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Prescription only

500 mg azithromycin

Each film coated tablet contains
azithromyein dinydrate

Equivalent to azithromycin 500 mg
KEEP QUT OF REACH OF
CHILDREM.

READ THE PACKAGE INSERT
CAREFULLY BEFORE USE.

\
Applicant: Pfizer (Thailand) \) :

Film coated tablet
Box of 1 blister x 3 tablets

Lot
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Exp HD)

N W

Variable data will be printed
on preduction line

like this format:

Lot (S8 16 sx): XXKX

Mfg (NSX): MMAYY

Exp (HD): MM/YY
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CANH BAO PAC BIET
Thuéc bén theo don.
Poc ki hwémg dan sit dung truée khi dung.

Thong bao ngay cho bac s hoic dwge si nhirng tic dung khéng mong mudn gap phai
khi sit dung thuoc.

Dé xa tAm tay tré em.

1. TEN SAN PHAM
ZITROMAX®

2. THANH PHAN VA HAM LUQNG

Hoat chit: M&i vién nén bao phim chta 524,11 mg Azithromycin dihydrat twong
duong 500 mg azithromycin .

Danh muc ta duge

Vién nén chira tinh bdt tién gelatin hod, calci phosphat dibasic khan, natri
croscarmellose, magnesi stearat va natri lauryl sulfat. Phian bao phim chira
hydroxypropyl methylcellulose, lactose, triacetin, titan dioxid.

3. DANG BAO CHE

Vién nén bao phim.

4. PAC TINH DUQC LUC HQC VA DUQC PONG HQC
4.1. Dic tinh dugce lue hoc
Nhom duge 1y 1am sang: Macrolid, ma ATC JO1FA.

Co ché tac dung: !

Azithromycin la thubc dau tién cua phén nhom cac khang sinh macrolidp hlet
dén nhur 14 céc azalid, va khéc vé mat hoa hoc v6i erythromycin., Vé mat hO@ oc nd
duoc tao thanh bing cach dinh mdt nguyén tir nito vao vong lacton cla erythromycin
A. Tén hoéa hoc cia azithromycin la 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin
A. Trong luong phén tir 1a 749,0.

Azithromycin gan v6i rRNA 23S ciia tiéu don vi ribosom 50S. N6 ngan chan sy tong
hop protein bang cach e ché bude chuyén peptid/chuyén vi ctia qué trinh téng hop
protein va trc ché su gan két cua tiéu don vi ribosom 508.

Dién sinh lv tim:

Viée kéo dai khoang QTc duge nghién ctu trong mot thir nghiém song song, ngau
nhién, d6i chimg véi gia duge & 116 dbi tugng khoe manh da dung chloroquin (1000
mg) don ddc hodc két hop véi azithromyein (500 mg, 1000 mg va 1500 mg ngdy mot
14n). Khi sir dung ddng thoi v6i azithromyein, sy tang khoang QTc phu thude vao lidu
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lwong va néng d6. So véi vide diing don doe chloroquin, QTeF ting véi muc trung
binh t6i da (gidi han trén cia khodng tin cdy 95%) 4 S (10) mili gidy, 7 (12) milj gidy
va 9 (14) mili gidy khi st dung ddng thoi azithromycin ¢ cée mtc lan luot [a 500 mg,
1000 mg va 1500 mg.

Co ché khang thude:

Hai co ché khang thubc phé bién nhit da gdp vo1 nhom macrolid, bao gdm
azithromyein, 14 lam bién ddi dich tac dung (phd bién nhét 13 methyl héa rRNA 238)
va bom téng thuoc chu dong. Su dién ra clia cac co ché nay thay déi theo loai va trong
cting mot loai, tAn sudt khang thude thay ddi theo vi trf dia Iy

Su bién doi ribosom quan trong nhét quyét dinh viée gidm gin két macrolid [a
dimethyl hoa (Ng) sau dich mi cua adenin tai nucleotid A2058 (hé théng danh sé
Escherichia coli) cia tRNA 23S bing cac methylase dugc m3 héa bdi gen erm
{erythromycin ribosom methylase). Bién d6i ribosom thuong quyét dinh su khang
chéo (kiéu hinh MLSg) v&i céec nhém khang sinh khéc ¢6 cting vi trf 1ién két ribosom
v61 macrolid: cée lincosamid (bao gdm clindamyein), va cdc streptogramin B (vi du
nhu thanh phan quinupristin ctia quinupristin/dalfopristin}. Cac gen erm khac nhau cé
mat ¢ cdc loai vi khudn khac nhau, ddc biét [a streptococcl va staphylococel. Tinh
nhay cam v&i macrolid ciing ¢6 thé bj anh huong bdi sy dot bién it gip hom trén céc
nucleotid A2058 va A2059 va tai mdt sb vi tri khdc cia rRNA 23S, ho#c trén protein
ribosom tiéu don vi Iém L4 va L22.

Co ché bom tdng thude gap & mot sb loai, bao gdm ca vi khuén Gram 4m, chéng han
nhu Haemophilus influenzae (khi dé ndng d8 tre ché t6i thleu [MIC] 6 thé tang cao
hon) va staphylococci. O streptococel va enterococed, bom tdng thude chi déng nhan
dién macrolid vong 14 va 15 (bao gdm tuong tng la erythromycin va azithromycin)
duge ma hoa bang cac gen mef (A).

Phuong phap x4c dinh d§ nhay cam in vitro ctia vi khnan véi azithromycin

Can tién hanh kidm tra dd nhay cam béng cdc phuong phép chuin trong phong thi
nghiém nhu cac phuong phap mo6 ta trong Vién Tiéu chudn Lim sing va Kiém
nghiém (CLSI). Céac phuong phép nay bao gdm phwong phép pha lofing (xac dinh
MIC) va phuong phdp thir 40 nhay cam irén dia. Ca CLSI va Uy ban Chau Au yc
kiém tra do nhay cam khéng khudn (EUCAST) déu cung cép chuén dién giai A@h‘“oac
phuong phéap nay.

