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CANH BAO PAC BIET

Thubc ban theo don.

DPoc k§ hudng dan st dung tredc khi dung.

Thoéng bado ngay cho bac sT hodc dirgc st nhirng tac dung khdéng mong mudn gap phai
khi s&r dung thudc.

Pe xa

tam tay tré em.

TEN SAN PHAM
ZITROMAX®

THANH PHAN VA HAM LUONG

Hoat chdt: M6i vién nén bao phim chita 524,11 mg Azithromycin dihydrat twong
dwong 500 mg azithromycin .

Danh muc ta duoc

Vién nén chira tinh bot tién gelatin hoa, calci phosphat dibasic khan, natri
croscarmellose, magnesi stearat va natri lauryl sulfat. Phan bao phim chia
hydroxypropyl methylcellulose, lactose, triacetin, titan dioxid.

DANG BAO CHE

Vién nén bao phim.

PAC TINH buoc LUWC HOC VA Duoc DONG HOC
Pac tinh dwoc luc hoc

Nhom duoc ly Iam sang: Macrolid, md@ ATC JO1FA.

Co ché tac dung:

Azithromycin la thu6c dau tién cta phan nhom cac khang sinh macrolid, ante /biét
dén nhuw fé.céc azalid, va khac vé mat hoa hoc vai erythromycin, V& mat hda ngc né
duoc tao thanh bang cach dinh mdt nguyén tl nito vao vong lacton cda erythromycin
A. Tén hda hoc cla azithromycin la 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin
A. Trong lvgng phan ti 1a 749,0.

Azithromycin gén véi rRNA 23s cda tiéu don vi ribosom 50S. N6 ngan chan su téng
hop protein bang céch (rc ché bwdc chuyén peptid/chuyén vi cta quéa trinh téng hop
protein va trc ché sw gén két cla tiéu don vi ribosom 508S.

Dién sinh ly tim:
Viéc kéo dai khoang QTc duoc nghién clru trong mot thir nghiém song song, ngau
nhién, d6i chirng véi gid dwgc & 116 d6i lugng khde manh da dung chloroquin (1000

mg) don doc hodc két hgp véi azithromycin (500 mg, 1000 mg va 1500 mg ngay mot
lan). Khi st dung dong thoi véi azithromycin, sy tdng khoang QTc phu thudc vao liéu
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Tiéu chuan CLSI - dién giai do nhay cam theo phuong phéap pha lodng

Vi khuan Nhay cdm Trung gian Khang thudc

lvong va néng dd. So voi viéc dung don doc chloroquin, QTcF tdng véi mic trung
binh t6i da (gi¢i han trén clia khodng tin cay 95%) la 5 (10) mill giay, 7 (12) mill giay
va 9 (14) mill giay khi st dung dong thoi azithromycin & cac mc lan lwvgt 1a 500 mg,
1000 mg va 1500 mg.

Co ché khang thudc:

Hai co ché khang thudc ph6 bién nhdt da gdap v6i nhém macrolid, bao gém
azithromycin, 1a Iam bién ddi dich tdc dung (phd bién nhét Ia methyl héa rRNA 23S)
va bom téng thudc ch dong. Su dién ra clia cac co ché nay thay ddi theo loai va trong
cung mot loai, tan sudt khang thudc thay doi theo vi tri dia ly.

Sw bién d6i ribosom quan trong nhét quyét dinh viéc giam gan két macrolid Ia
dimethyl hoa (N6) sau dich ma cia adenin tai nucleotid A2058 (hé thong danh s6
Escherichia coli) ctia rRNA 23S bdng cac methylase dwgc ma hoa bdi gen erm
(erythromycin /ibosom methylase). Bién ddi ribosom thwong quyét dinh sy khéang
chéo (ki€u hinh MLSb) véi cac nhom khang sinh khac cé cung vi tri lién két ribosom
v@i macrolid: cac lincosamid (bao goém clindamycin), va cac streptogramin B (vi du
nhw thanh phan quinupristin cla quinupristin/dalfopristin). Cac gen erm khac nhau cé
mat & cac loai vi khudn khac nhau, dac biét la streptococci va staphylococci. Tinh
nhay cam véi macrolid ciing cé thé bi anh hwdng béi sw dot bién it gap hon trén cac
nucleotid A2058 va A2059 va tai mot s6 vi tri khac cila rRNA 23S, hodc trén protein
ribosom tiéu don vi Ién L4 va L22.

Co ché bom téng thudc gip & mot s& lodi, bao gdm cé vi khudn Gram am, chang han
nhv Haemophilus influenzae (khi d6 nong do Gc ché tdi thiéu [MIC] c6 thé tang cao
hon) va staphylococci. O streptococci va enterococci, bom téng thudc chii dong nhan
dién macrolid vong 14 va 15 (bao gom twong tng la erythromycin va azithromycin)
dugc ma hoa bang cac gen mef(A).

Phwong phap xac dinh d6 nhay cam in vitro cta vi khudn véi azithromycin

Can tién hanh kiém tra dd nhay cam bang cac phuong phap chudn trong phong thi
nghiém nhuv cac phwong phap mo ta trong Vién Tiéu chuan Lam sang va Kiém
nghiém (CLSI). Cac phwong phap nay bao gom phuong phap pha lodng (xac dinh
MIC) va phuong phap tht d6 nhay cam trén dia. Ca CLSI va Uy ban Chau Au vé
kiém tra d® nhay cdm khang khudn (EUCAST) déu cung cdp chuén dién giai chd\$\c
phuong phap nay.

Duva trén mot sd nghién ctru, khuyén céo tién hanh kiém tra hoat tinh azithromycin in
vitro trong moi truong khong khi thuong dé dam bao pH sinh Iy clia moi truong nudi
cdy. Tang nong dé6 CO2, nhu thwong dwoc dung véi streptococci va vi khuan ky khi va
ddi khi dwgc dung cho céc loai khac, lam gidm pH cua mdi trvong. Diéu nay lam tang
tdc dung bat loi trén hoat lyc biéu kién cua azithromycin nhiéu hon so véi cac
macrolid khéc.

