sir dung dong thoi clarithromycin véi disopyramid.
Do véy, can theo déi duong huyét khi dang str dung dong thei 2 thudc nay.

Céc thudc ha duong huyét dang ubng / insulin:

Clarithromycin tre ché CYP3A va c6 thé lién quan dén hoiic gdy ra ha duong huyét khi sir dung dong
thoi véi mot s6 thude ha duong huyét nhu nateglinid va repaglind. Cén kiém sodt chat ché duong
huyét.

Nhitng tvong tic qua CYP3A4:

Sir dung dong thoi clarithromycin duge biét 1a mét chét e ché CYP3A4, véi mot thube chuyén hoa

chii yéu qua CYP3A4 ¢6 thé lién quan dén sy tang ndng do cia thude, didu d6 co thé 1am tang hodc
kéo dai ca tée dung didu tri va tac dung bt loi cia thude ding ctng. Nén thén trong khi sir dung
clarithromyein trén nhitng bénh nhén dang diéu tri bing nhiing thube duoc biét 14 chit nén clia enzym
CYP3A4, dic biét néu chét nén CYP3A4 ¢6 do an toan hep (vi dy carbamazepin) va /hodc chat nén
duoc chuyén hoéa cha yéu b&i enzym nay. Diéu chinh lidu c6 thé duoc xem xét va khi co thé, némg do
trong huyét thanh ctia cac thude chuyén héa chii yéu béi CYP3A4 nén dwoe kiém tra chiit ché & nhitng

bénh nhén dang sir dung dfmg thoi clarithromyecin.
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|
|
|
!' Céc thube hodic nhém thude sau day dugc biét hodc nghi ngdr la chuyén héa bai isozym CYP3A4:
| alprazolam, astemizol, carbamazepin, cilostazol, cisaprid, cyclosporin, disopyramid, nhirng alkaloid
! clia ndm cua ga, lovastatin, methylprednisolon, midazolam, omeprazol, céc thudc chéng déng mau
i ding ubng (vi du warfarin), cac thude chéng loan than khoéng dién hinh (vi du quetiapin), pimozid,
quinidin, rifabutin, sildenafil, simvastatin, tacrolimus, terfenadin, triazolam va vinblastin, tuy nhién
danh séch nay khéng hoan chinh. Cac tuong tac thude véi co ché twong ty théng qua céc isozym khéc
trong hé théng cytochrom P450 bao gbm phenytoin, theophylin va valproat.
Str dung clarithromycin (500 mg mdi 8 gid) cling véi omeprazol (40 mg/ngdy) trén ngudi 1on khoe
manh, néng dé trong huyél luong & trang théi on dinh ciia omeprazol ting 1én (Cmax tang 30%, AUCo.
24 tAng 89% va thoi gian ban thai ting 34%) khi ding cling e véi clarithromycin, Do pH dich vi
trung binh 24 gi¢ 1a 5,2 khi sir dung mot minh omeprazol va la 5,7 khi dung chung omeprazol véi
clarithromycin.
Sildenafil, tadalafil va vardenafil
MB&i chét ire ché enzym phosphodiesterase duoc chuyén héa, it nhét 1a mét phan, boi CYP3A4, va
CYP3A4 c6 thé bj ttc ché khi ding ddng thoi clarithromyein.

\ \ i A . . ' PRy 4 1a % . . 4 . A
Str dung cting lic nhitng thude ndy véi clarithromycin s& c6 thé 1am ting su phoi nhiém cta cdc chat

’ ~ » a v ‘A E) A \ - 5 3 A . .
e ché enzym phosphodiesterase. Nén giam liéu cia nhitng thuée nay khi ding dong thoi vai
clarithromyein.

Theophylin, carbamazepine:

Két qua ciia céc nghién ctru ldm sang cho thiy mac di ting & miic dd khigdm tén nhung c6 ¥ nghia
théng ké (p < 0,05) nong do cua theophylin hodc carbamazepin trong tudn hoan khi dung chung mét
trong nhing thude nay véi clarithromycin.

Tolterodin:

Con dudng chuyén héa chi yéu cia tolterodin la qua 2D6 isoform cia cytochrom P450 (CYP2D6).
Tuy nhién, & nhitng ngudi khéng ¢6 CYP2D6, dudng chuyén hoa nhén biét duge 1a qua CYP3A4. O
nhiing ngudi ndy, su e ché CYP3A4 s¢ 1am tang déng k& ndng dé ctia tolterodin trong huyét thanh.
Sy giam liéu tolterodin ¢ thé can thiét khi c6 mat cac chit irc ché CYP3A4 nhur 1a clarithromycin &
nhém ¢6 chuyén héa CYP2D6 kém.

