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Pé xa tim tay tré em.
Thube nay chi ding theo don thude.
Doc k§ huéng dén sir dung truée khi dung.
Théng bao ngay cho bédc sT hode dugce sT nhiing
tac dyng khéng mong mudn gip phai khi sir dung thude.
3. Thanh phin céng thire thude cho mdi Sml hdn dich da pha:
Thémh phén duge chat:
Azithromycin (dudi dang Azithromycin TM granules 7,5% W/W).....oviiiinennnn, 200,00 mg
Théanh phan té dirge:
Mannitol, Eudragit EPO, sucrose, sucralose, xanthan gum, strawberry flavor, peppermint flavor,
sodium chloride, sodium phosphate tribasic, colloidal silicon dioxide...........cociriveciiinisisienaVira du
4. Dang bao ché: Bjt pha hdn dich udng.
Mb ta dang bao ché: Bot thube mau triing hodc triing nga, toi xp, vi ngot, mui thom dé chiu.
5. Chi dinh:
Azithromycin dwoc chi dinh dé diéu trj nhitng nhim khuén géy ra boi vi khudn nhay cam; trong
nhiém khuén dudng hd hdp dudi bao gdm viém phé quan va viém phdi, trong nhiém khuén ring
miéng, trong nhiém khudn da va mé mém, trong viém tai gifta cép tinh va trong nhim khuén dudng
ho hép trén bao gdm viém xoang, viém héu hong/viém amidan. (Penicillin 1a thue thuong dwoc hra
chon trong diu tri viém hdu hong do Streptococcus pyogenes, bao gbm ca du phong sbt do thép
khép. Azithromyein néi chung ¢6 hidu qua diét streptococci trong viém hau hong; tuy vay, hién tai
vén chua c6 dit liéu chimg minh cho hiéu qua ctia azithromycin va tic dung ngan ngira sét do viém
khép).
Trong nhitng bénh ldy truyén qua dwdng tinh duc & nam giéi va nit giéi, azithromycin duge chi
dinh dé diéu tri nhim khuan sinh duc khdng kém theo bdi nhidém do Chlamydia trachomatis.
Azithromycin con duge chi dinh diéu tri bénh ha cam do Haemophilus ducreyi va cdc nhiém khuén
dudng sinh duc khong kém theo bdi nhiém gy ra béi chiing Neisseria gonorrhoeae khéng da
khéng, khi da loai trir kha nang bdi nhiém do Treponema pallidum.
C6 thé ding don déc azithromycin hodic két hop véi rifabutin ¢é dy phong nhiém phitc hop
Mycobacterium avium ndi bao (MAC), 1a nhim khudn co hdi thudng gip & nhiing bénh nhén
nhiém virus gdy suy gidm mién dich & ngudi (HIV) giai doan tién trién.
Dung phdi hop azithromycin v&i ethambutol d& didu tri nhifm MAC lan truyén (DMAC) trén
nhitng bénh nhéin nhiém HIV giai doan tién trién.
6. Cich dung, lidu dung:
Cach dung:
Azithromycin udng lidu duy nhét trong ngay. Khoang thoi gian ding thube trong didu trj nhiém
khuén duge trinh bay duéi day.
C6 thé ubng bjt pha hdn dich Azithromyein cling hodc khéng ciing véi thire an.
Lay lugng thude can st dung theo timg murc liéu bing bom tiém 10ml ¢é vach chia liéu 0,25ml,
duge cung cip kém theo hép thude.
Cdeh pha thude:
Lic nhe 1o thubc cho bot toi ra. Mo nép, thém nude dén vach miii tén trén lo, lic k¥ cho dén khi bot
phén tén déu trong nude. Lic lai 1o thube trude mdi 1an st dung.
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Liéu dung:

Ngiwoi lon

Dé diéu tri nhitng bénh 14y truyén qua dudng tinh duc gdy ra bai Chlamydia trachomatis va
Haemophilus ducreyi, ubng 1 lidu duy nhat 1000mg. Déi véi ching Neisseria gonorrhoeae nhay
cam, liéu khuyén céo 13 1000 mg hoiic 2000 mg azithromycin két hop véi 250 mg hodc 500 mg
cefiriaxon tiy theo cdc huéng din didu trj 1am sang tai dia phuong. D6i v6i cac bénh nhan dj (ng
v6i penicillin va/hoic cephalosporin, ngudi ké don cén tham khéo cde huéng déan diéu tri tai dia
phuong.

Pé du phong nhim MAC trén bénh nhan nhidm HIV, ding liéu 1200 mg 1 1in/tudn.

pé didu tri DMAC trén bénh nhén nhim HIV giai doan tién trién, ding liéu 600mg, ngay 1 lan,
Nén ding phdi hop azithromycin véi cdc chét khang mycobacterium khéc ¢6 hoat tinh khdng MAC
trén in vitro, nhu ethambutol voi lidu da duoc phé duyét.

Véi céc chi dinh khic ma ¢6 thé dung thube dudmg uéng, dung lidu tbng cong 1a 1500mg, trong 3
ngiy, mdi ngdy 500 mg. C6 thé thay thé bang cach dung véi tong liéu nhu vay nhung trong 5 ngay,
500 mg trong ngdy dau tién va sau dé 1a 250 mg/ngdy tir ngdy 2 dén ngay 5.

Tré em

Téng lidu t6i da duge khuyén cdo cho bét ky diéu tr nao trén tré em 12 1500 mg.

Nhin chung, tong liéu diéu trj véi tré em la 30 mg/kg. Diéu tri viém hau hong do lién cAu khuén cho
tré em cén xac dinh liéu theo mot ché do khac (xem bén dudi).

Téng lidu 30 mg/kg nén duge dung dudi dang mot liéu 10 mg/kg duy nhit m3i ngay trong 3 ngay,
hodc ding trong 5 ngay voi lidu 10 mg/kg duy nhét vao ngdy ddu tién va sau d6 1a 5 mg/kg/ngay tir
ngay thir 2 dén ngay thir 5.

Ciing c6 thé thay thé lidu dimg nhu trén bang mot lidu 30 mg/kg duy nhét khi diéu trj viém tai gifra
clp cho tré em.