Céc diém gian doan d6 nhay cam CLSI, dva trén ca tht nghiém vi pha lodng canh
thang va khuéch tan trén thach, u trong moi truong khong khi thuong, dwgc ghi trong
bang dudi day:

MIC vi pha lodng (mg/L)
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Céc chang Haemophilus <4 -
Moraxella catarrhalis <0,25 - b
Neisseria meningitidis <2 -
Staphylococcus aureus <2 4 > 8
Streptococcia <0,5 1 >2

aBao gbm Streptococcus pneitmoniae, streptococci tan huyét nhdm p va viridans streptococci.

bHién chwa c6 di¥ liéu vé ching khang thudc nén khong xac 1ap bat ky tiéu chudn nao ngoai do nhay cdm. Neu ching
c6 két qua MIC ngoai do nhay cam, can lam thém xét nghiém & phong thi nghiém khéac,

U trong moi treong khdng khi thuong.

CLSI = Vién Tiéu chudn Lam sang va Kiém nghiém; MIC = Nong db (rc ché ti thiéu.

Nguodn: CLSI, 2012. CLSI, 2010.

C6 thé xac dinh do nhay cam bang phuong phap khuéch tan dia, bang cach do duong
kinh vung (¢ ché sau khi G trong mdi truong khéng khi thwong. Céac dia do dd nhay
cdm chira 15 pg azithromycin. Chudn dién giai v&i ving (¢ ché, do CLSI thiét lap
trén co s& moi twong quan véi phan loai mic dé nhay cAm dua trén MIC duoc liét ké
trong bang du¢i day.

Budng kinh vung Gc ché trén dia (mm)

Vi khuan Nhay cam Trung gian Khang thudc
Cac ching Haemophilus > 12 - -
Moraxella catarrhalis >26 - -
Neisseria meningitidis >20 - -
Staphylococcus aureus >18 14- 17 <13
Streptococcia >18 14- 17 <13

U trong moi truong khdng khi thuong.
CLSI = Vién Tiéu chudn Lam sang va Kiém nghiém; mm = Millimét.
Nguon: CL.SI. 2012. ('LSI. 20H).

Can kiém dinh tinh chinh xac cla ca phuvong phéap dia khuéch tan va phuong phéap pha
lodng bang chling kiém soat chat luong (QC), theo hudng dan clia CLSI. Céac gidi han
chap nhan dugc khi thit nghiém azithromycin vé&i cac vi khuan nay duoc liét ke\trorw/
bang duéi day. I 'V

Khoang IGém soat chét lwgng cho thir nghiém dd nhay cam voi azithromycin (CLSI)
MIC vi pha lodng canh thang

Vi khuan Khodng Idem soat chat lwgng (mg/L azithromycin)
Haemophilus influenzae ATCC 49247 1- 4
Staphylococcus aureus ATCC 29213 0,5-2

Streptococcus pneumoniae ATCC 49619 0,06 - 0,25
Budng kinh vung Gc ché trén dia (dia 15 ug)

Vi khuan Khoang kiém soat chat lwgng (mm)
Haemophilus influenzae ATCC 49247 13-21
Staphylococcus aureus ATCC 25923 21 -26

Streptococcus pneumoniae ATCC 49619 19-25

U trong khong khi thuong.

CLSI = Vién Tiéu chudn Lam sang va Kiém nghiém; MIC = N&ng do (¢ ché t6i thiéu; mm = Millimét.
Nguén: CLSI, 2012.
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0y ban Chau Au vé thir dd nhay cam khang khudn (EUCAST) ciing d4 thiét 1ap duoc
cac diém gian doan do nhay cam cho azithromycin duwa trén viéc xac dinh MIC.
Chuén nhay cam EUCAST duoc liét ké trong bang bén duéi.

Céc diém gian doan nhay cdm EUCAST cho azithromycin

MIC (mg/L)
Nhay cdm Khang thudc
Cac ching Staphylococcus <1 >2
Streptococcus pneumoniae <0,25 >0,5
Streptococci tan huyét nhom R a <0,25 >0,5
Haemophilus influenzae <0,12 >4
Moraxella catarrhalis <0,25 >0,5
Neisseria gonorrhoeae <0,25 >0,5

aBao gom nhém A, B, C, G.

EUCAST = Gy ban chau Au vé thir d6 nhay cam khang khuén; MIC = Ndng do Gc ché t6i thiéu.
Ngudn: EUCAST website.

Bang diém gian doan 1am sang clia EUCAST, phién ban 2.0, cé gia tri ké tir ngay 01-01-2012

Phd khéng khuan:

Ty 1é bi khang thu6c méc phai co thé thay d6i theo vung dia ly va theo thoi gian voi
nhirng loai cu thé va can co thong tin tai dia phwong vé mirc do khang thudc, dac biét
khi digu tri nhirng treong hop nhiém khudn nang. Khi can thiét, nén tham khao y kién
chuyén gia vé ty 18 khang thudc tai dia phwong khi gip nhitng treong hop nhiém
khuan c6 nghi van vé hiéu qua khang khuan cla thudc.

Azithromycin c¢6 bi khang chéo véi cac ching phan lap Gram duwong khang
erythromycin. Nhw da néi & trén, mot s6 bién doi ribosom nhét dinh gay khang chéo
v@i cac nhom khang sinh cé chung vi tri lién két ribosom nhu: cac lincosamid (bao
gdm clindamycin), va cac streptogramin B (bao gom, vi du nhuv thanh phan
quinupristin c@a quinupristin/dalfopristin). Ba thdy sy gidam tinh nhay cam cla
macrolid theo thdi gian & Streptococcus pneumoniae va Staphylococcus aiAn/s, va
cling dwoc quan sat thdy 6 viridans streptococci va & Streptococcus agalactia}.