Triazolobenzodiazepin (vi du: alprazolam, midazolam, triazolam)

Khi dung ciing ltic midazolam véi clarithromycin (500 mg, 2 lan/ngay), AUC cia midazolam tang 2,7
k -1 AY s A - A ¥ A | LA ! 4 . »
l4n khi ding dudng tiém tinh mach. Néu ding midazolam dudng tiém ciing lic véi clarithromycin,

nén theo dai bénh nhan chit ch& dé ¢6 thé didu chinh liéu. Dang thuée midazolam giai phéng qua

v A A . A g A . X A ~ i £ A ¥ s o
dudng niém mac miéng, 1a dudng c6 thé khong chuyén hoa lan dau qua gan, s€ ¢6 nhiéu kha nang gap
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twrong téc thude tuong ty nhu tuong tac gip phai dbi v6i midazolam dang tiém tinh mach hon la twong
tde gap phai khi ding midazolam dang ubng. Cén luu ¥ tuong tyr déi v6i cde benzodiazepin khac
chuyén héa qua CYP3A4, bao gbm triazolam va alprazolam. D61 voi cde benzodiazepin ma su dao
thai khong phu thude vao CYP3A4 (temazepam, nitrazepam, lorazepam), sy tuong tdc quan trong co
¥ nghia 1dm sang hiu nhu khéng xay ra khi ding cting clarithromycin.

Da ¢6 cac béo cdo sau khi dua thube ra thi truomg vé cée twong tic thudc va nhiing anh huong dén hé
thén kinh trung wong (vi du budn ngti va 16 14n) khi dung cting lic clarithromycin véi triazolam, Nén
theo ddi téac dung 1&n hé than kinh trung wong & bénh nhén ding thude.

Nhiing twong tic thube khic

Colchicin

Colchicin la chit nén cho ca CYP3A4 va protein vén chuyén P-glycoprotein (Pgp). Clarithromycin
va cac macrolid khic tre ché CYP3A4 va Pgp. Khi ding clarithromycin ciing lic véi colchicin, sy e
ché CYP3A4 va/hay Pgp do clarithromycin c6 thé din dén ting phoi nhi&m véi colchicin, cin kiém
tra bénh nhén vé nhing triéu chimg 14m sang do ngd doc colchicin, Nén giam lidu colehicin khi sir
dung dong thoi voi clarithromyein & nhitng bénh nhén cé chire ning thin va gan binh thuong. Chong
chi dinh str dung dong thoi clarithromycin va colchicin & nhitng bénh nhén suy thdn hodc suy gan
(xem Chéng chi dinh, Canh bdo va thin trong).

Digoxin:

Digoxin la chit nén cho chét van chuyén P-glycoprotein (Pgp). Clarithromycin (e ché Pgp. Khi ding
chung clarithromyein va digoxin, su rc ché Pgp boi clarithromycin ¢6 thé lam tang su phoi nhiém
digoxin. i ¢6 béo céo giam sat vé su ting ndng do digoxin trong huyét thanh & bénh nhan ding cling
lic digoxin va clarithromycin. Mot s6 bénh nhén c6 nhitng ddu higu 1am sing ctia nhiém dge digoxin,
bao gdm cac réi loan nhip tim c6 kha nang gay tir vong. Nén theo ddi chit ch& ndng do digoxin huyét
thanh & nhitng bénh nhén dung clarithromycin va digoxin cung lic.

Zidovudin:

Udng cung lte vién nén clarithromycin va zidovudin cho cde bénh nhan ngudi lén nhigm HIV ¢6 thé
din dén giam ndng do zidovudin & trang thai 6n dinh. Vi clarithromycin anh hudgng dén hip thu cia
zidovudin khi ubng cung lic, ¢6 thé tranh duge twong téc nay bﬁng ciach dung clarithromycin va
zidovudin céch nhau 4 gid. Tuong téac ndy khong xay ra & bé¢nh nhan nhi nhiém HIV ding hén dich
clarithromycin v&i zidovudin hodc dideoxyinosin. Tuong tic nay hiém khi xay ra khi ding
clarithromycin dudng tiém truyén {inh mach.

Phenytoin va valproat

P c6 cic bao cdo tu phéat hofic duge cong bd vé tuong téc cia cac thude tre ché hé CYP3A, bao gém

ca clarithromycin voi céc thudc cho rang khong bi chuyén héa bdi CYP3A (vi du phenytoin va
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valproat), cAn x4c dinh ndng dé huyét thanh cia cac thude nay khi sir dung cling véi clarithromycin.
DA ¢6 béo cdo vé ting ndng dd huyét twong clia céc thude trén.

Twong tic thude hai chiéu

Atazanavir:

Ca clarithromycin va atazanavir déu la chét cam (g va 1a chét irc ché cia CYP3A4, vacé bang chitng
vé sur tuong tac thube 2 chiéu. Dung cting lie clarithromycin (500 mg 2 lan/ngay) vai atazanavir (400
mg ngay mot 1dn) lam ting su phoi nhi€m véi clarithromycin 1én 2 14n va giam 70% su phoi nhiém
v&i 14-OH-clarithromyein, tang 28% AUC cia atazanavir. Do clarithromycin ¢6 khoang diéu tri rong
nén sir giam liéu clarithromycin 1a khéng clin thiét & nhimg bénh nhan ¢d chire néng than binh thudng,
O nhitng bénh nhén suy than murc do trung binh (do thanh thai creatinin 30 dén 60 ml/phut), liéu cua
clarithromycin nén giam 50%, Doi v&i nhitng bénh nhén ¢6 dd thanh thai creatinin nhd hon 30
ml/phit, liéu clarithromycin nén giam 75% va nén ding dang thube hop ly. Khong nén ding cting lae
clarithromycin lidu >1000 mg/ngay véi nhitng thude tre ché protease.