Diéu tri viém hdu hong do lién ciu khudn & tré em, udng azithromycin litu 10 mg/kg hodc 20
mg/kg duy nhét trong 3 ngay di mang lai hiéu qua diéu tri; du vay, khéng dugc vuot qua lidu 500
mg/ngdy. Trong céc thir nghiém ldm sang so sénh hai ché dd lidu nay, dd quan st thiy hi¢u qua lam
sang tuong tu nhung lidu 20 mg/kg/ngdy cho thdy kha ning diét khuén manh hon. Tuy nhién,
penicillin thuong 1a thubc duge lya chon diu tay dé diéu tri viém hau hong do Streptococcus
pyogenes, bao gdm ca dy phong sbt do thip khép.

D&i v6i tré em cn niing dudi 15 kg, lidu hdn dich azithromyein cén duge tinh cang chinh xdc cang
t6t. Vi tré em cdn niing 15 kg trds 18n, dung hén dich azithromyein theo nhur chi dan dudi day:

Hon dich azithromycin véi tong li¢u diéu tri 30 mg/kg

Can niing (kg)

Li¢u trinh 3 ngay

Liéu trinh 5 ngay

<13

10 mg/kg mdt lin/ngdy tir ngay thi
nhét dén ngay thir 3

10 mg/kg vao ngay thtr nht, sau do 5
mg/kg mot 1an/ngay tir ngay thi 2 dén
ngay thir 5

200 mg (twong dwong 5 ml) mot
lAn/ngay tir ngay thir nhit dén ngay thir
3

200 mg (twong duong 5 ml) vao ngay
thir nhét, sau d6 100 mg (tuwong dwong
2,5 ml) mdt lan/ngay tir ngdy thir 2 dén
ngay thir 5

300 mg (twong duong 7,5 ml) mot
lan/ngdy tir ngay thir nhét dén ngay tha
3

300 mg (twong duong 7,5 ml) vao
ngay thir nhit, sau d6 150 mg (twong
duong 3,75 ml) mét lin/ngay tir ngay
thir 2 dén ngay thir

15-25
26 -35
36—-45

400 mg (twong duong 10 ml) mot

400 mg (trong duong 10 ml) vao ngay |
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lan/ngay tir ngay thir nhit dén ngay thir | thir nhat, sau d6 200 mg (twong duwong
3 5 ml) mdt lan/ngay tir ngay thir 2 dén
ngay thir 5
> 45 Dung liéu nhw ngudi 16m Duing liéu nhu ngudi 16m

Po hiéu qua va tinh an toan phong ngira hodc didu tri MAC trén tré em van chua duge xéc dinh.
Duya trén dit liéu duge dong hoc trén tré em, lidu 20 mg/kg trén tré em tuong ty nhu ligu 1200 mg
trén nguoi 1én nhung ¢6 Crax cao hom.

Lwu v: V&i tré em ndng dudi 15 kg, phai dong hdn dich cang chinh xéc cang tot. Vi tré em ning
tir 15 kg tré 1én, nén dong hén dich bang dung cu phén liéu thich hop (Xem muc cach ding).

Trén cdc nhém doi twong diic bidt

Neudi cao tudi

Dung lidu giéng nhu ngudi 16n. Bénh nhén cao tudi c6 thé dé bj xoan dinh hon so véi nhing bénh
nhén tré (xem muyc 8. Cinh bio va thin trong khi ding thube).

Bénh nhén suy thdn

Khéng cén didu chinh lidu trén nhimg bénh nhan suy thén nhe dén trung binh (Miic loc chu thin
GFR 10-80 ml/phut). Than trong khi ding azithromycin cho bénh nhén suy than ning (GFR< 10
ml/phut) (xem muc 8. Cinh béo va thén trong khi ding thube).

Bénh nhén suy gan

Bénh nhén suy gan tir mitc d nhe dén trung binh dwoc sit dung lidu gidng nhu déi véi bénh nhan
¢6 chire ning gan binh thudng (xem muc 8. Cénh béo va thiin trong khi ding thudc).

7. Chbng chi dinh:

Khong sir dung cho ngudi bénh qué mén véi azithromycin hode véi bat ky khéng sinh nao thuge
nhém macrolid.

8. Cinh b#o va thin trong khi dung thubc:

Phén mg qué mén

Gibng nhu erythromycin va céc macrolid khée, da ¢6 bdo cédo vé céc phan tmg di (mg nghiém trong
nhung hiém khi xay ra, bao gbm phil mach va phan vé (hiém khi gay tir vong), nhu hdi chimg ngoai
ban mun mu toan thén cdp tinh (AGEP), hoi chimg Stevens-Johnson (SJS), héi chimg hual tur
thuong bl nhiém ddc (TEN), hdi chimg DRESS (hdi chimg phat ban do thude voi ting bach cau i
toan va nhiéu triéu chimg toan than). Mt vai phén tmg v&i azthromycin gy ra tinh trang tai phat
nén cén phai theo dai va diéu trj trong thai gian dai hon.

Néu bi phan tmg dj (g, cAn ngimg ngay thubc va ding liéu phap diéu tri phi hop.

Béc s7 cin biét céc phan tmg dj timg ¢ thé xuét hién lai khi da ngimg diéu tri triéu chimg.

Suy thin

Khéng cén didu chinh lidu & bénh nhan suy than nhe dén trung binh (d6 thanh thai creatinine > 40
mL/ phut). Bénh nhan suy than ning (GFR <10 mL/phit) nguy co ting 33% phoi nhiém toan thin
véi azithromycin dd dugce quan sét.

Nhiém déc gan

Vi gan la con dudng chuyén héa chinh ciia azithromycin, thin trong khi sir dung azithromycin trén
bénh nhén suy gan ning. Truong hop suy gan t6i cAp c6 kha ning de doa tinh mang da dugc bdo
c40. Mot sb bénh nhén c6 thé da méc bénh gan hoic ¢6 thé sir dung thudc dde cho gan tir trude.
Trudng hop ¢b ddu hiéu va trigu ching tbi loan chirc nidng gan, chang han nhu suy nhuge nhanh
kém theo vang da, nude tiéu sim mau, chay mau hoac bt;nh nio gan, cAn tién hanh kiém tra chic
niing gan ngay lap tic. Ngimg sir dung azithromycin néu réi loan chirc ning gan xudt hién,
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R&i loan chirc nang gan, viém gan, vang da ¢t mat, hoai t&r gan va suy thén da duoc bao céo va da
pdy tir vong trong mdt sd trudng hop. Ngimg sir dung azithromycin néu xay ra cac dfu hiéu va tridu
chimg viém gan.