Dua trén mdt s6 nghién ciu, khuyén céo tién hanh kidm tra hoat tinh azithromyein in
vitro trong mdi trudng khong khi thudng dé dam bao pH sinh Iy ctia méi trudong nudi
chy. Tang ndng dd CO,, nhu thudng duge ding voi streptococei va vi khudn ky khi va
do1 khi duge dung cho cac loai khac, lam giam pH ciua moi truong. Diéu nay lam ting
tac dung bat loi trén hoat luc bidu kién cua azithromycin nhidu hon so véi cdc
macrolid khac.

Céc diém gian doan d6 nhay cam CLSL, dua trén ca thi nghiém vi pha logng canh
thang va khuéch tan trén thach, @ trong moi trudng khong khi thuong, duoe ghi trong
bang dudi day:

Tiéu chuin CLSI - dién gidi 36 nhay cam theo phwong phdp pha lofing

MIC vi pha loing (mg/L)

Vi khuan Nhay cam Trung gian ~ Khing thube
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Cac ching Haemophilus <4 =
Moraxella catarrhalis < 0,25 =
Neisseria meningitidis =2 =
Staphylococcus aureus =2 4
Streptococei * < 0,5 1

“ Bao gdm Streprococeus preumoniae, streptococci tan huyét nhom B va viridans streptococe.

" Hién chua cé dif lidu vé ching khang thude nén khéng xdc lap bt ky titu chudn nac ngoai dd nhay cam. Néu ching

o kél qua MIC ngoai 6 nhay cam, can lam thém xét nghiém ¢ phong thi nghiém khac.
U trong méi truedmg khdng khi thuémg,

CLSI — Vién Tiéu chudn Lam sang va Kiém nghiém; MIC = Ndng d6 G ché 151 thiéu.
Neudn: CLSI, 2012. CLSI, 2010.

C6 thé xdc dinh do nhay cam bang phuong phdp khuéch tan dia, bang cdch do dudmg
kinh vimg (e ché sau khi ti trong méi trudng khong khi thudng. Céc dia do d6 nhay
cam chita 15 ug azithromycin. Chudn dién giai voi vimg tre ché, do CLSI thiét lap
trén co s& mdi teong quan vo&i phin loai mae dé nhay cam dua trén MIC dugc hét ké

trong bang dud day.

Tién chuin CLSI - dién gidi dd nhay cam theo viing irc ché trén dia

Pwing kinh vung ite ché trén dia (mm)

Vi khuf:inﬁ Nhay cam Trung gian Khang thude
Cac chung Haemophilus 212 -

Moraxella catarrhalis >26 =

Neisseria meningitidis =20 -

Staphylococcus aureus >18 14-17

St.repl;oc.:occia =18 14 -17

" Bao gom Streptococcus pneumoniae, streptococcei tan huyét nhém B va viridans streptococei.
U trong méi trudmg khong khi thudmg.

CLSI  Vién Tigu chudn Lam sang va Kiém nghidém; mm = Millimét.

Ngudn: CLSI, 2012. CLSI, 2010.

Can kiém dinh tinh chinh xac ctia ca phuong phap dia khuér:h tan va phuong phap pha
lodng bang chung kiém soat chat lugng (QC), theo hudmg dan cua CLSIL. Cée gidi han
chap nhan dugce khi thir nghiém azithromycin vai cdac vi khuan nay duge 1iét ké trong

bang dudi day.

Khoang kiém sodt chét lvgng cho thir nghiém dd nhay cam véi azithromycin (CLS\U\\ /

MIC vi pha loding canh thang

Vi khuin Khoing kiém sodt chit lwgng (mg/L azithromycin)
Haemophilus influenzae ATCC 49247 1-4
Staphylococcus aureus ATCC 29213 0,5-2

Streptococcus preumoniae ATCC 49619 0,06 -0,25

Pwing kinh vang e ché trén dia (dia 15 ug)

Vi khuan Khodng kiém sodt chét lrong (mm)
Haemophilus influenzae ATCC 49247 13-21
Staphylococcus aureus ATCC 25923 2126

Streptococcus preumoniae ATCC 49619 19-25

U trong khong khi thuomng.

CLSI= Vién Tiéu chuan Lam sang va Kiém nghiém; MIC = Nong do c ché 161 thiéu; mm = Millimét.

Nguén: C1.81,2012.
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Uy ban Chéu Au vé thir 4 nhay cam khéng khudn (EUCAST) cfing d4 thiét 1ap duoe
cac diém gian doan d6 nhay cdm cho azithromycin dya trén vi€e xac dinh MIC.
Chuédn nhay cam EUCAS'T dugc 116t ké trong bang bén dudi.

Cic didm gidn doan nhay cdm EUCAST cho azithromycin

MIC (mg/L)

_____ Nhay cim Khing thude
Céac chiing Staphylococcus <1 >2
Streptococcus pneumoniae <0,25 >0,5
Streptococei tan huyét nhom 3 ° <0,25 =0,5
Haemophilus influenzae <0,12 =4
Moraxella catarvhalis <0,25 =0,3
Neisseria gonorrhoeae 0,25 >0,5

*Bao gdm nhém A, B, C, G.

EUCAST = Uy ban chau Au vé thii 46 nhay cam khang khudn; MIC = Néng d§ (re ché ti thiéu,
Ngudn: EUCAST website.

Bang diém gian doan 1dm sang caa FUCAST, phién ban 2.0, ¢6 gi tri ké tiv ngay 01-01-2012

Phé khang khuin:

Ty 18 bi khang thube mac phdi c6 the thay di theo ving dja Iy va theo thdi gian véi
nhiing lodi cy thé va cén ¢6 théng tin tai dia phuong vé mite df khang thube, dac biét
khi diéu tri nhimg truong hop nhiém khuén ning. Khi ¢in thiét, nén tham khéo v kién

chuyén gia ve ty 1€ khang thude tal dia phuong khi gip nhimg trudng hop nhidm
khuén c¢6 nghi vén vé hidu qua khang khuén cua thude.

Azithromyecin c¢o bi khing chéo voi cac ching phén l&p Gram duong khang
erythromycin, Nhw d8 noi & trén, mot sb bién doi ribosom nhit dinh gy khang chéo
v41 cac nhém khang sinh co chung vi tri lién két ribosom nhu: cac lincosamid (bao
gom clindamycin), va cdc streptogramin B (bao gom, vi du nbu thanh phén
quinupristin clia quinupristin/dalfopristin). D& thdy su giam tinh nhay cédm cua
macrolid theo thoi gian & Streptococcus preumoniae va Staphylococcus aureus, va
cling duoc quan sét thiy & viridans streptococci va & Streprococcus agalactiae.