Céc thude chen kénh calci:

Thén trong khi str dung ddng thdi clarithromycin voi céce thube chen kénh calci chuyén hoa qua
CYP3A4 (nhu verapamil, amlodipin, diltiazem) do nguy co ha huyét 4p. Nong do trong huyét twong
cta clarithromyein va cdc thube chen kénh calcium cé thé ting do tuong tc thudc. DA quan sét thiy
ha huyét ap, loan nhip tim chdm va nhiém acid lactic & cdc bénh nhén sir dung dong thoi clarithromycin
va verapamil.

Itraconazol:

Ca clarithromyein va itraconazol déu 13 chit cim tmg va chét trc ché CYP3A4, dan dén mot tuong tac
thuéc 2 chiéu. Clarithromyein ¢6 thé lam ting néng do huyét twong cha itraconazol, trong khi do
itraconazol ¢6 thé lam tang ndng do trong huyét twong cua clarithromycin, Nhitng bénh nhén dang st
dung cung e clarithromyein va itraconazol nén dugce theo doi chit ché nhiing dau hiéu hodc tridu
chirng do tac dyng duge |y tang hodc kéo dai nay.

Saquinavir

Ca clarithromycin va saquinavir déu 12 chit cam (ng va 13 chét Ge ché cia CYP3A4, va di co bing
chirng vé sy tuong tac 2 chidu. Dung két hop clarithromycin (500 mg 2 ln/ngay) va saquinavir (vién
nang gelatin mém, 1200 mg x 3 lan/ngdy) cho 12 ngudi tinh nguyén khoe manh lam ting AUC & trang
thai dn dinh 18n 177% va Cuax 1én 187% so véi ding riéng saquinavir. Gia trj AUC va Cax cla
clarithromycin véo khoang 40% cao hon so véi dung riéng clarithromycin. Khong ¢én diéu chinh liéu
khi dung dong thoi 2 thude ndy trong mot thoi gian nhét dinh & liéu/dang thude nghién ciru. Nhirng
quan sét tir nhitng nghién ctru vé tuong téc thude siv dung dang vién nang gelatin mém ¢6 thé khong

giong nhu khi diing vién nang gelatin ciing ctia saquinavir. Nhitng quan sét tir nhitng nghién ciru tuong



https://trungtamthuoc.com/

tac thube duoc thye hién chi véi saquinavir c6 thé khong gidng nhiing tac dung thiy duge khi diéu tri
véi saquinavir/ritonavir, Khi ding chung saquinavir va ritonavir, nén lru y tac dung tiém 4n coa
ritonavir 1én clarithromycin (xem Tuong téc thudc).

o Twong ky ciia thude:

Do khong c6 cée nghién ciru vé tinh twong ky clia thude, khong tron 1dn thude nay vai cac thube khic.
12. Tic dung khong mong muén ciia thude:

a. Tém tit hd so an toan

Céac tac dung khong mong mudn thwong gap va phd bién nhét lién quan dén didu tri bing
clarithromycin dbi v&i ca nguoi lém va tré em la dau bung, tidu chay, budn ndn, nén va roi loan vi
gide. Nhitng phan tmg bt loi nay thuong nhe va da dugc biét nhu la tac dung bét lgi cia khang sinh
nhom macrolid.

Trong cac nghién ciru lam sang, khong co sy khac biét dang ké v& ty 18 gap tac dung bét loi trén dudmg
tiéu hoa giffa nhém bénh nhén ¢6 hodic khong nhiém vi khuan lao trude do.

b. Bing tém tit cic phan fng ¢ hai

Béng du6i ddy néu ra nhimng tac dung bét loi duge bao cdo trong nhitng nghién ctru 1dm sang va béo
cho sau khi dua thudc ra thi trudng. Nhitng tac dung bt loi nay dugce sép xép theo co quan va tén sudt
xuéit hién, quy ude nhu sau: rit phd bién (= 1/10), phd bién (> 1/100 dén <1/10), khong phé bién (>
1/1.000 dén <1/100) va khong 16 (phan tmg ghi nhéin duge tir dua thude ra thi truomg, khong thé ddnh
gia duge tir div ligu sin c6). Véi mdi nhom tAn sudt, phén (mg bt lgi duoce trinh bay theo mire do

nghiém trong giam dén.