Viém dai trang gia mac dd duge bdo cdo sau khi sir dung khéng sinh macrolid. Do dé, chin dodn
nay nén duoc xem xét & nhitng bénh nhan bj tiéu chay sau khi diéu tri bing azithromycin.

Hep phi dai mdn vi & tré so sinh

Sau khi str dung azithromycin & tré so sinh (diéu trj t6i 42 ngdy tudi), hep phi dai mén vi (IHPS) da
duoe béo cdo. Cha me hoiic ngudi chim séc nén duge thong bao dé lién lac véi béc si néu xdy ra
nén mira hoiic cau gt khi cho in.

Thubde cé ngudn gbe cua 18a mach (ergot)

Bénh nhén ding céc dfin xuét cya 16a mach (ergot), kha ning ngd ddc ergotin ting I1én khi ding
chung vé&i mét vai khang sinh nhom macrolid. Khéng co s6 lidu vé kha ning tuong tac gitra cya l6a
mach (ergot) va azithromycin. Tuy nhién, v& mit ly thuyét co thé xay ra ng déc ergotin, do d6
khéng nén phdi hop céc thude cé ngudn goc cua 16a mach (ergot) voi azithromyein.

Kéo dai khoang QT

Bénh nhén ¢6 khoang QT kéo dai, nguy co loan nhip tim va xoén dinh d& duge quan sat khi diéu trj
v6i cdc macrolid khée. Tac dung tuong ty khi diéu trj véi azithromycin khong duge loai trir hoan
toan, do d6 cén than trong khi sir dung v6i bénh nhén:

+ Khoang QT kéo dai

+ Pang diéu trj véi cédc thude khac kéo dai khoang QT nhur thude chdng loan nhip nhém IA va III,
cisaprid, terfenadin, thubc chéng loan thin nhu pimozid, thuée chéng trim cdm nhu citalopram,
fluoroquinolon nhu moxifloxacin va levofloxacin.

+ Réi loan dién giai, dic biét trong trudng hop ha kali huyét, ha magie huyét.

+ Nhip tim chdm, loan nhip, suy tim néng.

+ Bénh nhéin cao tudi: bénh nhin cao tudi c6 thé nhay cam hon véi cac te dung cia thudc trén
khoang QT.

Bénh nhuoc co

Su gia ting cac triéu chimg clia bénh nhuge co va khai phat hdi chimg nhuge co di duge béo cdo &
nhtmg bénh nhén dang diéu trj bang azithromycin.

Béi nhiém

Nhu véi bét ky ché phdm khang sinh ndo, cin quan sit cic ddu higu bdi nhim véi cdc sinh vit
khong nhay cam, bao gdm ca nim.

Tiéu chay do Clostridium difficile

Tiéu chay do Clostridium difficile (CDAD) dé dugc béo cdo, mire dd tir nhe t6i niing gdy tir vong.
Do @6, CDAD phéi duge xem xét & nhirng bénh nhén trong va sau khi ding khang sinh.

Viém dai trang gid mac

Viém dai tring gid mac di dugce bdo cdo vai viée sir dung khdng sinh nhém macrolid. Do do, cdn
can nhiic & nhitng bénh nhén bi tiéu chay sau khi bét dau didu tri bang azithromyein’

Khéng chéo

Khing chéo xdy ra gitta azithromycin va cdc macrolid khdc (erythromyecin, clarithromycin,
roxithromycin), lincosamid va streptogramin B (khang MLSB). Khong nén sir dung dbng thai mot
s6 ché phfirn thude tir cling mot nhém hodc nhém thude khang khuan cé lién quan.

Nhirng luvu ¥ truée khi ké don Cholator:

Nhiém tring nghiém trong

B6t pha hdn dich ubng azithromycin khéng thich hop dé diéu tri cdc bénh nhiém tring ning, noi
can nong dd khang sinh cao trong mau ngay lap tic.
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Azithromycin khong phai lya chon déu tay dé diéu tri nhiém tring theo kinh nghiém & nhiing khu
vure ¢6 ty 1é khang thude 1a 10% tror 1én.

O nhitng khu vire ¢6 ty 1¢ khéng erythromycin A cao, diéu dic biét quan trong la phai xem xét sy
tién trién ctia md hinh nhay cdm véi azithromyein va céc loai khéng sinh khéc.

Pbi voi cac macrolid khac, ty 18 khang St ep.rococcus preumoniae cao (330%) da duge béo cdo dbi
voi azithromycin & mot sé nuée chiu Au. biéu nay nén dugc can nhéc khi didu trj nhim tring do
Streptococcus pneumoniae gay ra.

Viém hong/ viém amidan

Azithromycin khéng phai 1a lva chon déu tay dé diéu tri viém hong va viém amidan do
Streptococcus pyogenes gy ra. Viém hong/viém amidan va dé dy phong sét thap khép cdp tinh,
penicilin 14 lya chon déu tién,

Viém xoang

Azithromycin khéng phai 1a lwa chon diu tay dé diéu tri viém xoang.

Viém tai gifta cép tinh

Azithromycin khéng phai lua chon déu tay dé diéu tri viém tai gitra cap tinh.

Nhiém tring da va mé mém

Téc nhén chinh gdy nhidm tring md mém, Staphylococcus aureus, thuémg khéng azithromycin. Do
d6, xét nghiém do nhay duge coi 1a didu kién tién quyét dé diéu tri nhim tring mé mém béng
azithromycin,

Vét thuong bong bi nhiém tring

Azithromycin khéng duoc chi dinh dé diéu tri vét thuong bong bi nhiém tring.