C:ac vi khuén thuomg nhay cam vl azithromycin bao gdm:

Vi khudn Gram duong ky khi khong bit budce va hidu khi (cac chung phén Iah&n ay'f
cam voi ervthromycin}: S aureus, Str eptococcus  agalactiae®, S. pneumonrae
Streptococcus pyogenes*, streptococei tan huyét nhém B khac (Nhom C, F, G), va
streptococel viridans. Cac chung phén lap khang macrolid tuong ddi phd bién o vi
khuan Gram duong ky khi khéng bit bude va vi khuan hiéu khi, dic bi6t 13 S aureus
khang methicillin (MRSA) va S. preumoniae khang penicillin (PRSP).

Vi khudn Gram am ky khi khong bdt budc va hidu khi: Bordetella pertussis,
Campylobacter  jejuni, Haemophilus  ducreyi®,  Haemophilus  influenzae*,
Haemophilus parainfluenzae®, Legionella pneumophila, Moraxella catarrhalis®, va
Neisseria gonorrhoeae*. Loal Pseudomonas va hiu hét Enterobacteriaceae von da

khang azithromycin, mic di azithromycin di dugc ding dé didy trj nhiém Salmonella
entericd.

Vi khuan ky khi: Clostridium perfringens, Peplostreptococcus spp. va Prevotella
bivia.
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4.2.

Cac vi khuén khac: Borrelia burgdorferi, Chlamydia trachomatis, Chlamydophila
preumoniae™, Mycoplasma prneumoniae*, Treponema pallidum, va Ureaplasma
wrealyticum,

Nhiém khuan co hdi di kém véi nhilm HIV: MAC*, va cée vi sinh vAt nhin chudn
Preumocystis jirovecii va Toxoplasma gondii.

*Higu qud cla azithromycin doi véi céc loal ke trén da duge ching minh trong thi
nghigm [am sang.

(Cac dic tinh dwge dfng hoc
Hip thu

Sau khi diing qua dudng udng trén ngudi, azithromycin duge phén bé réng khip co
thé; sinh kha dung xap xi 37%. Thude dat duge nong dd dinh trong huyét tuong sau 2-
3 gidn.

Phén bo

Trong cdc nghién ciu trén ddng vat, quan sat thiy ndéng do cao cia azithromycin
trong cac dai thue bao. O mé hinh thue nghiém, ndng dd cta azithromyein duge giai
phéng trong giai doan thuc bao hoat ddng cao hon 1a & giai doan té bao thyc bao chua
duge kich thich. O cac mé hinh trén dong vat, tinh trang nay dan dén ndng d6 cao clia
azithromycin dwoc dua dén vi trf nhiém khudn.

Cé4c nghién ctru v& duoe ddng hoc & ngudi di cho thiy ring ndng db ctia azithromycin
¢ md cao hon dang ké so voi trong huyét tuong (lén dén 50 lfin néng d6 tbi da quan
sat duge trong huyét twong), diéu nay cho thay thuoc cd do gin két cao véi mo. Nong
d6 thude & cdc mo dich nhu phdi, amidan va tuyén tién liét vurgt qua MICo dbi v6i
héu hét cac tic nhan gdy bénh sau khi ding lidu duy nhét 500 mg.

Sau khi ubng lidu hang ngay 600 mg azithromycin, ndng 46 dinh trong huyét twong
(Conax) 180 Lot 12 0,33 pg/ml va 0,55 pg/ml & Ngay 1 va Neay 22. Nong d dinh trung
binh quan sat duge & bach cau, vi tri cht yéu nhiém MAC lan toa, 14 252 ug/ml (£
49%]) va duy tri trén 146 pg/ml (£ 33%) trong 24 gidr ¢ trang thai ndng d6 6n dinh.
Chuvén héa

Phén 16n azithromyein ¢6 mit trong co thé thai trir qua mat & dang khong chuyen héa.

/
Hién chua c6 nghién ctru in vitro va in vivo dénh gid chuyén héa cua aatﬁrmnyun
duoce thuc hien.

Thai trir

Thoi gian ban that trong huyét tuong lién quan chit ché véi thoi gian ban thai & md,
khoang tir 2 dén 4 ngay. Khoang 12% liéu dung sau khi ti€m tinh mach dugc thai trie
qua dudmg tiét nidu dudi dang khéng chuyén héa trong vong 3 ngay, phan 1én trong
24 gi¢r ddu tidn. Dudng thai tror qua mét la dudng thai tr Chu yéu cua a71thr0mycm
461 voi dang thudc chwa bién d6i sau khi ding qua dudng ubng. D3 tim thiy trong
mat ngudi, nong dé rat cao thude chura chuyén héa cing voi 10 chit chuyén hod, duoe

tao thanh qua phan tmg khir metbyl & N- va O-, hydroxyl hod céc vong desosamin va
aglycon, va su phén tach chét lién két cladinose. So sénh gifta dinh luong bing séc ky
10110 hiéu néng cao va dinh luong bing phuong phap vi sinh trén cac md cho thay
rang cac chit chuyén hod khéng cé vai trd gi trong hoat tinh vi sinh cta azithromycin.

Duoe dong hoe & nhom bénh nhan diac biét
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Nguoi cao tudi

O ngudi tinh nguyén cao tudi (65 Iuéi}), sau 5 ngdy dung thube, gia tri AUC hoi cao
hon so voi & nguoi tinh nguyén tré tudi (<40 tudi), nhung khéng c6 y nghia vé mit
lam sang. do do6 khong cén phai diéu chinh liéu.