Tic dung biit lpi theo bé* Rat

Phé bién Khong phé bién Khéng ri*
théng co quan co thé | phd bién
> 1/10 > 1/100 > 1/1000 dén <1/100 | Khéng thé dénh gia tir dir |
dén liéu sin ¢d
<1/10
Nhiém triing va nhiém Viém mo té bao ', bénh Viém dai trang gifi_:;lélc, o
khudn ndm candida, viém da day [bénh hong ban

rudt 2, nhiém tring * ,

nhiém triing Am dao

Hé méau va bach huyét Giam bach céu, giam bach [Giam bach cau hat, giam
X ) ta ‘A &

cau trung tinh i tang ti€u  Jtiéu cau

cau | tang bach cau ai

toan *

R6i loan hé mién dich Phén img phan vé ' | quéa Phin ing phan vé, phi

man mach

"%
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Lo A .
RO loan chuyén héa

va dinh dudng

Chan an, giam sur ngon

miéng.

F i A
ROi loan tim than

Mt ng

Lo ling, cing thang *

R i loan tim than, trang thai
16 1an * , mit nhén céch,
tram cam, mat phuong
huéng, 4o gide, gide mo bit

thuong, hung cam

R6i loan hé thén kinh

T e 3
Roi loan vi

Mat y thire !, loan dong !,

Co gidt, mat cam giac, li¢t

gidc, dau  [chong mat, budn ngd *, run |khiu giac, mat khiru giae, di
déu. iy cam
Roi loan tai va mé dao Chong miit, khiém thinh, 0 Diéc

lai

R6i loan tim mach

Ngirng tim ' | rung nhi!,
dién tam db - QT kéo dai,

ngoai tim thu ', hdi hop

e 5 ' A
Xoin dinh, nhip nhanh that,

rung that

F -
Ra6i loan mach mau

Gidn mach '

Xuat huyét

A a1 A
Roi loan hé hap, nguc

va trung thit

Hen suyén ', chay mau

cam 2, thuyén tac phoi '

R&i loan dudng tiéu
hba

Tiéu chay,
non, kho
tiéu, budn
nén, dau

bung

Viém thuc quan ', bénh trao
nguoc da day thye quan ?
viém da day, dau tryc

trang 2, viém miéng, viém
ludi, chudng bung *, tdo
bon, khé miéng, ¢ hoi, d?ly

hot,

o £ A + .
Viém tyy cap, doi mau ludi,

ddi mau riing,

Rdi loan gan mit

Xét nghiém
chirc nang
oan bat

thudng

Cholestasis *, viém gan *,
alanine aminotransferase
Lang, aspartate
aminotransferase tang,
cammaglutamyltransferase

tang *

Suy gan, vang da té bao gan
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R&i loan da va md dudi Phat ban, Viém da bong nuée ', ngdra,|Phan Gng cé hai nghiém
da tang tiét md |may day, phat ban dang sén |trong trén da (SCAR) (vi du:
hoi dat Viém mii toan than cap tinh

(AGEP), hi chimg Stevens-
Johnson, hoai tir biéu bi
nhiém doe, phat ban do
thude kém theo ting bach
cAu 4 toan va cac triéu
chirng toan than (DRESS)),
mun tring ca

Réi logn cor xwrong va Co thét co? , cling co Tiéu cor van ¢ | bénh co

mé lién két xuong ', dau nhire co ?

R&i loan thén va tiét Creatinin méau ting ', uré  [Suy thz_“i_n, viém than ke

niéu mau tang '

R&i loan chung vatai [Viém tinh  |Dau tai chd [Mét moi?, sot 3, sy

vi tri ding thude mach tai chd tiém ', viém nhurge, dau nguc * | ém

tiém ' tai chd tiém 'lanh ', mét moi !

Céc xét nghigm Ty 1& albumin globulin bat |Chi s6 INR tang, thoi gian
thudmg ' | phosphatase kiém prothrombin kéo dai, thay
trong mau ting ¢, lactate  |d6i mau nwée tiéu
dehydrogenase trong mau
tang *

' Phan tmg bat loi duge bio cdo chi véi dang bao ché bot pha dung dich tiém truyén
2 Phan (g bt loi duoe bio cdo chi voi dang bao ché vién nén gidi phong kéo dai
 Phan Umg bat loi duge biao cdo chi voi dang biao ché cdm pha hdn dich uﬁng

4 Phan tmg bat loi duoe bio cdo chi véi dang bio ché vién nén

56 Xem phan ¢

¥ Vi nhitng phan ting nay dige bao cdo Lr nguyén iir mol quu thé ¢é quy mé khéng xde dinh nén
khéng phdi lite nao ciing ¢ thé wée tinh tan sudt dang tin ¢dy hode thiét Idp méi quan hé nhan qua
voi phoi nhiém thude. Ude tinh trén | 1y bénh nhdn trong thoi gian diéu tri voi clarithromycin,

¢. M6 tii cdace phin dng bt loi

Viém tinh mach tai vi tri tiém, dau tai vi tri tiém va tinh trang viém tai vi tri tiém [a nhitng triéu ching
diic trung cta dang thude tiém tinh mach clarithromycin.

Trong mot s6 bdo cdo vé tinh trang tidu co van, clarithromyein duge ding dong thoi véi statin, fibrate,

colchicine hodc allopurinol.