Bénh lay truyén qua duong tinh duc

Trong truong hop cac bénh 14y truyén qua duong tinh duc, nén loai trir nhim tring déng theri bai 7.
pallidum.

Bénh thin kinh hoc tim thén

Azithromycin nén duge sir dung thén trong ¢ nhitng bénh nhén bi rbi loan than kinh hodc tim thén.
Cianh bdo ta duge

Sucrose:

Cén thén trong khi st dung thude trén bénh nhén tidu duéng do thude c6 chira 1,286 mg Sucrose

trong mdi 5 ml hdn dich pha sén.

Bénh nhin méc cdc véin dé di truyén hiém giip vé khong dung nap fructose, kém hép thu glucose-
galactose hoic thiéu hut sucrase-isomaltase khéng nén dung thuéc nay.

Natri:

Thube nay c6 chira it hon 1 mmol natri (23 mg) cho mdi lidu, nghia 12 vé co ban 'khéng chira natri',
9. Sit dung thudc cho phu nir ¢6 thai va cho con bi:

Phu nit ¢6 thai

Chua cé dir ligu nghién ciru frén ngudi mang thai. Chi nén stir dung azithromycin khi khong cé céc
thude thich hop khéc. 86 liéu so bd cho thiy azithromycin cé thé ding an toan va c6 hiéu qua dé
didu tri nhiém Chlamydia & ngudi mang thai, tuy véy, sb liéu chua di dé khuyén cdo ding thuémg
quy azithromycin trong thai ky mang thai.

Phu nir cho con bi

Azithromycin di phat hién duoc bai tiét qua stta me. Do thai gian ban hity dai, kha ndng tich liy
thudc trong siva 1 c6 thé xay ra. Thong tin tir cdc tai lidu duge cong bd chi ra rdng trong diéu tri
ngin han thi khéng cé tac dung phu nghiém trong nao di dwoc quan sat thay béi ding azithromycin
& tré bu sita me. Tuy nhién, vAn cin thén trong khi str dung thudc cho phu nit trong thdri gian cho
con bii. Cén céin nhic gifra lgi ich diéu tri va bat loi cé thé xay ra trén nhém ddi twgng nay.

A S e

P



https://trungtamthuoc.com/

Kha ning sinh sin

Trong céc nghién ciu vé kha ning sinh sin duoc tién hanh trén chudt, ty 1& mang thai duge ghi
nhén 12 giam sau khi ding Azithromycin. Hién vén chua tim thiy sy lién quan cta phat hién nay va
khé ndng sinh san ctia con nguroi.

10. Anh hwéng ciia thude 1én kha niing l4i xe, vin hanh mdy méc:

Khéng ¢6 dit ligu vé anh hudng cia azithromycin dbi véi kha ning lai xe va van hanh mdy mac.
Tuy nhién, can phai tinh dén kha niing cé nhitng tac dung khdng mong mudn nhur chéng mit, suy
giam thi luc, co giat, mo mit c6 thé anh hudng dn kha niing 14i xe hodc van hanh mdy mdc cua
bénh nhén.

11. Twong téc, twong ky ciia thude:

e Tuwong tac thude:

Cic thude c6 ngudn gée cwa I6a mgch (ergot): Khong str dung dong thdi azithromycin véi cac
thube c6 ngudn gée cua 1da mach. (xem muc 8. Cinh bio va thin trong khi ding thudc)

Cic thuée khdng acid: Trong nghién ctu duge dong hoc diéu tra v& anh huong khi phéi hop thude
khang acid véi azithromycin, khéng tim théy anh huéng 1én sinh kha dung néi chung, mac du nong
dd dinh trong huyét twong di giam khoang 24%. O bénh nhén duoce cho ding ca azithromycin va
thube khéng acid, khéng nén dung mdt Itic ca hai thube nay.

Cetirizin: O nhitg ngudi tinh nguyén khoe manh, ding dong thoi azithromycin véi cetirizin 20 mg
trong 5 ngdy & trang thai 6n dinh khong c6 tuong tac duge dong hoc va khéng c6 sy thay dbi dang
ké trong khoang QT.

Didanosin  (Dideoxyinosin): Dong thdi dung azithromycin  1200mg/ngay véi  didanosin
400mg/ngay trén 6 dbdi tuong HIV duwong tinh khéng thdy anh hwéng dén dwge dong hoc cua
didanosin khi so sanh véi gia duge.

Digoxin va colchicine: Ding dong thoi cac khéng sinh ho macrolid ké ca azithromycin véi co chét
ctia P-glycoprotein, nhu digoxin va colchicine, duge bdo céo la lam ting nong dd co chét cua P-
glycoprotein trong huyét thanh. Do d6, néu azithromycin va co chét ciia P-glycoprotein nhu digoxin
duoce ding déng thoi, cin xem xét dén kha ning ting nong do digoxin trong huyét thanh, cin theo
dsi 1am sang, va c6 thé ca ndng do digoxin trong huyét thanh, trong subt qué trinh diéu tr béng
azithromycin va sau khi ngimg thudc.

Zidovudin: Lidu duy nhét 1000 mg va da liéu 1200 mg hoiic 600 mg azithromycin it &nh hudng dén
duge ddng hoc hoc huyét trong hay sy bai tiét qua nude tidu ciia zidovudin hodic chét chuyén hoa
glucuronid cua nd. Tuy nhién, sir dung azithromycin lam tang nong db zidovudin phosphoryl ho,
chét chuyén héa ¢6 hoat tinh trén 1am sang, trong té bao méu don nhéin ngoai vi. Y nghia lam sang
cua phat hién nay khéng r6 rang, nhung no c¢o thé c6 loi cho bénh nhan.

Azithromyein khong c6 twong tac dang ké véi hé théng Cytochrom P450 & gan. N6 khéng duge cho
la c6 twong tac véi thubc vé duge dong hoc nhu dd gip véi erythromycin hodic cidc macrolid khéc.
V&i azithromycin, khéng xuét hién hién twong cam g hay tc che Cytochrom P450 cuia gan thong
qua phirc hop chuyén hod cytochrom.