Suy than

Céc dac tinh duoc dong hoc cua azithromyein & céc dbi twong suy than mie do tir nhe
dén vira (GFR 10 - 80 ml/phit) khong bi anh huéng sau khi ding liéu duy nhat 1 g
azithromycin giai phong ngay. D4 quan sat thy su khéc biét c6 ¥ nghia thong ké vé
dién tich duoi dudng cong AUC.120 (8,8 ug-gid/ml so véi 11,7 ug-gid/ml), ndng d6
dinh Chax (1,0 pg/ml so vai 1,6 pg/ml) va d§ thanh thai CLr (2,3 ml/phat/kg so véi
0,2 ml/phut’kg) gifta nhom bi suy than nidng (GFR < 10 ml/phuat) va nhoém c6 chire
ndng than binh thuong.

Suy gan

Khéng cé su thay dbi dang ké vé duge dong hoc trong huyét twong coa azithromycin
& nhitng ngudi bi suy gan tir mic d6 nhe (nhém A) dén trung binh (nhém B) so véi
ngudi ¢o chire nang gan binh thudng. Luong azithromycin tim thdy trong nudc tiéu
cua nhitng bénh nhan nay cé ting 18n, c6 1& 1a & bl vao su giam d6 thanh thai qua
gan.

Dir liéu an toan tién l1Am sang

Da quan sat thy tang phospholipid (tich ldy phospholipid trong té bao) & nhidu md
(vi du mit, hach ré sau, gan, tGi mat, than, lach, va/hodc tuy) cua chudt nhét, chudt
cbng va ché dugc ding azithromycin liéu da. Tang phospholipid cling quan sat thiy &
cac mb cua chudt cbng va ché méi sinh véi mire d6 tuong tu. Tac dung nay c6 thé hdi
phuc sau khi dimg diéu tri bang azithromycin. Su lién hé gitra cac phat hién trén dbi
v dong vat va voi con ngudi chua duge xac dinh.

Trong cac nghién cttu vé kha ning sinh san duoc tién hanh & chudt cong, giam ty 18
mang thai dd dugc ghi nhén sau khi dung azithromycin. Moi lién quan cua phat hién
nay trén nguoi van chua xéac dinh duge.

QUY CACH DONG GOI

[16p 1 vi x 3 vién nén bao phim

CHI PINH PIEU TRI, LIEU DUNG VA CACH DUNG, CHONG CHI é&l/
Chi dinh diéu tri

Azithromyein duge chi dinh dé diéu tri cac truong hop nhlem khuin giy ra béi vi
khuén nhay cam,; trong nhidm khuén duong ho hip dudi bao gbm viém phe quan va
viém phdi, trong nhiém khuén rang miéng, trong nhidm khuan da va mb mém, trong
viém tai gita cAp tinh va trong nhiém khuén duong ho hap trén bao gbm viém xoang,
viém hau hong/viém amidan. (Penicillin 13 thubc thuong duge lya chon trong diéu tri
viém hiu hong do Streptococcus pyogenes, bao gdm ca du phong spt do thap khép.
Azithromycin néi chung ¢6 hiéu qua diét streptococci trong viém héau hong, méc du
dit liéu ching minh cho hiéu qua cta azithromycin va su ngan ngtra sot do thap khop
sau d6 hién tai van chua cd).

Trong nhiing bénh lay truyéq qua duong tinh duc & nam va nit, azithomycein duoc chi
dinh dé diéu tri nhiém khuén co quan sinh dyc khong bién ching do Chlamydia
trachomatis. N6 con duge chi dinh diéu tri bénh ha cam (chancroid) do Haemophilus
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ducreyi, va nhiém khuén co quan sinh duc khong bién chimg do Neisseria
gonorrhoeae khong da khang; khong chi dinh didu tri nhi®m khuin déng thdi voi
Treponema pallidum.

Cé thé dung don ddc azithromycin hodic clng véi rifabutin d& phong nhiém
Mycobacterium avium—intracellulare complex (MAC), la tinh trang nhiém khuén co
hoi thuomg gip & nhitng bénh nhan nhidm virus gdy suy giam mién dich ¢ nguoi
(HIV) giai doan tién trién.

Chi dinh ding phoi hop azithromycin v6i ethambutol d& didu tri nhiém MAC lan toa
(DMAC) & bénh nhéan nhiem HIV giai doan tién trién.

Liéu dung va cach dung

Azithromyein duge ubng mét lidu duy nhét trong ngay. Thoi gian ding thube dé diéu
tri nhiém khuan dwoge trinh bay dudi ddy. Co thé udng azithromyein vién nén cling
hoac khong cung vt thire an.

Nguéi 16m: Pé diéu tri nhimg bénh lay truyén qua dudng tinh dyc gy ra boi
Chlamydia trachomatis, Haemophilus ducreyi, udng liéu duy nhét 1000 mg. Véi
Neisseria gonorrhoeae nhay cam, litu khuyén cdo 1a 1000 mg hodic 2000 mg
azithromycin dung dong thoi véi 250 hodc 500 mg cefiriaxon theo cdc hudng dan
diéu tri ldm sang. D61 v&i bénh nhan di tmg véi penicillin va/hode cephalosporin,
ngudi ké toa cin tham khao cac huéng din didu tri.

Dé du phoneg I}hiém MAC ¢ bénh nhén n‘hiém virus gy suy giam mién dich & ngudi
(HIV), dung licu 1200 mg mot tuan mot lan.

Dé diéu tri nhiém DMAC & bénh nhén nhiém HIV tién trién, nén dung licu 600 mg,
ngay mot lan. Nén dung phoi hgp azithromycin véil cac chit chong mycobacterium
khac ¢é hoat tinh chong MAC in vifro, nhu ethambutol v&i liéu da duge chap thuin.

Vi cac cht dinh khac ma co the dung thude qua duong uong, diing liéu tong cong la
1500 mg, chia [am 3 ngay, mdi ngay 500 mg. C6 thé thay thé bang cach voi tong lidu
nhu vy nhung dung trong 5 ngady, 500 mg trong Ngay 1, sau d6 1a 250 mg/mgay tir
Ngay 2 dén Ngay 5.

Tré em: Tong lidu 18i da duge khuyén cdo cho bat k¥ didu tri ndo trén tré em la 1500
mg.

n nd |
Ca;’kﬂf)ﬂ'"g Dot tri lidu 3 ngay Dot tri lidu 5 ngay
>45 Ding liéu nhu ngudi 16n. Diing liéu nhw ngué}\lr\%wf
N\

Chi dung vién nén azithromycin cho tré em cdn néng trén 45 kg.