Céc vi khuan thuong nhay cam véi azithromycin bao gom:

Yi khudn Gram duong ky khi khéng bét budc va hiéu khi (cac ching phan lap nhay
cam vG&i erythromycin): S. aureus, Streptococcus agalactiae*, S. pneumoniae*,
Streptococcus pyogenes*, streptococci tan huyét nhém R khac (Nhém C, F, G), va
Streptococci viridans. Céac chung phan lap khang macrolid twong doi pho bién & vi
khudn Gram dwong ky khi khong bat budc va vi khudn hiéu khi, dac biét 1a S. aureus
khang methicillin (MRSA) va S. pneumoniae khang penicillin (PRSP).

Vi khudn Gram am ky khi khéng bat budc va hiéu khi: Bordetella pertussis,
Campylobacter jejuni, Haemophilus ducreyi*, Haemophilus influenzae*,
Haemophilus parainfluenzae*, Legionella pneumophila, Moraxella catarrhalis*, va
Neisseria gonorrhoecte*. Loai Pseudomonas va hau hét Enterobacteriaceae von da
khang azithromycin, mic du azithromycin d4 dugc dung dé diéu tri nhiém Salmonella
enterica.

Vi khuan ky khi: Clostridium perfringens, Peptostreptococcus Spp. va Prevotella
bivia.
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4.2.

Céac vi khuan khac: Borrelia burgdorferi, Chlamydia trachomatis, Chlamydophila
pneumoniae*, Mycoplasma pneumoniae*, Treponema pallidum, va Ureaplasma
urealyticum.

Nhiém khudn co hdi di kém vé&i nhiém HIV: MAC*, va c4c vi sinh vat nhan chuén
Pneumocystisjirovecii va Toxoplasma gondii.

*Hiéu qua cla azithromycin ddi véi cac loai ké trén dd dwoc chirng minh trong thir
nghiém lam sang.

Céac dac tinh duoc déng hoc
Hap thu

Sau khi dung qua dwong uéng trén nguoi, azithromycin dwoc phan bé rong khap co
thé; sinh kha dung xap xi 37%. Thudc dat dugc ndng d6 dinh trong huyét tuong sau 2-
3 gio.

Phan bb

Trong cac nghién clru trén ddong vat, quan sat thdy néng doé cao cla azithromycin
trong cac dai thwc bao. O méd hinh thuc nghiém, ndng do cla azithromycin duoc giai
phong trong giai doan thyc bao hoat dong cao hon la & giai doan té bao thuc bao chua
dugc kich thich. O cac md hinh trén dong vat, tinh trang nay dan dén ndng dd cao cla
azithromycin dugc dwa dén vi tri nhiém khuén.

Céac nghién ctru vé duoc dong hoc & ngudi da cho thdy rang ndng do cla azithromycin
& mo cao hon dang ké so véi trong huyét twong (Ién dén 50 lan ndng do toi da quan
sat dwoc trong huyét tvong), diéu nay cho thdy thudc c6 do gan két cao véi mo. Nong
ddé thuéc & cac mo dich nhw phoi, amidan va tuyén tién liét vwgt qua MICdoi voi
hau hét cac tdc nhan gay bénh sau khi dung liéu duy nhéat 500 mg.

Sau khi uéng liéu hang ngay 600 mg azithromycin, ndng dd dinh trong huyét tvong
(Cmex) lan lwot 1a 0,33 pg/ml va 0,55 pg/ml & Ngay 1va Ngay 22. Néng dd dinh trung
binh quan sat dwoc & bach cau, vi tri chi yéu nhiém MAC lan tda, 1a 252tpglml (=
49%) va duy tri trén 146 pg/ml (+ 33%) trong 24 gio & trang thai ndng dd on dinh.

Chuyén héa

Phan 16n azithromycin ¢ mat trong co thé thai trlr qua mat & dang khdng chuyén hoa.
Hién chuwa c6 nghién ctru in vitro va in vivo danh gia chuyén hoa cla azithromycin
duoc thuc hién.

Thai trr

Thoi gian ban thai trong huyét tvong lién quan chat ché véi thoi gian ban thai & mo,
khodng tlr 2 dén 4 ngay. Khoang 12% liéu dung sau khi tiém tinh mach duoc thai trir
qua dudng tiét niéu dwdi dang khong chuyén hoéa trong vong 3 ngay, phan Ién trong
24 gi0o dau tién. Buong thai trlr qua mat la duong thai trlr chd yéu cla azithromycin
déi véi dang thudc chuwa bién ddi sau khi dung qua dwong udng. Ba tim thdy trong
mat nguwoi, ndng do rat cao thudc chua chuyén héa cung véi 10 chat chuyén hod, duoc
tao thanh qua phan ¢ng khit methyl & N- va 0-, hydroxyl hoa cac vong desosamin va
aglycon, va si phan tach chat hén két cladinose. So sanh gita dinh lvong bang séc ky
long hiéu ning cao va dinh lugng bang phuong phéap vi sinh trén cac md cho thdy
rang cac chét chuyén hoa khong co vai tro gi trong hoat tinh vi sinh clia azithromycin.

Dwoc dong hoc 6’nhém bénh nhan 3ac biét
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Nguoi cao tudi

O nguoi tinh nguyén cao tudi (>65 tudi), sau 5 ngay dung thudc, gia tri AUC hoi cao
hon so v&i & nguoi tinh nguyén tré tudi (<40 tudi), nhung khong c6 y nghfa vé mat
lam sang, do d6 khdng can phai diéu chinh liéu.

Suy thén

Céc dac tinh dwgc dong hoc cua azithromycin & cac ddi twong suy than mic dd tir nhe
dén vira (GFR 10-80 ml/phat) khong bi &nh hwédng sau khi dung lieu duy nhat 1 g
azithromycin giai phong ngay. D& quan sat thdy su khac biét c6 y nghia thdng ké vé
dién tich dwéi duong cong AUCo-120 (8,8 pg-gio/ml so véi 11,7 pg-gio/ml), ndbng dd
dinh Qvex (1,0 %ig/ml so véi 1,6 pg/ml) va do thanh thai CLr (2,3 ml/phat/kg so voi
0,2 ml/phut/kg) gitta nhom bi suy than néng (GFR < 10 ml/phat) va nhém c6 chirc
nang than binh thuong.