Cée nghién ctu duge dong hoc di duge tién hanh gifta azithromycin véi céc thudc sau day duge
biét 1a chuyén ho# dang k& qua trung gian Cytochrom P450.

Aforvastatin: Dong thii st dung atorvastatin (10 mg/ngay) va azithromycin (500 mg/ngdy) khong
lam thay dbi ndng d6 atorvastatin trong huyét twong (dva trén thi nghiém e ché HMG CoA-
reductase). Tuy nhién, dd c¢6 bdo cdo sau khi thude luu hanh vé cée trudong hop bi tiéu co van trén
bénh nhén ding ddng thoi azithromycin va nhém statin.

Efavirenz: Ding chung lidu 600mg azithromycin va 400 mg efavirenz mé6i ngdy trong 7 ngay
khong gdy ra bit ky tuong tac duge dong hoc déng ké nao.
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Fluconazol: Ding chung lidu 1200 mg azithromycin va 800 mg fluconazol khéng lam thay dbi
duge dong hoe, Thai gian béan thai ctia azithromycin khong thay dbi do phdi hop fluconazol. Tuy
nhién, ¢6 sy gidam khong dang ké Cmax (18%) ciia azithromycin di duge quan sat thiy.

Indinavir; Ddng thdi str dung lidu 1200 mg azithromycin khdng c6 y nghfa théng ké vé duge dong
hoc cha indinavir khi ding 800 mg ba lAn/ngay trong 5 ngay.

Carbamazepin: Trong nghién ctru duge dong hoc & nhirng ngudi tinh nguyén khoe manh, khong
thy anh hwéng nao dang ké t6i nbng do carbamazepin hodic céc sén phdm chuyén hoéa ctia ching
trong huyét turong.

Cimefidin: Duge dong hoc cua azithromycin khong bi anh hwdng néu ubng mot lidu cimetidin
trude khi sir dung azithromycin 2 gio.

Cyclosporin: Trong nghién ciu duge dong hoc & nguoi tinh nguyén khoe manh dugce cho ding lieu
azithromycin 500 mg/ngdy qua dudng udng trong 3 ngay va sau dé duge cho dung litu duy nhét
cyclosporin 10 mg/kg qua dudng ubng, thiy Cumax va AUCqs ting lén déng ké&. Do viy, cin than
trong truéc khi xem xét ding ddng thoi cée thube nay. Néu cin thiét phai ding ddng thdi cdc thude
ndy thi ndng dd cyclosporin cin duge theo di va diéu chinh lidu theo do.

Methylprednisolon: Nhitng nghién ctru duge thyc hién trén nhitng ngudi tinh nguyén khée manh da
chimg té ré’mg azithromycin khong c¢6 énh huong dang ké nao dén duoc dong hoc cla
methylprednisolon.

Theophylin: Chua thay bét ky anh hudng nao dén dwoc dong hoc khi 2 thube azithromycin va
theophylin ctling duge sit dung & nhitng ngudi tinh nguyén khoé¢ manh, nhung néi chung nén theo
dai ndng dd theophylin khi ciing sir dung 2 thu6e niy cho ngudi bénh.

Thube chéng déng mdu coumarin: Trong nghién ciu vé trong tac dwoe dong hoc, azithromycin
khéng lam thay dbi tic dung chéng dong cuia liéu duy nhit 15 mg warfarin ding trén ngudi tinh
nguyén khoe manh. Sau khi thudc luu hinh, da nhan dugc théng bao vé& tac dung chéng déng ting
lén sau khi diing ddng thoi azithromycin va thuéc ubng chdng dong mau dudng ubng nhém
coumarin. Mic du quan hé nhdn qua chua duge xdc lap, can phai theo dbi dinh ky thoi gian
prothrombin khi khi sir dung ddng thoi azithromycin va cic thude chdng déng mau dudng udng
nhém Coumarin.

Midazolam: O nhitng ngudi tinh nguyén khoe manh, ding déng thei 500 mg / ngay azithromycin
trong 3 ngdy khong gdy ra thay ddi lam sang dang ké vé duge déng hoc va dwoe lyc hoc clia liu
don 15 mg midazolam.

Nelfinavir: Ddng thoi st dung azithromycin (1200 mg) va nelfinavir (750 mg ba lén /ngay) lam
tang ndng @5 azithromycin. Khong ¢6 tic dyng phy dang ké va khéng cin didu chinh liéu.
Rifabutin: Ddng thoi sir dung azithromycin va rifabutin khong anh hudng dén ndng do trong lmyét
thanh ctia mot trong hai thudc. Giam bach céu trung tinh dd duge quan sat trén bénh nhin duge didu
trj phdi hop azithromycin va rifabutin. Mic du giam bach cdu hat di kém véi viée sir dung rifabutin,
nhung mbi lién hé nhéin qua vai viée phdi hop cling azithromycin vin chua dugc xéc dinh.
Sildenafil: O nhitng ngudi tinh nguyén khoe manh binh thuemg, khéng c6 bing chimg vé tac dyng
ctia azithromycin (500 mg/ngady trong 3 ngay) trén AUC va Cpax ctia sildenafil hodc chét chuyén
hoa chinh ctia n6.

Terfenadin: Céc nghién ctu vé duoc dong hoc da khéng cé bang chimg vé tuong tac gifta
azithromycin va terfenadin. Co rat it truomg hop duge bdo céo khi khéng thé loai bo hoan toan kha
nang cé tuong téc.

Triazolam: O 14 tinh nguyén vién khée manh, ding dong thori azithromyein 500mg vao ngdy 1 va
250 mg vao ngdy 2 v6i 0.125 mg triazolam trong ngay thir 2 khéng anh hudng déng ké dén duge
dong hoc cua triazolam.
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Trimethoprim / sulfamethoxazol: Didu tri phéi hop trimethoprim / sulfamethoxazole DS (160mg /
800mg) trong 7 ngiy véi 1200mg azithromycin vao ngay thir 7 khong c¢6 anh huéng dang ké dén
Cumax, Sur bai tiét qua nude tiéu cia trimethoprim hoéc sulfamethoxazol.

Cdc thudc c6 tic dung kéo dai khoding QT: Azithromycin khong nén sir dung ddng thoi cae thube
kéo dai khoang QT (xem phén 8. Thin trong va cinh bédo khi diung thube).