Neudi cao tudi: Dung lidu gidng nhu ngudi 1én. Bé&nh nhén cao tudi cé thé d& bi loan
nhip xo&n dinh hon so v&i bénh nhén tré hon (xem muc 7. Than trong khi sir dung
thudc).

Bénh nhan suy than: Khéng cin diéu chinh lidu cho bénh nhan suy théin nhe dén trung
binh (GFR 10 - 80 mL/phat). Thin trong khi dung azithromycin cho bénh nhén suy
than nang (GI'R < 10 ml/phut) (xem muc 7. Thén trong khi sir dung thude va muc
4.2. Cac dac tinh dwgc dong hoc).
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Bg%nh n'hén suy gan: Bénh nhan suy gan t mirc do nhe dén trung binh dugce st dung
lieu giong nhu doi véi bénh nhén c6 chic néng gan binh thudng (xem muc 7. Thin
trong khi si dung thuoc).

6.3.  Chdng chi dinh
Chéng chi dinh cho bénh nhan qua min véi azithromycin, erythromyein, voi bat ky
khang sinh nao thudc ho macrolid hay ketolid, hodc vai bat ky ta duge nao duge liét
ké trong muc 2. Thanh phin va ham lwong - Danh sich ta dwoc.

7. THAN TRONG KHI SU DUNG

Qu# man

Ciing nhu véi erythromycin va cac macrolid khac, da c6 bao céo v& cac phan éng di
ng nghiém trong hiém gap., bao gdm phit mach va sb¢ phan vé (hiém khi tir vong), va
cic phan Gng trén da bao gdm ngoai ban mun mu toan than cap tinh (AGEP), hoi
chiing Stevens Johnson (SJS), va hoai tir biéu bi nhidm doc (TEN) (hiém khi tir vong)
va phan tng thudc giy tang bach ciu & toan ua eosin va triéu chimg toan than
(DRESS). Mot vai phan Gng véi azithromycin nay dd gdy ra nhiing triéu chimg tai
phét va can phai duoc theo dbi va diéu tri 1au hon.

Néu bi phan (g di img, can ngimg ngay r.huoc va ding liéu phap diéu tri phll hop.

Béc s can biét céc phan tmg di tmg c¢6 thé xuAt hién lai khi da ngimg diéu tri tridu
chimg.

Nhiém doc gan

Vi gan 1a duong thai trir chinh caa azithromycin, nén viéc sir dung azithromycin cn
phai than trong ¢ bénh nhdn mac bénh gan nang.

Pa ¢ béo cao vé chuc nang gan bt thlrong, viém gan, vang da do tic mét, hoai tir
gan va suy gan, mot sé trudmg hop nay di dan dén tir vong. Khi thdy c6 cic ddu hidu
va triéu ching viém gan, phai ngung dung azithromycin ngay lap tac.

Hep mon vi phi dai ¢ tré nhé
Trong qua trinh theo ddi vi€e sir dung azithromyein trén tré so sinh (dung thude dén
42 ngay tudi), da co bdo cao vé trudng hop mac hep mon vi phi dai ¢ tré nhoé. Cha me

va ngudi trong tré can duge hudng din thong béo ngay cho bac s§ néu tré ndn hodc
cau gat khi cho an.

Thube ¢6 ngudn goe cwa 1oa mach (ergot) 3
O bénh nhan dang dung thudc c6 ngudn gdc cua 16a mach (ergot), kha nang biNgo

ddc ergotin s€ tang lén khi ding phdi hop véi cac khang sinh ho macrolid. Khong c6
dir liéu vé kha nang tuong tac gilra cya 16a mach (ergot) va azithromycin. Tuy nhién,
ve mat ly thuyet ¢ thé xay ra ngd doc ergotin, do d6 khdng nén ding phdi hop céc
thudc ¢6 ngudn goc cya 16a mach (ergot) vai azithromycin.

Boi nhiém

Cling nhu voi bat ky ché pham khang sinh nao, can phai quan sat cac ddu hidu boi
nhiém cua vi sinh vét khéng nhay cam, bao gdm ca nim.

Tiéu chay do Clostridium difficile

Tiéu chay do Clostridium difficile (Clostridium difficile associated diarthea - CDAD)
da dugc bao cao khi stir dung héu hét cac chat khang khuan, bao gom azithromycin, va
mirc dd nghiém trong c6 thé tir tiéu chay nhe dén viém dai trang gy tir vong. Diéu tri
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béng cac chat khang khuén s& 1am thay ddi quén thé vi sinh tu nhién ctia rudt din téi
su phét trién qua muc cuaC. difficile.

C. difficile san sinh ra doc td A va B gop phan phét trién CDAD. Céc chiing sin sinh
sidu doc té cua C. difficile lam téng ty 1€ mac bénh va tu vong, do cac tinh trang
nhidm khuén nay c6 thé s& khang thude khang sinh va c6 thé cin phai lam thu thuét
cit bo dai trang. CDAD phai duoc xem xét & tit ca cdc bénh nhan cé biéu hién tiéu
chay sau khi ding khang sinh. Can hoi k§ bénh st vi c6 béo cao CDAD xay ra sau
hon 2 thang sau khi ding cac chat khang sinh.

Suy thin

O bénh nhan suy than nang (GFR < 10 ml/phut), quan sat thiy ting 33% ndng do toan
than cua azithromycin (xem muc 4.2. Cac dic tinh dwge dong hoc).

Kéo dai khoing QT

D3 thdy tinh trang lgéo dai thdoi gian tal cuc cta co tim v‘e‘l khoang QT, gdy nguy co
loan nhip tim va xoan dinh khi ding cac macrolid, bao gom azithromycin (xem muc
9. Tac dung khéng mong mubn). Ngudi ké toa cin xem xét nguy co kéo dai khoang

QT c¢o thé géy tu vong khi can nhic nguy co va loi ich cia azithromycin cho céc
nhém ¢ nguy co cao bao gdm:

« Bénh nhan bi kéo dai khoang QT bam sinh hodc c6 tién sir mac phai.