-
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Di ¢6 bdo céo sau khi dua thude ra thi truomg vé twong tac thude va tic dong 1én hé than kinh trung
vong (CNS) (vi du budn ngi va 1a 1dn) khi dang dong thai clarithromyein va triazolam., D& xuil theo
ddi bénh nhan dé phat hién tic dung duge ly ting 1én wén hé théin kinh (rung vong.

C6 mdt s béo cho hidm hoi cia vién nén clarithromycin ER trong phan, nhiéu bdo cdo trong s6 do
xdy ra & nhitng bénh nhén ¢6 roi loan giai phiu (bao gom ca phau thudt ma thong hoi trang hodce phiu
thudt 1am hau mén nhén tao) hodic rdi loan chite niang dudmg tidu hoa véi thai gian vin chuyén Gl
ngdn hon. Trong mdt sé bdo cdo, vién thude con sot lai khi bi tiéu chdy. Khuyén cdo rang nhiimg bénh
nhén gap phai tinh trang vién thude con sot lai trong phén va néu khong cai thién nén chuyén sang
mdt dang bao ché clarithromycin khac (vi dy nhu hon dich) hodc mot loai khang sinh khéc.

Db twong dac biét: Phan tmg ¢6 hai & bénh nhin suy giam mién dich (xem p]lf’ln ).

d. Tré em

Cac thir nghiém lam sang da duge tién hanh bang cach st dung hon dich clarithromycin cho tré em
6 théang dén 12 tudi. Do do, (ré¢ em dudi 12 tudi nén sir dyng hdn dich elarithromyein danh cho tré em.
Tan sudt, phin loai va mic dd nghiém trong ctia cac phan tmg bét lgi & tré em dugc coi la tuong
nhu & ngudi lon.

e. Ciie dbi trong diie bidt khic

Bénh nhan suy giam mién dich

O nhitng bénh nhian AIDS va bénh nhan suy giam mién dich khic duge didu ti bang clarithromycin
liéu cao trong thod gian dai dé dicu trj nhiém vi khuén lao, thuomg kho phin biét cac tae dung phu lién
quan dén viée diing clarithromycin v6i céc triéu chimg cta bénh HIV hodc bénh ly mac kem.

(3 bénh nhan trudmg thanh, cde phan tng bt loi duoe béo cdo phd bién nhat & nhitng bénh nhan dwgce
didu tri bang tdng li¢u hang ngay la 1000 mg va 2000 mg clarithromycin bao gdom: budn non, non, roi
loan vi giac, dau bung, tiéu chay, phat ban, ddy hoi, nhtic diu, tdo bon, rdi loan thinh gidc, ting
Glutamic Oxaloacetic Transaminase (SGOT) va Glutamic Pyruvate Transaminase (SGPT) trong
huyét thanh. Céc tie dung khong mong mudn ¢ tén suat thip khiac bao gom khé thd, mat ngt va kho
miéng. Ty 1& mac bénh tuong duong nhau di voi nhirng bénh nhan duge diéu tri biang 1000 mg va
2000 mg, nhung nhin chung phé bién hon khoang 3 dén 4 1in dbi véi nhitng bénh nhan ding téng liéu
hang ngay 1a 4000 mg clarithromycin.

O nhitng bénh nhén suy giam mién dich nay, két qua xét nghiém thu duge bang cach phin tich cic
pid tri d6 ndim ngoai mire bét thudmg nghiém trong (tie 1a gidi han cue cao hode cue thip) déi vai xét
nghiém duge chi dinh. Dya trén co s& ctia tiéu chuan nay, ¢6 khoang 2% dén 3% trong 86 nhimg bénh
nhin dung 1000mg hoic 2000mg clarithromycin mdi ngay ¢6 nong do SGOT va SGPT tang cao bit

thudng nghiém trong va sé lugng bach ciu va tiéu cau thap mat cach bt thudng, Mét ty 1& nhd bénh
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nhin ciing ting chi s& BUN. Ty 1& mic cdc pia tri bit thudng dbi véi nhimg bénh nhin ding
4000mg/ngay cho (At ca cde théng sd duge ghi nhan cao hom ngogi trir chi s6 bach cdu trong méu.

* Huéng dén xiv tri ADR:

Thang béo ngay cho béce st hode dwge st khi giip cdc tac dung khong mong muodn nhu trén khi stir dung
thude hodc bdo cdo cac phan tmg ¢ hai cia thude vé Trung tAm Thong tin thudc va Theo dbi phan
{mg c6 hai ctia thude (ADR) Quée Gia.

Pia chi: 13 — 15 L& Thanh Téng — Hoan Kiém — Ha N6i.

Dién thoai: 024.3.9335.618; Fax: 024.3.9335642;

Email: di.pvecenter@gmail.com

13. Qui liéu va cach xiv tri:

Qua liéu clarithromyein ¢6 thé gy ra tridu ching da day-rut. Céc triéu ching cia qua lidu twrong (g
véi cde thong tin cua tae dung khong mong mudn. Mot bénh nhan co tién str rbi loan ludng cue, khi
dimg lidu 8 g clarithromycin cho thiy ¢é tinh trang bién doi tAm thin, hanh vi hoang tudng, thiéu oxy
mau.