Astemizole, alfentanil: Khong c6 dit licu vé twong tac gifta Azithromycin véi astemizole hofic
alfentanil. CAn than trong khi dung cdc thubc nay voi Azithromycin vi tac dyng hiép dong ting
cudng da biét cia cic thube nay khi sir dyng ddng thoi véi khing sinh nhém macrolid nhu
erythromycin.

Hydroxychlorogiun: Azithromycin nén dugc sir dung than trong & nhitng bénh nhén ding thude c6
tdc dung kéo dai khodng QT c6 kha ning gay rdi loan nhip tim, vi dy nhur hydroxychloroquin.
Cisapride: Cisapride dugc chuyén héa & gan bai enzym CYP 3A4, Béi vi khang sinh nhém
macrolid (rc ché enzym niy, sir dung dong thoi cisapride c6 thé gy ra sy kéo dai khodang QT, rbi
loan nhip thét va xodn dinh.

e Twong ky ciia thude:

Do khéng c6 cdc nghién ctru vé tinh twong ky ctia thude, khong trén 1dn thube nay véi céc thude
khae.

12. T#c dung khiéng mong mudn ciia thudc (ADR):

T#c dung khéng mong mudn lién quan dén Azithromycin dwa trén kinh nghi¢m siv dung laim
sang hodc theo déi hiu marketing:

Hiém gip
Thuing gip it gip (> 1/10000 | Tén suét chwa

Pgli;fn) (= 1/100 - < 1/10) | (= 1/1000 - < 1/100) | -< "
> 1/1000)

Nhim nim Candida
Nhi&m khuén 4m dao
Viém phdi

Nhi&m ndm

Nhi&m khuén Viém dai trang
Viém hong gia mac

Viém da day- rudt
R&i loan ho hip
Viém miii

Rit hay

Nhiém khuén

Candida miéng

Giam bach cau
Giam bach ciu trung Giam tiéu cau
tinh Thiéu mau
Tang bach ciu ua huyét tan
acid

Mau va hé
bach is-uyé'!

Phii mach ~ |Phan g phén

HEé mién dich - »
(Qua man ve

Chuyén héa
va dinh Chén an
dudng
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o A . A
Hieu chién

; Kich thich 4 Bon chdn
Tam thén Mt ngt Lo lang Me sang
Ao twong
N gét, co giat
Giam cam giac
Choéng vang Tang dong
_ y : Ngi ga Mt khiru giac
H¢ than kinh Pau dau i ga' - £ .]L .u, &
Loan vi giac Mat vi giac
Di cam Loan khtru
giac
Dau thén kinh
Miit Giam thi giac
Suy giam thich
Tai v mé R&i loan tai gidc bao gdm
dao Chéng mit diéc va/hodc U
tai
Xodn dinh
Loan nhip bao
Tim mach Danh tréng ngyc gbm nhip
nhanh thit,kéo
dai khoang QT
Mach mau Dé bimg Huyét 4p thip
HH; :;"*z ,-;::gg Kho the
il Chay mau cam
Téao bon
Diy hoi
Kho tiéu,
Nén Khé nudt Viem ¢
Tiéu héa Tiéu chay [Pau bung Cang bung X }l}’ e
o ST Doi mau ludi
Buon non Kho miéng
O hoi
Loét miéng
Tang tiét nude bot
Bt Suy gan
thuéng ? €
. |Viém gan bao
Gan-mdt chirc nang
b phat
Hoai to
Vingda oai tir gan
Phat ban Phan ung [Hoi chimg
Da va mé May day, Viém da  [nhay cam |Stevens-
dudi da kho voi dnh  [Johnson
Téng tiét md hoi sang Hoai tir biéu bi
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nhiém doc

Hong ban da
dang
Viém xuong khop,
Co xuwong va Dau co
; Dau kh
mé lién ket Dau lung op
Dau cb
;‘hgn w:. 4 Bi tiéu Suy than cép
g Dau thin Viém thin k&
nigu

Hé sinh san
va vii

Xuét huyét tir cung
R&i loan tinh hoan

Cde roi loan
16ng qudt tai
cho

Phu né

Suy nhuge
Khé chiu

M¢ét moi

Phu mat

Dau nguc

S6t

Dau

Phi ngoai bién

Dang nghién
ciru

Giam bach cau
lympho

Tang bach céu wa
acid

Giam Bicarbonat
mau

Tang bach cau wa
bazo

Tang bach céu
mono

Tang bach céu
trung tinh

Tang Aspartat
aminotransferase
Tang Alanin
aminotransferase
Tang bilirubin mau
Téang urea mau
Téang creatinin mau
Bit thudng kali mau
Téang alkalin
phosphatase mau
Téang Chlorid

Tang Glucose
Téng tiéu ciu
Giam Hematocrit
Tang bét thudng
natri bicarbonat

Tac dung khong mong mudn lién quan dén diéu tri va dw phong Mycobacterium Avium
complex dya trén kinh nghiém sir dung lam sang hoic theo doi hiu marketing:

Rét hay gip
(=1/10)

Thwéng gap
(=1/100 - <1/10)

it gap
(>1/1000 - < 1/100)

Chuyén héa va dinh dudng

Chén an

H¢ thén kinh

Choéng véng
Pau diu

Giam cam giac
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|

Di cam
Loan vi giac
Mt Giam thi giac
4 Giam thinh giac
Tai va mé dao Pike o &
U tai

Tim mach Pénh tréng ngye

| Tiéu chay
Pau bung
[ B A A
| Tiéu hoa - ngn
| Day hoi
Khé chiu bung

| Phén long

Gan-mdt Viém gan

- Hai chirng Stevens-Johnson
; A Phét ban i ;
Da va mé dwdi da Notra Phan tng nhay cam véi anh
8 sang
Co xwrong va mé lién két Dau khép
Cdc réi logn t6ng quat 1gi ! Suy nhuge
= - Mat o )
cho e Khé chju

Théng bdo ngay cho bdc st hode dirge sTnhitng phdn ting cé hai gap phai khi str dung thuéc.