« Bénh nhan hién dang dugc diéu tri bing cac chat ¢6 hoat tinh dugc biét ¢6 tac
dung kéo dai khoang QT nhu cac thué‘gc chong loan nhip nhom IA va nhom 11,
chat chong loan than; thudc diéu tri trdm cam; va fluoroquinolon.

o Bénh nhén bi rbi loan dién giai, dic biét trong cac trudng hop giam kali va
magnesii mau.

¢ Bénh nhan bi chdm nhip tim, loan nhip hodc suy tim trén 1am sang.
« Bénh nhan cao tudi: bénh nhén cao tudi cé thé nhay cam hon véi céc tic dung
cua thudc trén khoang QT.
Nhwge co

Di c6 bao cao vé dot cép cta cac triéu chimg nhuoc co & bénh nhan duoc diéu tri
hang azithromycin.

Lactose
Bénh nhan co van dé di truyén hiém gip vé dung nap galactose, thiéu mb@k/pp
lactase hodc hap thu glucose-galactose kém khong nén dung thudc nay.

Thoi ky mang thai

Cac nghién ciru vé sinh san trén dong vat d& duoc tién hanh & céc liéu gan véi nong
dd c6 doc tinh nhe v6i sy sinh san. Trong cac nghién cuu nay, khdng thiy c6 bang
chimg vé su gdy hai cho phoi thai cua azithromycin. Tuy nhién, khong c6 nghién ciru
ddy du va c6 kiém soat trén phu nit ¢6 thai. Vi céc nghién ctru vé sinh san trén dong
vét khong phai luén du béo duge dap ung trén nguoi, chi nén dung azithromycin
trong thoi ky mang thai néu that sy can thiét.

Thoi ky cho con ba
Azithromycin dwoc bao céo 1a bai tiét qua sita me, nhung chua c6 nghién ctu 1am

sang day du va duge kiém soat tot trén phu nit cho con b vé cac dic tinh duge dong
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hoc clia viée bai tiét azithromycin qua sita me. Can thin trong khi cho phu nit cho con
bd dung azithromycin.

Anh hwiéng 1én kha nang 14i xe va vin hanh miy moéc

Khéng cé bang chimg nio cho thiy azithromycin cé anh hudmg dén khd nang 141 xe
va van hanh may mdc ctia bénh nhan. Tuy nhién, cic téc dung khdng mong mudn nhu
chéng mit, co giat, hoa mat, budn ngu va ngét da duogce bdo cdo khi ding azithromycin
¢6 thé 1am anh hudng dén kha ning 141 xe va vin hanh méy mée.

TUONG TAC VGOI CAC THUOC KHAC VA CAC DANG TUONG TAC
KHAC

Thubc khang acid: Trong nghién ctru duge dong hoc diéu tra v& anh hudmg khi phéi
hop thudc khang acid voi azithromyein, khong tim thiy anh hudmg 1&n sinh kha dung
néi chung, mic du ndng dé dinh trong huyet tuong d4 giam khoang 24%. O bénh

nhan duoe cho ding ¢4 azithromycin va thude khang acid, khéng nén ding cing mét
[ac ca hai thudc nay.

Cetirizin: Dung phdi hop azithromycin véi cetirizin 20 mg & ngudi tinh nguyén khoé
manh trong thoi gian 5 ngay, thiy két qua bn dinh la khong co tuong tac duge dong
hoc va khong c6 thay @i mét cach ¢ ¥ nghia vé khoang QT.

Didanosin (Dideoxyinosin): Khi so sanh vél gia duge, ding cing mét loc
azithromyein 1200 mg/ngay voi didanosin 400 mg/ngay ¢ 6 beénh nhan HIV duong
tinh khéng thay ¢6 anh hudng dén durge ddng hoc & trang théi 6n dinh ciia didanosin.

Digoxin: Dung ddng thii cac khang sinh ho macrolid ké ¢4 azithromycin v&i co chét
ctia P-glycoprotein, nhu digoxin, duge bio cdo 1a lam ting ndng d6 co chit cua P-
glycoprotein trong huyét thanh. Do do, néu azithromycin va co chét cha P-
glycoprotein nhu digoxin duge ding dong thoi, can xem xét dén kha nang tang nong
dd digoxin trong huyét thanh. CAn theo d&i 1am sang, va ¢o thé ca ndng 46 digoxin

trong huyét thanh, trong sudt qua trinh diéu tr bang azithromyein va sau khi nglmg
thude.

Ciic thubc cé ngudn géc cua Iba mach (ergot): Vé mit ly thuyét, cé thé xay ra tuong
tac gifta azithromycin va céc thuoc ¢é ngudn gdc cua 1da mach (ergot) (xem muc 7.
Thén trong khi s& dung thuoc).

Zidovudin: St dung cac lidu don 1000 mg va lidu da 1200 mg hodc 600 mg
azithromycin it gay anh huong dén duoc ddng hoc trong huyét tuong hoac vige thai
trir ctia zidovudin hozic chét chuyén hod glucuronid cua né qua duong tiét niéu. Tuy/
nhién, vi€éc dung azithromycin lam ting nong d¢ cla zidovudin phosphorylat ﬁha{
chuyen hod ¢é hoat tinh 14m sang, trong céc t& bao bach cdu don nhin & méu ngogl Vi,
Y nghia l4m sang cla phat hién nay con chua rd rang, nhung c6 thd mang lai fch loi
cho b&nh nhén.

Azithromyein khong 6 tuong tic déng k& voi hé théng cytochrom P450 & gan. N6
khéng duge cho 14 cd twong tic véi thude vé duoc ddng hoc nhu di gap véi
erythromycin hodc cae macrolid khac. Véi azithromycin, khéng xudt hién hién tuong
cam (mg hay tGc ché cytochrom P450 cua gan thong qua phic hop chuyén hod
cytochrom.

Céc nghién cru duge dong hoc da duoc tién hanh gitta azithromycin voi cac thude sau
day duge biét 1& chuyén hod dang ké qua trung gian cytochrom P450.
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Atorvastatin. Dung dong thoi atorvastatin (10 mg mdi ngay) va azithromycin (500
mg mdi ngay) khong lam thay doi ndng do trong huyet tuwong cua atorvastatin (dua
trén dinh luong te ché men khir HMG CoA). Tuy nhién, di ¢6 béo cao sau khi thudc
lwu hanh vé& céc trudmg hop bi tiu co van trén bénh nhan ding ddng thoi
azithromycin va nhom statin.