Xir tri:

Khong c6 thude giai doc dic hidu vé qua lidu. Nong do clarithromycin khong thé duge gidm bang
cdch tham phén mau hodc tham phéan phiic mac.

Céc triéu chimg qua liéu nén duge xit Iy bang cdch rira da day va céc bién phdp hd tro. Céc phan g
di trng cdp tinh nang rit hiém khi dugce nhin thiy, vi dy sbc phan vé. Khi cé nhing du hiéu dau tién
ctia phan g quéd min véi clarithromycin, cin ngung diéu tri ngay, va nhitng bién phap xir ly can
thiét nén duge bat dau ngay.

14. Pic tinh dwoe Iwe hoe:

Nhoém diéu tri: Khang vi khudn tac dung toan thén, macrolid.

Ma ATC: JO1FAQ9

Vi sinh hoc

Clarithromyecin la mot dén chét ban tong hop cuia erythromycin A. Thube ¢6 hoat tinh khang khudn
biing céch két hop véi tidu don vi ribosome 50S ctia nhitng vi khuén nhay cam va e ché tong hop
protein. T hude ¢6 hiéu hye cao chéng lai nhiéu vi khuin gram duong va gram am ai khi va ky khi.
Nong dd tre ché tdi thiéu (MICs) cia clarithromycin n6i chung thap hon hai lin so véi MICs cia
erythromycin. Chét chuyén hoa 14-hydroxy cua clarithromyein ciing cé hoat tinh khang khuéin. MICs
ctia chéit chuyén héa nay bang hodc hai 1an cao hon MICs cia phic hop me, ngoai trlr véi H.influenza
trong do chét chuyén hoa 14-hydroxy c6 hoat tinh cao gap hai lan phiic hgp me.

Trong in vitro, TBClinmox 500 thudng c6 hoat tinh chéng lai nhitng vi khuén sau:

N # A
Vi khuin gram dwong hiéu khi

=

O T

b

| Ty |
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Staphylococcus — aureus,  Streptococcus — pneumoniae;  Strepplococcus — pyogenes;  Listeria
monocytogenes; Streplococcus agalactiae; Streptococci (group C, I, G), Viridans group streplococci
Vi khuin gram im hi¢u khi

Haemophilus  influenzae, Haemophilus  parainfluenzae, Moraxella  catarrhalis,  Neisseria
gonorrhoeae, Legionella pneumophila, Bordetella pertussis, Pasteurella multocida

Mycoplasma: Mycoplasma pneumoniae; Ureaplasma urealyticum.

Nhirng vi sinh vit khac

Mycoplasma pneumoniae, Chlamydia trachomatis; Mycobacterium avium; Mycobacterium leprae;
Mycobacterium kansaii; Mycobacterium chelonae; Mycobacterium fortuitum; Mycobacterium
intracellulare; Chalamydia pneumoniae

Vi khuin Gram dwong ky khi

Clostridium perfrigens; Peptococcus niger; Propionibacerium acnes

Vi khuin Gram am ky khi Bacteroides melaninogenicus

Xoin khuén: Borrelia burgdorferi, Treponema pallidum

Campylobacter: Campylobacter jejuni

Helicobacter pylori

Hoat tinh ctia Clarithromycin voi Helicobacter pylori & pH trung tinh cao hon ¢ pH acid.

15. Dic tinh dwge djng hoe:

Hip thu

Dong hoc cua clarithromycin ding ubng di duge nghién ciru & céc loai dong vat va & ngudi 1ém. Cac
nghién ctru nay cho thiy clarithromycin dugce hip thu nhanh v&i sinh kha dung tuyét dbi khoang 50%.
ft thiy co su tich tu hay sur tich tu bit thudmg nao va khuynh huéng chuyén hod khong thay ddi & bat
ky loai nao sau khi dung nhiéu liéu. An ngay truée khi ding thudc s& lam tang sinh kha dung cia
clarithromycin trung binh khodng 25%. No6i chung, sy gia tng nay nho va it co y nghfa lim sang véi
céc phéc db liéu dung dang duoc khuyén cdo. Nhu vy, clarithromycin co thé dung cliing hoiic khéng
cung voi thire an.

Phén b, bién dbi sinh hoc va thai trir

In vitro

Ké&t qua cua cac nghién ciru in vitro cho thiy sy gin két cia clarithromycin véi protein trong huyét
twong ngudi trung binh khodng 70% & cac nong do 0,45-4,5 meg/ml. Su giam ty 1é gin két xudng
41% & ndng dd 45 meg/ml goi ¥ ring cac vi trf gén két ¢6 thé bj bio hod, nhung diéu niy chi xdy ra
& cée nong do cao hon nhiéu néng do didu tri.