Huéng din xiv tri ADR:
Théng bio ngay cho béc si hogic duge si khi gip cac tac dung khéng mong mudn nhu trén khi sir
dung thubc hojc bdo céo cac phan tmg c6 hai ctia thude vé Trung tAm Thong tin thudce va Theo dai
phan g cé hai cua thudc (ADR) Québc Gia.
Dia chi: 13 — 15 Lé Thanh Téng — Hoan Kiém — Ha Nbi.
Dién thoai: 024.3.9335.618;
Fax: 024.3.9335642;
Email: di.pvcenter@gmail.com
13. Qud liéu va edch xi tri:
Cic tac dung phy gip phéi khi dang liéu cao hon liéu khuyén céo ciing twong ty nhu céc téc dung
phu gédp phai khi ding liéu binh thuong.
Tri¢u ching
Céc trigu chimg dién hinh ctia qué liéu thudc khéng sinh macrolid bao gdm mat thinh lyc ¢6 thé hoi
phuc, budn nén dit dbi, nén mira va tiéu chay.
Cach xir tri
Trong trudmg hop ding qué liéu, cin chi dinh ding than hoat tinh va diéu tri tridu chimg chung
cling céc bién phép hd tro néu can.
14. Piic tinh dwge lyce hoe:
Ma ATC: JO1IFAI10
Nhém duge ly: thude khéng khuan dung toan than nhém macrolid
Co ché tdc dung
Azithromycin 1a mot azalid, mdt phan nhém cta khang sinh macrolid. Bing cdch lién két voi tiéu
don vi ribosome 508, azithromycin tranh duge sy chuyén vi cta chudi peptid tor mét bén cua
ribosome sang bén kia. Do dé, qué trinh téng hop protein phy thudc ARN & cdc sinh vat nhay cam
bi ngén chiin.
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M®bi quan hé PK/PD

Déi véi azithromycin, AUC/MIC 1a théng sé PK/PD chinh c6 mdi twong quan tét nhét véi higu qué

cua azithromycin.

Sau khi danh gi4 céc nghién ciu dwoc tién hanh & tré em, viée st dung azithromycin khong duoc
khuyén cdo dé diéu tri bénh sbt rét, ca du6i dang don trj liéu hoic két hop véi chloroquine hogc
thude gbc artemisinin, vi chua xéc dinh dwoc tinh hiéu qua khéng thua kém céc thude chong sot rét
duoc khuyén céo trong diéu tri s6t rét khong bién chimg.

Co ché khdng thude

Vi khudn c6 thé khéng azithromycin mét cach ty nhién hodic khéng thube thu duge. C6 ba co ché
khang thudc chinh & vi khuén: thay dbi vi tri dich, thay doi trong qua trinh vén chuyén khang sinh
va gy bién d6i khang sinh.

Khéng chéo hoan toan ton tai gitta Streptococcus pneumoniae, Streptococcus betahaemolytic nhom
A, Enterococcus faecalis va Staphylococeus aureus, bao gdbm S. aureus khang methicilin (MRSA)
vOi erythromycin, azithromycin, cidc macrolid khac va lincosamid.

Piém giy

EUCAST (Uy ban Chéu Au vé& Thir nghiém D nhay cam véi Thude khéng khuén)

Cice tde nhéin giy bénh Nhay cam (mg/l) Khéng thudc (mg/l)
Staphylococcus spp.” <1 >2
Streptococcus spp. ( nhém A, B, C, G)' <0,25 >0,5
Streptococcus pneumoniae’ <0,25 >0,5
Haemophilus influenzae Ghi chi ? Ghi chn 2
Moraxella catarrhalis’ <0,25 > 0,5
Neisseria gonorrhoeae Ghi chu ? Ghi chu?

I Erythromyein ¢6 thé duge st dung dé xéc dinh tinh nhay cam voi azithromycin

2 Bang chimg lam sang vé hiéu qua cia macrolid trong nhiém trung duomg hé hép do H.
influenzae con méau thuin do ty 1& chira khoi tw nhién cao. Néu cén thir nghiém bét ky khéng sinh
macrolid nao ddi véi nhém tic nhan nay, nén str dung ngudng dich t& hoe (ECOFF) dé phat hién
céc ching ¢6 kha ning khang thudc méc phai. ECOFF dbi véi azithromycin 1a 4 mg/L.

? Azithromycin luén duge sir dung két hop voi mt tac nhan hi¢u qua khac. Pbi véi muce dich thir
nghiém nhiim phét hién céc co ché khang thube méc phai, ECOFF 1a 1 mg/L.

Pho khiing khuin

Ty 1& khang thudc co thé thay déi theo dia 1y va theo thoi gian dbi véi cac ching da chon va céan cé
thong tin tai dia phuong vé muic do khang thube, diic biét 1a khi didu trj cac bénh nhiém tring nang.
Khi cén thiét can tham khao 1&i khuyén ctia chuyén gia néu ty 1& khang thude tai dia phuong cao
dén mirc khong thé sir dung thudc trong mét sé loai bénh nhiém tring,

Biang danh gii kkha nang nhay cim cua vi sinh vit

Cac loai nhay cam
Vi sinh vat hiéu khi Gram 4m

fVi khudn Haemophilus influenzae*

ﬁ’r’ ;ff_hudn Moraxeh’a cmar?'};c-dfs*

Céc vi sinh vit khac

Viem phéi do Chlamydophila

Chlamydia trachomatis
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Legroneﬂa preumophila

Vi H’man Mycobacterium avium

Viém phor do Mywp!asma %

Cfic lodi ¢6 khi ning khang thube

Tu cdu vang

Lién cdu khudn Hmng cé gafacnae

|
} Vi sinh vat lueu khi Glam duorng (3
I

Vi fchuc?n Str ep!acoccus pneumﬂmae *

Lién cu khudn pyogenes*

Céc vi sinh vét khac

1U1 eaplasma urealyticum

;Smh vit ¢6 kha niing dé khing bim smh

Vi smh vt hiéu khi Gram dl.rong
Sraphyiacocczr.s aureus — chung khang methicillin va khang erythromycin

Streptococcus pneumomae — chiing khang penicillin

Vi sinh vét hiéu khi Gram 4m
Vi khudn Escherichia coli

Vi khudin Ps*eudomoﬂa.s' aer ugmo.s'a

Céc loai Klebsiella
Vi sinh vat Gram am ky khi
Nhém Bacteroides fragilis

|
* Hiéu qua v&i cdc loai néu trén da duge chimg minh trong thir nghigm 1am sang.