Suy gan

Khoéng co su thay doi dang ké vé dwgc dong hoc trong huyét twong cla azithromycin
& nhitng nguoi bi suy gan tr mirc dd nhe (nhém A) dén trung binh (nhém B) so voi
ngudi co chirc nang gan binh thwong. Lwong azithromycin tim thdy trong nwéc tiéu
cla nhitng bénh nhan nay cé tang Ién, c6 I€ la dé bu vao sy giam dd thanh thai qua
gan.

D liéu an toan tién lam sang

Da quan sat thdy tang phospholipid (tich IGy phospholipid trong té bao) & nhiéu moé
(vi du mat, hach ré sau, gan, tGi mat, than, lach, va/ho&c tuy) cla chudt nhat, chudt
cdng va ché duoc dung azithromycin liéu da. Tang phospholipid cling quan sat thay &
cac md cla chudt céng va ché mai sinh véi mic do tvong ty. Tac dung nay cé thé hoi
phuc sau khi dirng diéu tri bang azithromycin. Sy lién hé gitta cac phat hién trén d6i
v@i dong vat va v@i con nguei chwa dwgce xac dinh.

Trong cac nghién cru vé kha nang sinh san dugc ti€én hanh & chudt cng, giai
mang thai da dwgc ghi nhan sau khi dung azithromycin. M6i lién quan cda ph
nay trén ngwdi van chwa xac dinh duoc.

QUY CACH BONG GOl

Hop 1vi x 3 vién nén bao phim

CHIi BDINH PIEU TRI, LIEU DUNG VA CACH DUNG, CHONG CHIi BINH
Chi dinh diéu tri

Azithromycin dwgc chi dinh dé diéu tri cac trwdng hop nhiém khudn gay ra boi vi
khudn nhay cam; trong nhiém khuadn dwdng hd hdp dwdi bao gom viém phé quan va
viém phéi, trong nhiém khudn rang miéng, trong nhiém khuan da va mé mém, trong
viém tai gilra cp tinh va trong nhiém khudn duong ho hép trén bao gom viém xoang,
viém hau hong/viém amidan. (Penicillin la thu6c thuong dwgc Iya chon trong diéu tri
viém hau hong do Streptococcus pyogenes, bao gdm ca dy phong s6t do thap khép.
Azithromycin néi chung cé hiéu qua diét streptococci trong viém hau hong, mac du
di liéu chrng minh cho hiéu qué cla azithromycin va sy ngan ngwra sét do thap khép
sau do hién tai van chua co).

Trong nhitng bénh lay truyén qua duong tinh duc & nam va nit, azithomycin dugc chi
dinh dé dieu tri nhiém khudn co quan sinh duc khong bién chirng do Chlamydia
trachomatis. N6 con duoc chi dinh diéu tri bénh ha cam (chancroid) do Haemophilus
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ducreyi, va nhiém khudn co quan sinh duc khéng bién chirng do Neisseria
gonorrhoeae khong da khang; khong chi dinh digu tri nhiém khudn dong thoi voi
Treponemapallidum.

C6 thé dung don doc azithromycin hodc cing véi rifabutin dé phong nhiém
Mycobacterium avium-intracellidare complex (MAC), la tinh trang nhiém khudn co
hoi thwdng gip & nhitng bénh nhan nhiém virus gay suy giam mién dich & nguoi
(HIV) giai doan tién trién.

Chi dinh dung phéi hop azithromycin véi ethambutol dé diéu tri nhiém MAC lan tda
(DMAC) & bénh nhan nhiém HIV giai doan tién trién.

Liéu dung va cach dung

Azithromycin dwgc udng mot liéu duy nhat trong ngay. Thoi gian ding thudc dé diéu
tri nhiém khudn duoc trinh bay dudi day. C6 thé ubng azithromycin vién nén cing
hoac khong cung véi thirc an.

Ngudi lén: De diéu tri nhitng bénh lay truyén qua duong tinh duc gay ra béi
Chlamydia trachomatis, Haemophilus ducreyi, uéng lieu duy nhat 1000 mg. V@i
Neisseria gonorrhoeae nhay cadm, lieu khuyén cao la 1000 mg hoac 2000 mg
azithromycin dung déng thoi voi 250 hodc 500 mg ceitriaxon theo cac huéng dan
diéu tri 1am sang. DG6i véi bénh nhan di 4ng véi penicillin va/hoac cephalosporin,
nguoi ké toa can tham khéo céc hwéng dan diéu tri.

Pe duv phong nhiém MAC & bénh nhan nhiém virus gay suy gidm mién dich & nguoi
(HIV), dung litu 1200 mg moi tuan mot lan.

Dé diéu tri nhiem DMAC & bénh nhan nhiém HIV tién trién, nén dung lidu 600 mg,
ngay mot lan. Nén dung phdi hop azithromycin véi cac chat chéng mycobacterium
khac c6 hoat tinh chéng MAC in vitro, nhv ethambutol véi lieu da dwoc chap thuan.
V@i cac chi dinh khac ma c6 thé dung thudc qua duong udng, dung liéu tong cong la
1500 mg, chia lam 3 ngay, moi ngay 500 mg. C6 thé thay thé bang cach véi tong ligu
nhw vdy nhung dung trong 5 ngay, 500 mg trong Ngay 1, sau d6 la 250 mg/my/M
Ngay 2 dén Ngay 5.

Tré em: Téng liéu toi da dugc khuyén cao cho bat Ky diéu tri ndo trén tré em la 15(jp|

mg- Lj
Ca?kg;"”g Pot tri lidu 3 ngay Put tri liéu 5 ngay
>45 Dung lieu nhv ngudi l6n. Dung liéu nhv ngud'i Ién.

Chi dung vién nén azithromycin cho tré em cén nang trén 45 leg.

Nguwdi cao tudi: Dung lidu giéng nhu ngudi 16n. Bénh nhan cao tudi cd thé dé bi loan
nhip xodn dinh hon so véi bénh nhan tré hon (xem muc 7. Than trong khi st dung
thudc).