In vivo
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K&t qua nghién ctru & déng vt cho thiy ndng dé clarithromyein trong tit ca cic m6, ngoai trix hé than
i' kinh trung wong, cao hon nhiéu ldn ndng dé thude trong hé tuan hoan. Néng do thube cao nhat duge
théy trong md phdi va gan, & d6 1y 1¢ gitra ndng do thude trong md so v&i huyét twong tir 10 dén 20.
‘ Nhitng doi tieong binh thiong
G 1idu 250 mg x 2 lan/ngdy, ndng do dinh trong huyét twong & trang thai dn dinh & ngay thir 2-3 dat
trung binh 1 mcg/ml véi clarithromycin va 0,6 meg/ml voi 14-hydroxy clarithromycin, trong khi thoi
gian bén thai cua clarithromycin 1a 3-4 gidr va cia 14-hydroxy clarithromycin 12 5-6 gi¢r. Vi lidu 500
mg, 2 I.’;"mfnge‘iy, Cunax cta clarithromycin va chét chuyén hoa & trang thai dn dinh dat duoc & lidu tha
nam. Sau lidu thir ndm va thi bay, Camax clia clarithromycin & trang thai on dinh 1a 2,7 meg/ml va 2,9
meg/ml; ctia chit chuyén héa trung binh 1a 0,88 meg/ml va 0,83 meg/ml. Théri gian ban thai ciia thudce
me & liéu 500 mg 14 4,5-4,8 gidy, trong khi ctia 14-hydroxy clarithromyein 12 6,9-8,7 gi¢r. O trang théi
n dinh ndng do ctia 14-OH-clarithromycin khong ting twong (mg véi lidu cta clarithromyein, va thoi
gian ban hiy bidu kién ctia ca clarithromyein va chét chuyén hod ¢6 khuynh hudng dai hon & cac lidu
cao hon. Kidu duge dong hoc khdng tuyén tinh cta clarithromycin cing véi viée giam tao thanh cac
san phim cia qua trinh 14-hydroxylation va N-demethylation & liéu cao cho thiy ring su chuyén hoa
khéng tuyén tinh cua clarithromyein tré nén 8 rét hon & lidu cao.
O ngudi 16n udng lidu duy nhét 250 mg hay 1200 mg clarithromycin si bai tiét qua nudc tiéu chiém
khoang 37,9% & lidu thf\p va 46% & lidu cao. Thai trir qua phéan chiém khoang 40,2% va 29,1%.
Bénh nhdn
Clarithromycin va chét chuyén hoa 14-OH phén b6 mot cach dé dang vao cde mé va dich cia cor thé,
Nhitng dit liéu han ché thu duoce tir ) lugng nhé bénh nhén cho lllﬁy clarithromycin khong dat duoc
ndng dé c6 ¥ nghia trong dich ndo tiy sau lidu ubng (c6 nghia 14 chi 1-2 % ndng d@ trong huyét thanh
& trong dich néo tiy & nhitng bénh nhén c¢6 hang rdo méu-dich ndo tay binh thuemg), Nong do trong
cde md thudmg cao gap 2 lan so véi ndng do trong huyét thanh. Vi dy vé nong do trong cac md va

huyét thanh duge trinh bay dudi day:

Nong dj (Sau liéu 250 mg mdi 12 gid)
Loai mo M6 (meg/g) Huyét thanh (meg/mL)
Amidan 1,6 0,8 _
- PRI | 88 L7

Suy gan

Trong mot nghién ciru so sdnh giira mot nhom ngudi khoe manh véi mot nhém bénh nhén bi suy gan
dwoc ding 250 mg clarithromycin 2 1An/ngay trong 2 ngay va mét lidu don 250 mg & ngay thir 3, ndng
dd trong huyét tuong & trang thai én dinh va sy dao thai cta clarithromycin khéng cé sy khae biét

dang ké giira hai nhém. Ngugce lai, ndng do & trang thai dn dinh cta chét chuyén héa 14-OH thap hon
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10 rét & nhém bénh nhén suy gan. Sur giam dao thai cac chit chuyén héa nay ctia hgp chit me bai qua
trinh 14-hydroxylation duge bi dép phén nao boi sy ting dio thai qua thin cia thude me, do dé néng
d6 ctia thuée me & trang théi 6n dinh gitra 2 nhém la twong duong. Két qua nay cho thiy khéng cén
diéu chinh liéu & nhimg ngudi bi suy gan mie dd tir vira dén ning nhung ¢6 chire ning than binh
thudmg.

Suy thdn

Mt nghién ciru duoc tién hanh nhim dénh gia va so sanh dir liéu duge ddng hoc khi ding nhiéu liéu
500 mg dudmg udng clarithromycin & ngudi ¢6 chire niing thin binh thudmg va nhitng ngudi bi suy
than. Néng do trong huyét tuong, thoi gian ban thai, Cmax va Cmin cho ¢ clarithromycin va chét chuyén
héa 14-OH cao hon va AUC 1én hon & nhitng bénh nhén suy théin. Hing sb toe do thai trir (Ke) va su
bai tiét qua nude tiéu thip hon. Mire dé khic biét ctia nhitng théng sb nay c6 lién quan dén mic dé
suy thén, suy thin cang ning su khac biét cang 16n (xem Liéu ding va cach dung).