15. Piic tinh dwoc dong hoc:

Hip thu

Sinh kha dung ctia Azithromycin sau khi uéng khodng 37%. Thube dat duge ndng do dinh trong
huyét twong sau 2- 3 gid.

Phéin b

Sau khi ubng, azithromycin duge phan b6 khap co thé. Céc nghién ciru dugc déng hoc da chi ra
rdng ndng do azithromycin trong md cao hon & rét so vai trong huyét twong (gip 50 ldn nong d6
t5i da quan sat dugc trong huyét twong). Diéu nay chimg minh ring Azithromycin duge lign két
trong md véi s6 luong dang ké.

Néng d6 & cac md bi nhidm tring, ching han nhw phdi, amidan va tuyén tién liét cao hon MRC90
ctia cdc tac nhan gy bénh thudmg gip nhét sau mt lidu duy nhat 500 mg.

Sur lién két protein cuia azithromycin trong huyét thanh 1a khéc nhau va thay dbi tiy thude vao nong
d6 huyét thanh, tir 52% & 0,05 mg/l dén 12% & 0,5 mg/l. Thé tich phéin bd & trang thai on dinh la
31,1 lkg.

Thai trir

Théi gian bén thai trong huyét twong lién quan chit ch& véi thai gian ban thai trong mé, khoang tir
2 dén 4 ngay.

Khoang 12% liéu azithromycin sau khi tiém tinh mach duoc thai trir qua dudng tiét nidu dudi dang
khéng chuyén héa trong vong 3 ngay. Phin lén Azithromycin & dang khéng chuyén héa dugce tim
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thiy trong mat nguoi. Ngoai ra, mudi chit chuyén hoa ciing duge tim thdy trong mét ngudi (duge
tao thanh qua phan tmg khir methyl & N- va O-, hydroxyl hod céc vong desosamin va aglycon, va sy
phén téch chét hén két cladinose). So sanh giira phuong phép séc ky 16ng hiéu nang cao va phuong
phap dénh gié vi sinh vét cho thiy ring cic chét chuyén hoa khéng ¢6 vai tro gi trong hoat tinh trén
vi sinh cta azithromyein.

Trong cdc md hinh dong vét, azithromycin ndng dd cao duge tim thiy trong cac & bao thyc bao.
Ngoai ra, ngudi ta di chi ra ring trong qua trinh thyc bao hoat dong, ndng do azithromycin dwogc
gidi phéng cao hon so vdi trong qua trinh thye bao khong hoat dong. Trong cac mé hinh dong vit,
qua trinh nay da duge chimg minh la gép phan vio sy tich tu azithromyein trong md nhiém trung.
Dwoc dong hoe trén nhém dbi twong dic biét

Suy thdn

Sau mét lidu ubng azithromycin duy nhét 1g, Comax trung binh va AUCo.120 ting lan luot tir 5,1% va
4,2%, & nhitng dbi twong suy than nhe dén trung binh (tc dd loc cau than 10 — 80 ml/phit) so voi
chirc niing than binh thuong (GRF > 80 ml/phat). O nhitng dbi tugng bi suy thdn nang, Cpax trung
binh va AUC-120 ting lin luot 61% va 33% so véi binh thudmg.

Suy gan

9 nhiing bénh nhéan suy gan nhe dén trung binh, khong co bf’:mg chimg vé sur thay dbi o rét vé duge
dong hoc cua azithromycin trong huyét thanh so voi chite ning gan binh thudmg. O nhitg bénh
nhédn ndy, sy phyc hdi nude tidu cia azithromycin dwong nhw ting 1én c6 18 dé bu dép cho viée
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giam d¢ thanh théi & gan.

Ngudi cao tudi

Duge dong hoe ciia azithromycin & nam gidi cao tudi twong ty nhu & ngudi tré tudi. Tuy nhién, &
phu nit cao tmdi, mic di ndng dd dinh cao hon (ting 30-50%), nhung khéng ¢ sy tich liiy dang ké
nao xay ra.

Tré so sinh, tré méi biét di, tré em va thanh thiéu nién

Dugc déng hoc da duge nghién ctru & tré em tir 4 thang — 15 tudi udng vién nang, hat pellet hodc
hén dich. O mitc 10 mg/kg vao ngdy 1 sau d6 1a 5 mg/kg véo ngay 2-5, Cmax dat duoce thép hon mot
chut so v6i ngudi 16n véi 224 g/l & tré em tir 0,6-5 tudi va sau 3 ngay dung thude va 383 pg/l & tré %
em tir 6-15 tudi. Ty cia 36 gidy & tré 16n hon ndm trong pham vi du kién dbi véi ngudi 16m. P
16. Quy cich dong géi:

Hop 01 1o bot dé pha 15ml hdn dich, kém theo t& hudng din sir dung.

17. Diéu kién bio quén, han dimng, tiéu chuin chéit Ivong ciia thude:

Piéu kién bao quan: Noi khé, dudi 30°C.

Han ding: 24 théng ké tir ngay san xuéit va 7 ngdy déi véi thude da pha.

Tiéu chudn chét lwong: TCCS.

18. Tén, dja chi ciia co sé san xuiit thude:

A
0
y
*

San xuft tai:

CONG TY CO PHAN DUGC PHAM PHARBACO THAI BINH

Pia chi: L6 CNOI — Cum cong nghiép An Ninh, X& An Ninh, Huyén Tién Hai, Tinh Thai Binh,
Viét Nam

Puge nhén chuyén giao cong nghé tir:

CONG TY €O PHAN DUGC PHAM TRUNG UONG [ — PHARBACO

Dia chi: 160 Tén Pire Thiing, phuomng Hang Bot, quan Pdng Pa, thanh phd Ha Noi
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