Bénh nhan suy than: Khéng can diéu chinh liéu cho bénh nhan suy than nhe dén trung
binh (GFR 10-80 mL/phat). Than trong khi dung azithromycin cho bénh nhan suy
than nang (GFR < 10 ml/phat) (xem muc 7. Than trong khi st dung thuéc va muc
4.2. Céac dac tinh dugc ddong hoc).
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Bénh nhan suy gan: Bénh nhan suy gan tir mic d6 nhe dén trung binh dwgc st dung
lieu gi6éng nhu d6i voi bénh nhan cé chirc nang gan binh thwdong (xem muc 7. Than
trong khi str dung thudc).

Chdng chi dinh

Chéng chi dinh cho bénh nhan qua man véi azithromycin, erythromycin, voi bat ky
khang sinh nao thudc ho macrolid hay ketolid, hoac véi bat ky ta dwgc nao dwoc liét
ké trong muc 2. Thanh phan va ham lvgng - Banh sach ta duoc.

THAN TRONG KHI s&* DUNG
Qué man

Ciling nhv véi erythromycin va cac macrolid khac, da c6 bao cdo vé cac phan tng di
img nghiém trong hiém gap, bao gom phu mach va s6c phan vé (hiém khi t&r vong), va
cac phan rng trén da bao gdbm ngoai ban mun mua toan than cdp tinh (AGEP), hoi
chitng Stevens Johnson (SJS), va hoai ti biéu bi nhiém doc (TEN) (hiém khi t& vong)
va phan &ng thubéc gay tdng bach cau ai toan wa eosin va triéu ching toan than
(DRESS). M6t vai phan &ng veéi azithromycin nay da gay ra nhitng triéu chirng tai
phat va can phai duoc theo dbi va diéu tri lau hon.

Neu bi phdn &ng di &ng, can nglrtng ngay thu6c va dung liéu phap diéu tri phu hop.
Béc sT can hiét cac phan Ung di (ng cd thé xudt hién lai khi dd ngung diéu tri triéu
ching.

Nhiém doc gan

Vi gan la duong thdi trir chinh cda azithromycin, nén viéc st dung azithromycin can
phai than trong & bénh nhan méc bénh gan ning.

D4 c6 bao céo vé chic ning gan bat thwdng, viém gan, vang da do tic mat, hoai ti
gan va suy gan, mot s trwdng hop nay da dan dén tir vong. Khi thdy c6 cac dau hiéu
va triéu chirng viém gan, phai ngimg dung azithromycin ngay lap ttc.

Hep mo6n vi phi dai &’tré nhé

Trong qua trinh theo déi viéc st dung azithromycin trén tré so sinh (dung thudc dén
42 ngay tudi), da co bao céo veé trudng hop mac hep mon vi phi dai & tré nhd. Cha fhe

va nguoi trong tré can duoc hwéng dan théng bao ngay cho bac sy néu tré ndn ndic
cau gat khi cho an.

Thudc c6 ngudn gbc cua I6a mach (ergot)

O bénh nhan dang dung thudc c6 ngudn gbc cwa 16a mach (ergot), kha nang bi ngd
doc ergotin sé tang 1én khi dung phdi hgp véi cac khang sinh ho macrolid. Khéng c6
dir liéu vé kha nang tuvong tac gitra cua 16a mach (ergot) va azithromycin. Tuy nhién,
vé mat ly thuyét c6 thé xay ra ngd doc ergotin, do dé khéng nén dung phdi hop cac
thudc c6 ngudn goc cuwa I6a mach (ergot) véi azithromycin.

Boi nhiém

Cling nhuv véi bat ky ché pham khang sinh nao, can phai quan sat cac dau hiéu boi
nhiém cda vi sinh vat khéng nhay cam, bao gdm ca& nam.

Tiéu chay do Clostridium difficile

Tiéu chady do Clostridium difficile (Clostridium difficile associated diarrhea - CDAD)
da duoc bao céo khi sir dung hau hét cac chat khang khuén, bao gdom azithromycin, va
mic do nghiém trong cd thé tlr tiéu chay nhe dén viém dai trang gay tir vong. Diéu tri
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bang cac chat khang khuén sé 1am thay d6i quan thé vi sinh tw nhién cla rudt dan toi
si phat trién qua mirc ctaC, difficile.

C. difficile san sinh ra doc t6 A va B gop phan phat trién CDAD. Céac chling san sinh
siéu doc t6 cda c. difficile 1am tang ty 18 méc bénh va tl vong, do cé4c tinh trang
nhiém khudn nay co6 thé s& khang thubc khang sinh va c6 thé can phai 1am thi thuat
cat bo dai trang. CDAD phai dwoc xem xét & tdt cA cac bénh nhan c6 biéu hién tiéu
chady sau khi dung khang sinh, can héi k§ bénh st vi c6 bdo cdo CDAD xay ra sau
hon 2 thang sau khi dung cac chét khang sinh.

Suy than

O bénh nhan suy than ning (GFR <10 ml/phdt), quan sét thdy ting 33% nong dd toan
than cda azithromycin (xem muc 4.2. Cac dac tinh dwgc dong hoc).

Kéo dai khodng QT

ba thay tinh trang kéo dai thoi gian tai cuc cta co tim va khoang QT, gay nguy co
loan nhip tim va xodn dinh khi dung cac macrolid, bao gdm azithromycin (xem muc
9. Tac dung khéng mong mudn). Ngu i ké toa can xem xét nguy co kéo dai khoadng
QT c6 thé gay tir vong khi can nhic nguy co va loi ich cla azithromycin cho céc
nhém cé nguy co cao bao gom:

0 Beénh nhan bi kéo dai khoang QT bdm sinh hoic c6 tién sir mac phai.

o Bénh nhan hién dang duoc diéu tri bang cac chat co hoat tinh dwoc biét co tac
dung kéo dai khodng QT nhuw cac thudc chong loan nhip nhém IA va nhém IlI;
chat chong loan than; thu6c diéu tri tram cam; va fluoroquinolon.

Bénh nhan bi réi loan dién giai, dac biét trong cac truong hop gidm kali va
magnesii mau.