Carbamazepin: Trong mot nghién ciru vé tuong tac duoc ddng hoc & nguol tmh
nguyén khoe manh, khong quan sat thay azithromycin c6 anh huong dang ké 1én ndng
d6 carbamazepin hodc céc chat chuyén hod ctia n6 trong huyét twong & bénh nhén
dang dung dong thoi azithromyein.

Cimetidin: Nghién ctru duge dong hoc diéu tra vé tac dung khi dung lidu duy nhét
cimetidin 2 gio trude khi dung azithromycin, trén dugc dong hoc cta azithromycin,
khong thay co6 thay doi vé duge ddng hoc cta azithromycin.

Thubc ubng chéng dong mdu dwong uéng nhém coumarin: Trong nghién ctru vé
tuong tac duoc dong hoc, azithromycin khong lam thay d6i tac dung chdng dong cta
lidu duy nhét 15 mg warfarin ding trén nguoi tinh nguyén khoe manh. Sau khi thude
lru hanh, da nhan duge thong bao vé tac dung chong déng tang lén sau khi dung dong
thoi azithromycin va thube ubng chéng déng mau duong ubng nhom coumarin. Méc
du quan hé nhan qua chua dugc xic ldp, cdn phai theo dbi dinh ky thoi gian
prothrombin khi khi sit dung ddng thoi azithromycin va cac thude chéng dong méu
duong ubng nhém Coumarin.

Cyclosporin. Trong nghién ciru duge dong hoc ¢ ngudi tinh nguyén khoe manh dugce
cho ding liéu azithromycin 500 mg/ngdy qua duong uéng trong 3 ngay va sau do
duoc cho dung liéu duy nhét cyclosporin 10 mg/kg qua duong udng, thay CraeVa
AUCgs tang Ién dang ke Do vay, cén than trong trude khi xem xét ding dong thoi
cac thude nay. Néu cén thiét phai dung dong thoi céc thubc nay thi ndng db
cyclosporin can duge theo doi va didu chinh lidu theo d6.

Efavirenz: Dung dong thoi 600 mg lié}l duy nhét azithromycin va 400 mg efavirenz
moi ngay trong 7 ngay khdng gy ra bat ky tuong tac duge dong hoc nao c6 y nghia
vé mat 1am sang.

Fluconazol: Dung dbng thoi lidu duy nhat 1200 mg azithromycin khong lam thay déi
cac dic tinh duge dong hoc clia lidu duy nhét 800 mg fluconazol. Téng luong thube
trong huyét twong va thoi gian ban thai cta azithromycin khong bi thay d6i khi ding
dong thoi véi fluconazol, tuy nhién, quan sat thdy c6 sw giam khong c6 ¥ nghia vé mat
l1am sang nong d¢ dinh Cax (18%) cua azithromyecin. :
Indinavir: Dung dbng thoi liéu duy nhat 1200 mg azithromycin khoéng ¢6 anh hug
¢d y nghia thong ké 1én cac dac tinh duge dong hoc cua indinavir duge cho du 0
liéu 800 mg, 3 lan moi ngay trong 5 ngay.

Methylprednisolon: Trong nghién ctiu twong tac duge dong hoc ¢ nguoi tinh nguyén
khoé manh, azithromycin khong c¢6 anh huong dang ké 1én dugc dong hoc cua
methylprednisolon.

Midazolam: O ngudi tinh nguyén khoé manh, dung ddng thoi azithromycin 500
mg/ngay trong 3 ngay khéng gdy ra nhiimg thay ddi c6 y nghia lam sang 1én céc dac
tinh dugc dong hoc va dugce luc hoc cua midazolam dung lieu duy nhat 15 mg.

Nelfinavir: Dung dong thoi azithromyein (1200 mg) va nelfinavir ¢ trang théi 6 bn dinh
(750 mg, 3 lan mdi ngay) din téi ting ndng do azithromycin. Khong quan sat thiy
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nhitng tic dung khong mong mudn ¢6 ¥ nghia 14m sang va khéng cin didu chinh lidu
dung.

Rifabutin: Ding dong thoi azithromycin va rifabutin khéng anh huong dén ndng do
trong huyét tuong clia ca hai thube.

D3 quan sat thiy giam bach cdu trung tinh & nhimg déi tuong duoc didu tri ddng thoi
bang azithromycin va rifabutin. Mac du giam bach cdu trung tinh ¢6 lién quan dén
vige st dung rifabutin, quan hé nhin qua khi ding déng thdi véi azithromycin van
chua duge x4c 1ap (xem muc 9. Tde dung khéng mong mudn).

Sildenafil: G nhiing ngudi tinh nguyén la nam giéi khoe manh binh thudng, khéng c6
bang ching vé& anh hudng coa azithromyein (500 mg, mdi ngay trong 3 ngay) lén
AUC va Cyy ctia sildenafil hodc chét chuven héa chinh cta nd trong tudn hoan.

Terfenadin: Nhimg nghién ctu duge ddng hoe da cho thiy khong cé bang chimg vé
twong tac gifta azithromycin va terfenadin. DA c6 cdc truong hop hiém gip trong d6
kha ning xay ra tuong tac nay khong thé bi loai trir hodn todn; tuy nhién khéng cé
bing chimg cu thé xay ra tuong tic nay.

Theophyllin: Khong c6 bang chimng vé trong tac duge dong hoc ¢é ¥ nghia 14m sang
giita azithromycin va theophyllin khi dung dong thoi & nguoi tinh nguyén khoé manh.

Triazolam: O 14 ngudi tinh nguyén khoé manh, viéc cho ding dbng thot
azithromyein 500 mg vao ngay 1 va 250 mg vao ngay 2 vai 0,125 mg triazolam vao
ngay 2 khong ¢6 bt kv anh huong dang ké nao 1én céc chi s& duoc dong hoc cua
triazolam so v triazolam va gia duge.