Nguwoi cao i

M6t nghién ciru duge tién hanh nhiim danh gié va so sanh dd an toan va cac dir liéu duoc dong hoc
khi ding nhiéu liéu 500 mg clarithromycin duomg ubng cho nhiing dan éng va nhirmg phy nit cao tudi
khoe manh so véi nhitng nam giGi va phu nit tré tudi khée manh. G nhém cao tudi, 11('3ng dd tudn hoan
trong huyét tuong cao hon va sw dao thai chim hon so véi nhom tré tudi cho ca chit me va chit chuyén
hoa 14-OH. Tuy nhién, khéng co6 su khac biét gitra 2 nhom khi sy bai tiét qua than tvong quan vai do
thanh thai creatinin. Diéu nay cho thdy bit k¥ sy anh hudng nao dén sy chuyén hoa clarithomycine
déu lién quan dén chirc nang cia thin va khéng lién quan gi dén tudi tac.

Nhiém Mycobacterium avium

Sau khi diing lidu 500 mg clarithromycin mdi 12 gi®y trén bénh nhén truéng thanh nhiém HIV, néng
do & trang thai dn dinh cta clarithromyein va 14-OH-clarithromycin tuong tu nhu & ngudi binh
thuong. Tuy nhién & lidu cao hon can dé didu trj nhiém Mycobacterium avium, néng dd clarithromycin
cao hon rét nhiéu so véi khi diing lidu binh thuomg. O bénh nhén trudng thinh nhiém HIV dang sir
dung liéu 1000-2000 mg/ngdy chia 2 l4n, Cmax ctia clarithromycin & trang thai én dinh tir 2-4 meg/mlL
vi 5-10 meg/mL theo thir tw. Thoi gian ban thai dai hon khi ding lidu cao hon so véi liéu binh thuong
trén ngudi binh thuong. Nong db cao hon trong ]myél twong va thoi gian ban thai dai hon véi nhitng
liéu nay phti hop véi duge déng hoc khéng tuyén tinh da duge biét cia clarithromyein,

Ding dong thoi véi Omeprazole

Mot nghién ctru duge dong hoc di duge tién hanh véi clarithromycin 500 mg ngay 3 1an va omeprazol
40 mg ngay 1 lan. Khi sir dung mdt minh clarithromyein lidéu 500 mg mdi 8 gid, gia tri Coax trung

binh vao khodang 3.8 meg/mL véa Cpin trung binh vao khodng 1,8 meg/mL. Gia tri trung binh AUCq.g
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ctia clarithromyein 1a 22,9 meg/gio/mL. Tomax va thasi gian ban thai 14n lugt 14 2,1 gid va 5,3 gid khi
ding clarithromycin liéu 500 mg ngay 3 lan.

Trong cung nghién ctru khi dung clarithromycin liéu 500 mg ngay 3 lan cung Iic vai omeprazol 40mg
ngay 1 lan, thoi gian ban thai va AUCj24 ctia omeprazol tang Ién. Déi véi tit ca cac dbi tuong khi
dung két hop vdi clarithromyein, gia trj AUCp.24 trung binh ctia omeprazol cao hon 89% va Ty cao
hon 34% so véi khi diung mot minh omeprazol. Khi ding két hop v6i omeprazol, gi tri Cinax, Cunin, V&
AUC4 & trang thai dn dinh cta clarithromycin tang 1én 10%, 27%, va 15% theo thir tyr, cao hon gia
tri dat duoc khi dung clarithromyein vdi gia duoce.

O trang théi 6n dinh, ndng dé cua clarithromycin trong mang nhdy da day sau khi uéng 6 gid & nhém
clarithromyein/omeprazol cao hon 25 14n so véi nhém ding mot minh clarithromycin. Nong do
clarithromyein trung binh trong mé da day sau khi ubng 6 gi¢r & nhém clarithromycin/omeprazol cao
hon 2 14n so v6i nhém ding clarithromycin véi gia duge.

16. Quy cich dong gai:

Vién nén bao phim TBClinmox 500:

Hop 02 vi (nhém — PVC) x 5 vién, ¢6 kém theo t& huéng dan sir dung,
Hop 10 vi (nhém — PVC) x 5 vién, ¢6 kém theo t& hudng dan st dyng.

17.  Didu kién bio quan, han dang, tiéu chuiin chit lwong ciia thude:

Bao quéan: Duéi 30°C, noi kho, trénh anh sang,.

Han ding: 24 théng ké tir ngdy san xudt.

Tiéu chudn: Tiéu chuin co sé.

18.  'Tén, dia chi ciia co' s¢' san xuit thube:

San xudt tai:

CONG TY €O PHAN DUGC PHAM PHARBACO THAI BINH

Dia chi: Lé CNO1 — Cum céng nghiép An Ninh, Xa An Ninh, Huyén Tién Hai, Tinh Théi Binh, Viét
Nam

Puge chuyén giao cong nghé tir:

CONG TY CO PHAN DUGC PHAM TRUNG UONG [ - PHARBACO

Pia chi: 160 Tén Dirc Théng, phuomg Hang Bot, quin Dbng Pa, thanh phé Ha Noi