* Bénh nhén bi chdm nhip tim, loan nhip hodc suy tim trén Iam sang.
« Bénh nhan cao tubi: bénh nhan cao tudi cé thé nhay cdm hon véi céac tac dung
cla thudc trén khoang QT.
Nhuwoc co
Dé c6 bao cdo vé dat cdp cla cac triéu chirng nhwge co & bénh nhan dugc
bang azithromycin.
Lactose
Bénh nhan c6 van dé di truyén hiém gdp vé dung nap galactose, thiéu men Lapp
lactase hodc hédp thu glucose-galactose kém khoéng nén dung thuéc nay.
Thoi ky mang thai

Cac nghién ctru vé sinh san trén dong vat dd duoc tién hanh & cac liéu gan véi ndng
dd co doc tinh nhe v&i sy sinh san. Trong cac nghién ctu nay, khong thdy cd bang
chirng vé sv gay hai cho phdi thai cta azithromycin. Tuy nhién, khéng c6 nghién ctru
day di va co6 kiém soat trén phu ni¥ c6 thai. Vi cac nghién ctru vé sinh san trén dong
vat khong phai lubn duv bao dugc dap (ng trén nguei, chi nén dung azithromycin
trong thoi ky mang thai néu that sy can thiét.

Thoi ky cho con bua

Azithromycin dugc bao cédo la bai ti€t qua sita me, nhung chwa c6 nghién ctu lam
sang day dd va dwgc kiém soat tot trén phu ni* cho con bl vé cac dac tinh dugc dong
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hoc cla viéc bai ti€t azithromycin qua sita me. can than trong khi cho phu ni* cho con
ba dung azithromycin.

Anh huéng 1én kha nang lai xe va van hanh may moc

Khéng c6 bang ching nao cho thdy azithromycin c¢d anh hudng dén kha nang lai xe
va van hanh may méc cuta bénh nhan. Tuy nhién, cac tdc dung khéng mong muén nhuw
chong mat, co giat, hoa mat, budn ngl va ngét da dwoc bao céo khi dung azithromycin
co thé lam &anh hudng dén kha nang lai xe va van hanh may moc.

TUONG TAC VOl CAC THUOC KHAC VA CAC DANG TUONG TAC
KHAC

Thudc khang acid: Trong nghién ctu duoc déng hoc diéu tra vé anh hwdng khi phoi
hop thu6c khang acid véi azithromycin, khéng tim thdy anh huéng Ién sinh kha dung
n6i chung, mac du néng dd dinh trong huyét tuemg da giam khoang 24%. O bénh
nhan dugc cho dung ca azithromycin va thu6c khang acid, khéng nén dung cung mot
lic c& hai thubc nay.

Cetirizin: Dung ph6i hgp azithromycin voi cetirizin 20 mg & nguoi tinh nguyén khoé
manh trong thoi gian 5 ngay, thady két qua on dinh la khéng c6 tuvong tdc dwgc dong
hoc va khéng c6 thay doi mot cach c6 y nghia vé khoang QT.

Didanosin (Dideoxyinosin): Khi so sanh véi gid dwoc, dung cung mot ldc
azithromycin 1200 mg/ngay voi didanosin 400 mg/ngay ¢ 6 bénh nhan HIV duwong
tinh khong thdy c6 anh hwdang dén dugc dong hoc & trang thai 6n dinh cla didanosin.

Digoxin: Dung dong thoi cac khang sinh ho macrolid ké ca azithromycin véi co chat
cla P -glycoprotein, nhv digoxin, dwgc bao céo la lam tang néng dd co chét cda P-
glycoprotein trong huyét thanh. Do d6, néu azithromycin va co chat cua P-
glycoprotein nhu digoxin dwoc dung déng thoi, can xem xét dén kha nang tang ndng
dd digoxin trong huyét thanh, can theo d&i Iam sang, va cé thé ca néng do digoxin
trong huyét thanh, trong sudt qua trinh diéu tri bang azithromycin va sau khi ngirng
thudc.

Cac thudc c6 ngudn goc cua I6a mach (ergot): V€ mat Iy thuyét, co thé xay ra ttrojhj
tac gilra azithromycin va cac thudc cé nguon goc cua I6a mach (ergot) (xem muVw.
Than trong khi s&¢ dung thuéc).

Zidovudin: S& dung cac liéu don 1000 mg va liéu da 1200 mg hodac 600 mg
azithromycin it gdy anh huwdng dén dwgc dong hoc trong huyét twvong hoac viéc thai
trir cla zidovudin hodc chat chuyén hoa glucuronid cta n6é qua duong tiét niéu. Tuy
nhién, viéc dung azithromycin lam tang néng d6 cua zidovudin phosphorylat, chat
chuyén hoa cé hoat tinh 1am sang, trong cac té bao bach cidu don nhan & mau ngoai vi.
Y nghfa 1am sang cta phat hién nay con chua rd rang, nhung c6 thé mang lai ich lgi
cho bénh nhan.

Azithromycin khong cé tvong tac dang ké vai hé thdng Cytochrom P450 & gan. N6
khong dwgc cho la c6 twong tac voi thudc vé dugc dong hoc nhu dd gap voi
erythromycin hodc cac macrolid khac. V@i azithromycin, khdng xuét hién hién tugng
cam ng hay Gc che Cytochrom P450 cla gan thong qua phirc hop chuyén hoa
cytochrom.

Céac nghién ctru dugc dong hoc da dugc ti€n hanh gilra azithromycin véi cac thudc sau
day duwoc biét la chuyén hoa dang ké qua trung gian Cytochrom P450.
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Atorvastatin: Dung ddng th&i atorvastatin (10 mg méi ngay) va azithromycin (500
mg mdi ngay) khong lam thay d6i ndng do trong huyét twong cla atorvastatin (dva
trén dinh lvong (¢ ché men khit HMG CoA). Tuy nhién, dad c6 bdo céo sau khi thuéc
luu hanh vé cac truong hop bi tiéu co van trén bénh nhan dung dong thoi
azithromycin va nhém statin.