Trimethoprim/Sulfamethoxazol: Viéc cho ding ddng thoi  trimethoprim/
sulfamethoxazol (160 mg/800 mg) trong 7 ngay v6i azithromycin 1200 mg vao ngdy
7 khong gay ra bét ky su anh huong dang ké nao lén nong 46 dinh, téng luong thubce
trong tudn hoan hay viéc bal tiét qua dudng tiét niéu cua trimethoprim hay
sulfamethoxazol. Néng d6 trong huyél tuong cla azithromyein 1& tuong tr nhu duge
quan sat trong cac nghién c¢iru khac.

9, TAC DUNG KHONG MONG MUON
Azithromyein duge dung nap t6t véi tv 18 tac dung khéng mong mudn thép.

Trong eidc thir nghiém 14m sang, cde tie dung khéng mong mubn (TDKMM) sau
day da duoc bao cao:

Ri loan méu va hé bach huyét: Thinh thoang quan sat thAy cdc dot giam bach, cAu
trung tinh nhe thoang qua trong cac thi nghiém 1am sang. n X

Rbi loan tal va tai trong: Giam thinh luc (bac gdm giam kha ning nghe, diéc va/holc
U tai) da duge bao cdo & mdt sb bénh nhan duge cho ding azithromycin. Nhidu ngudi
trong sb niy ¢ lién quan dén vide sir dung kéo dai Tiéu cao azithromyein trong céc
nghién ctru didu tra. Trong cc trudmg hop duoc theo ddi tiép, phan Iém céac tac dung
nay ¢é thé héi phuc.

R&i loan tiéu héa: Budn nén, ndén, tiéu chay, phin long, bung kho chiu
{dau/co that), va diy hot.

Réi Joan gan mat: Chire niing gan bit thudmg.

Réi loan da va md dudi da: Céce phan tng di ting bao gdbm phat ban va phu mach.
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10,

Cac tac dung khdng mong mudn sau ddv 43 duoc bdo cdo c¢d lién quan dén cac thu
nehiém ldm sane dicu tri va du phong DMAC:

Céc thc dung khdng mong muébn thudng gip nhét (>5% trong bt ky nhém didu tri
nao) & cac bénh nhan nhiém 111V cho ding azithromycin dé du phong DMAC 14 tidu
chay, dau bung, budn ndn, phén long, ddy hoi, ndn, khé tiéu, phat ban, ngira, dau dau,
va dau khop.

Khi azithromycin 600 mg duge cho dung hang ngay dé diéu tri nhidm DMAC trong
thod gian dai, cdéc TDKMM lién quan dén didu tri duoc bao céo thudng xuyén nhit 1a
dau bung, bubn ndn, ndn, tiéu chay, diy hoi, dau dau, thi lirc bat thudmg, va suy giam
thinh luc.

Sau khi lwu hanh thube, cde TDKMM bd sung sau day da duge bio cdo:

Nhiém trong va nhi€m kv sinh trung: Bénh nam Candida va viém 4m dao.

&1 loan mau va hé bach huvét: Giam tiéu cau.

R&i loan hé mién dich: Phan Gng phan vé (hiém khi tr vong) (xem muc 7. Thén
trong khi sit dung thuoe).

R&1 loan chuveén hoa va dinh dudng: Chan an.

Rbi loan tam than: Trang thai hung hing, cing thing, qué khich, va lo du.

Roi loan hé than kinh: Chéng mit, co giat, nhirc ddu, ting van dng, giam cam giac,
di cam, ngt ga, va ngdt. Hiém cé bdo cdo vé thay do1 va/hoac mat vi gidc/khiru giac.

Réi loan tai va tai trong: Diée, U tai, giam thinh luc, chéng mit.

Réi loan tim mach: Danh tréng nguc va loan nhip tim bao gom nhip nhanh that da
duge thdong bao. Hiém cd bdo cdo vé kéo dai khoang QT va xodn dinh (xem muc 7.
Thin trong khi sit dung thuoc).

R&i loan mach mau: Ha huyét 4p.

R6i loan tiéu héa: Nén/tiéu chay (hiém khi ddn dén mat nurée), kho tidu, tao bén, viém
dai trdng gia mac, viém tuy, va bdo cdo v€ thay doi mau sdc ludi (hiém gip).

Roi loan gan mat: Viém gan va vang da do tac mét da duge bao cdo, cling nhu hiem
cé bdo cdo vé hoal t gan va suy gan, ma hiém khi dan dén tor vong (xem muc 7.
Than trong khi sit dyng thudc, Nhiém déc gan).

R&i loan da va md dudi da: Cac phan mg di ing bao gbm ngira, phat ban, nhay cam;/
vOi énh sang, pho, mé day, va pht mach. Hiém cé bdo céo vé cac phan img da nghlem
trong bao gém hong ban da dang, ngoai ban mun mu toan than cép tinh (A(JBP)
chitng Stevens— J ohnson (SJS), va hoai tir biéu bi nhiém ddc (TEN) va phan tmg\tk

gy 1iang bach céu 4l tean ua eosin va triéu chimg toan than (DRESS).

R&1 loan co xuong va mdo lien két: Dau khap.

R&i loan thin va tiét nidu: Viém thén k& va suy thén cap.

R01 loan chung: Suy nhuoc, mét moi, kho chiu.

QUA LIEU VA PIEU TR

Céac thc dung khéng mong mudn khi ding véi lidu cao hon lidu khuyén cao cling
tuwong tu nhur khi ding véi lidu binh thuong. Trong trudmg h(‘Ip qua lidu, cac bién phap
diédu tri triéu chimg va hd (rg chung duoc chi dinh theo yéu ciu.
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11. CANH BAO VA THAN TRONG PAC BIET KHI DUNG THUOC
Nén nubt ca vién.

12.  PIEU KIEN BAO QUAN, HAN DUNG
Khéng bao quan ¢ nhiét do trén 30°C.
Han dung

36 thang ké tir ngy san xuit.

13.  TEN, PIA CHI, LOGO (NEU CO) CUA NHA SAN XUAT

Nha sin xuit: HAUPT PHARMA LATINA S.R.L, Borgo San Michele ggz %
Km. 47,600 - 04100 Latina (LT), Italy.

® Nhin hiéu di dang ky

LPD date: 05 Apr 2017
Reference CDS date: 21 Mar 2017

TUQ.CUC TRUUNG
PTRUGNG PHONG

9 ham Ghi Vin Hanh
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