Carbamazepin: Trong mot nghién ctu vé tuong tac dugc ddng hoc & ngudi tinh
nguyén khoé manh, khong quan sat thdy azithromycin cé anh hwéng dang ké 1én nong
dd carbamazepin hodc céac chat chuyén hoa cta né trong huyét twong & bénh nhén
dang dung dong thoi azithromyecin.

Cimetidin: Nghién ct*ru dugc dong hoc diéu tra vé tac dung khi dung liéu duy nhat
cimetidin 2 gio' truédc khi dung azithromycin, trén dwgc dong hoc cla azithromycin,
khdng thay c6 thay dbi vé dugc dong hoc cla azithromycin.

Thudc udbng chéng déng mau dwong uéng nhém coumarin: Trong nghién ctu vé
twong tac dwoc dong hoc, azithromycin khong lam thay déi tic dung chdng dong cua
lieu duy nhéat 15 mg warfarin dung trén nguoi tinh nguyén khde manh. Sau khi thudc
lvu hanh, da nhan dugc thdng bao vé tdc dung chéng dong tang 1én sau khi dung dong
thoi azithromycin va thuéc uéng chéng dong mau dwdng uéng nhém coumarin. Mac
du quan hé nhan qud chva dwoc xac lap, can phai theo do6i dinh ky thoi gian
prothrombin khi khi st dung déng thoi azithromycin va cac thuéc chéng déng mau
duong udng nhém Coumarin.

Cyclosporin: Trong nghién ctu dwgc dong hoc & ngudi tinh nguyén khde manh duogc
cho dung lieu azithromycin 500 mg/ngay qua duong udng trong 3 ngay va sau do
duoc cho dung lieu duy nhét cyclosporin 10 mg/kg qua dudng udng, thdy c mmva
AUCo5tang Ién dang ké. Do vay, can than trong trwéc khi xem xét dung dong thoi
cac thuéc nay. Néu can thiét phadi dung dong thoi cac thubc nay thi ndng do
cyclosporin can dugc theo ddi va diéu chinh liéu theo do.

Efavirenz: Dung dong thdi 600 mg lieu duy nhat azithromycin va 400 mg efavirenz
moi ngay trong 7 ngay khdng gay ra bat ky twong tac dwoc dong hoc nao c6 y nghia
vé mat lam sang.

Fluconazol: Dung dong thoi liéu duy nhat 1200 mg azithromycin khdng lam\h&ft ddi
cac dac tinh duwoc dong hoc cla liu duy nhat 800 mg fluconazol. Tong lvgngotliude
trong huyét tvong va thoi gian ban thai cla azithromycin khéng bi thay déi khi dung
dong thoi véi fluconazol, tuy nhién, quan sat thdy c6 sv gidm khdng cd y nghia vé mét
lam sang néng dd dinh c mex (18%) cuda azithromycin.

Indinavir: Dung dong thoi lieu duy nhat 1200 mg azithromycin khéng cd anh huéng
c6 y nghia thong ké Ién cac dac tinh dugc dong hoc cla indinavir dugc cho dung véi
lidu 800 mg, 3 lan moi ngay trong 5 ngay.

Methyiprednisolon: Trong nghién ctru twong tac dwgc dong hoc & ngudi tinh nguyén
klioé manh, azithromycin khéng c6 anh hudng dang ké Ién dwgc dong hoc cua
methylprednisolon.

Midazolam: O ngudi tinh nguyén khoé manh, dung dong thoi azithromycin 500
mg/ngay trong 3 ngay khong gay ra nhitng thay doi c6 y nghTa Iam sang Ién cac dac
tinh dwoc dong hoc va duoc lwvc hoc clla midazolam dung liéu duy nhat 15 mg.

Nelftnavir: Dung dong thoi azithromycin (1200 mg) va nelfmavir & trang thai on dinh
(750 mg, 3 lan mdi ngay) dan toi ting ndng do azithromycin. Khéng quan sat thay
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nhitng tdc dung khéng mong mudén cé y nghia 1am sang va khéng can diéu chinh liéu
dung.

Rifabutin: Dung dong thoi azithromycin va rifabutin khéng anh huwéng dén néng do
trong huyét tvong cla ca hai thudc.

Da quan sat thdy giam bach cau trung tinh & nhirng d6i tvong dwoc diéu tri dong thoi
bang azithromycin va rifabutin. M&c du gidm bach cau trung tinh c6 lién quan dén
viéc st dung rifabutin, quan hé nhan qua khi dung déng thoi véi azithromycin van
chua dugc xac 1ap (xem muc 9. Tac dung khéng mong muén).

Sildenafil: & nhitng ngwdi tinh nguyén 1a nam gi¢i khoé manh binh thwdng, khéng co
bang chirng vé anh hudng cla azithromycin (500 mg, mdi ngay trong 3 ngay) Ién
AUC va c nmax cta sildenafil hodc chat chuyén hoéa chinh clia né trong tuén hoan.

Terfenadin: Nhirng nghién ctu dwoc dong hoc da cho thdy khéng c6 bang chirng vé
tvong tac gilta azithromycin va terfenadin. Ba c6 cac truong hop hiém gap trong dé
kha ndng xay ra twong tdc nay khong thé bi loai trlr hoan toan; tuy nhién khong co
bang chirng cu thé xay ra twong tac nay.

Theophyllin: Khéng cé bang chirng vé tvong tac dwgc dong hoc c6 y nghia 1am sang
gitra azithromycin va theophyllin khi dung dong thoi & ngudi tinh nguyén khoé manh.

Triazolam: O 14 nguoi tinh nguyén khoé manh, viéc cho dung doéng thoi
azithromycin 500 mg vao ngay 1va 250 mg vao ngay 2 v&i 0,125 mg triazolam vao
ngay 2 khong cé bat ky anh hudng dang ké nao Ién cac chi s6 dugc déng hoc cua
triazolam so véi triazolam va gia dugc.

Trimethoprim/Sulfamethoxazol: Viéc cho dung dong thdi trimethoprim/
Sulfamethoxazol (160 mg/800 mg) trong 7 ngay v@i azithromycin 1200 mg vao ngay
7 khéng gay ra bat ky sy anh huvdng dang ké nao Ién nong do dinh, tdng lvgng thudc
trong tuan hoan hay viéc bai tiét qua dwong ti€t niéu cla trimethoprim hay
Sulfamethoxazol. Nong d6 trong huyét twong cda azithromycin la tvong ty nhu dugc
quan sét trong cac nghién ctru khac.

TAC DUNG KHONG MONG MUON

Azithromycin dugc dung nap tot v&i ty 1€ tdc dung khdng mong mudn thép.

Trong cac thr nghiém lam sang, cac tac dung khéng mong mudén (TDKM

day da duwogc béo céo:

ROI loan mau va hé bach huyét: Thinh thoédng quan séat thdy cac dot gidm bach cau
trung tinh nhe thoang qua trong céac thr nghiém Iam sang.

R&i loan tai va tai trong: Gidm thinh lyc (bao gom gidam kha nang nghe, diéc va/hoac
U tai) d& dugc bdo cdo & mdt s6 bénh nhan dugc cho dung azithromycin. Nhiéu nguoi
trong s6 nay co lién quan dén viéc st dung kéo dai liéu cao azithromycin trong cac
nghién ctu diéu tra. Trong cac truong hop duoc theo ddi ti€p, phan Ién cac tac dung
nay c6 thé hoi phuc.

R6i loan tiéu héa: Budn ndn, ndn, tiéu chdy, phan léng, bung khé chiu
(dau/co that), va day hoi.

Rd&i loan gan mat: Chirc nang gan bat thuong.

R&i loan da vd mé duéi da: Cac phadn ng di 'ng bao gom phat ban va phu mach.
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10.

Céac tac dung khéng mong muén sau day da duoc bdo cdo cd lién quan dén céac thir
nghiém lam sang diéu tri va duv phong DMAC:

Céac tac dung khéng mong mudén thwong gap nhat (>5% trong bat ky nhom diéu tri
nao) & cac bénh nhan nhiém HIV cho ding azithromycin dé dy phong DMAC Ia tiéu
chay, dau bung, budn nén, phan léng, day hoi, ndn, khé tiéu, phat ban, ngta, dau dau,
va dau khop.

Khi azithromycin 600 mg dwoc cho ding hang ngay dé diéu tri nhiem DMAC trong
thoi gian dai, cic TDKMM lién quan dén diéu tri dwgc bdo cdo thwong xuyén nhat la
dau bung, budén nén, non, tiéu chdy, day hoi, dau dau, thi lyc bat thuong, va suy giam
thinh luc.

Sau khi Ivu hanh thuéc, caic TDKMM bo sung sau day da dwoc bao céo:
Nhiém trang va nhiém ky sinh tring: Bénh ndm Candida va viém am dao.
R&i loan mau va hé bach huyét: Giam tiéu cau.

R&i loan hé mién dich: Phan ¢ng phan vé (hiém khi t& vong) (xem muc 7. Than
trong khi st dung thudc).

R6i loan chuyén héa va dinh dudng: Chéan an.
R&i loan tam than: Trang thai hung hang, cang thang, qué khich, va lo au.

R&i loan hé than kinh: Chéng mat, co giat, nhic dau, tang van dong, giam cam giac,
di cam, ngl ga, va ngat. Hiém co6 bao cado vé thay doi va’hodac mat vi giac/khiru giac.

RAi loan tai va tai trong: Diéc, u tai, gidm thinh lyc, chong mat.

R6i loan tim mach: Banh tréng nguc va loan nhip tim bao gém nhip nhanh that da
dugc thong bao. Hiém cé bao céo vé kéo dai khoang QT va xodn dinh (xem muc 7.
Than trong khi s¢ dung thuéc).

R&i loan mach mau: Ha huyét ap.
RGi loan tiéu hoa: Non/tiéu chay (hiém khi dan dén mét nudc), kho tiéu, tao bon, viem
dai trang gia mac, viém tuy, va bao céo vé thay d6i mau sic ludi (hiém gip).

RGi loan gan mat: Viém gan va vang da do tic mat di duoc bao céo, cling nhu hiém
c6 béo céo veé hoai tlr gan va suy gan, ma hiém khi dan dén tir vong (xem m\i<Al7/
Than trong khi st dung thuéc, Nhiém doc gan).

R&i loan da vd moé du¢i da: Cac phan (rng di (*ng bao gébm ngtra, phat ban, nhay cdm
v@i anh sang, phu, mé day, va phu mach. Hiém cé bao céo vé cac phan (*ng da nghiém
trong bao gom hoéng ban da dang, ngoai ban mun mu toan than cdp tinh (AGEP), hdi
chirng Stevens-Johnson (SJS), va hoai tir bi€u bi nhiém doc (TEN) va phan ng thudc
gay tang bach cau ai toan va eosin va triéu chirng toan than (DRESS).

Rd&i loan co xwong va mo lién két: Bau khép.

R&i loan than va tiét niéu: Viém than ké va suy than cép.

R&i loan chung: Suy nhugc, mét mai, khoé chiu.

QUA LIEU VA PIEU TRI

Céac tac dung khdong mong muén khi dung véi lieu cao hon liéu khuyén cao ciing
tvong tu nhuw khi dung véi liéu binh thuong. Trong treong hop qua liéu, cac bién phap
diéu tri triéu chirng va hd tro chung dwgc chi dinh theo yéu cau.
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11.  CANH BAO VA THAN TRONG PAC BIET KHI DUNG THUOC
Nén nuot ca vién.

12. DPIEU KIEN BAO QUAN, HAN DUNG
Khéng bdo quan & nhiét dd trén 30°C.
Han dung

36 thang ké tir ngay san xuat.

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

Nha san xudt: HAUPT PHARMA LATINA S.R.L, Borgo San
Km. 47,600 - 04100 Latina (LT), Italy.

® Nhan hiéu d dang ky

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

TUQ.CUC TRUONG
P.TRUONG PHONG
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