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AMBIG

o Thudc nay chi ding theo don thude _ [ THANH P& | )]

o ﬂpc ky hudng din sir dung trude khi ding. \\ o\ HO CHI mi» .-:

o Dé xa tim tay tré em. AN

e Thong bao ngay cho bdc sy hodc dwgc sy nhitng phdn irng cé hai gap pkaz khi stk dng
thudc.

THANH PHAN CONG THU'C THUOC

Thanh phan hoat chét: Azithromycin 500 mg (dudi dang Azithromycin dihydrate).

Thanh phén ta duoc: Natri lauryl sulphate, magnesium steatate, calei hydrogen phosphate khan,
starch maize pregelatinized, crospovidon, lactose khan, triacetin, hypromellose, titanium dioxide.

DANG BAO CHE
Vién nén bao phim. '
Vién nén bao phim dai, mau tring, ¢o khac vach ngang & mot mat.

CHI PINH

A?:thromycm duoc chi dinh trong diéu tri nhiém khuén gdy ra bai céc ching vi khuan nhay cam:

- Nhiém khuan hé hép dudi bao gdm: viém phé quan va viém phdi

- Nhiém khuén ring mi¢ng

- Nhiém khudn da va mo mém

- Viém tai gitta cdp tinh

- Nhiém khuén dudng hé hip trén bao gdm: viém xoang, viém hong, viém amidan (Penicillin 14
thude thudmg duoc lya chon trong diéu tri viém hau hong do Streptococcus pyogenes, bao gom ca
du phong sot do thdp khép. Azithromycin néi chung hiéu qua diét streptococei trong viém hau
hong, méc du dit liéu chimg minh cho hiéu qua cta azithromyein va su ngan ngira s6t do thap khép
sau d6 hién tai van chua co).

- Trong nhimg bénh lay truyén qua dudng tinh duc & nam va nit, azithromycin dugc chi dinh dé
diéu tri 11hlem khuén co quan sinh duc khong bién chimg do Chlamydia trachomatis. N6 con duge
chi dinh diéu tri bénh ha cam (chancroid) do Haemophilus ducreyi, va nhidm khuén co quan sinh
duc khéng bién ching do Neisseria gonorrhoeae khong da khang; khong chi dinh diéu trj nhiém
khudn ddng thoi v&i Treponema pallidum.

- C6 thé dung don doc azithromycin hodc cing vai rifabutin d& phong nhiém Mycobacterium
avium-intracellulare complex (MAC), la tinh trang nhidm khuén co hoi thuong gdp ¢ nhimg b¢nh
nhan nhiém virus gay suy giam mién dich & ngudi (HTV) giai doan tién trién.

- Chi dinh dung phdi hop azithromyein voi ethambutol dé diéu tri nhiém MAC lan téa (DMAC) &
bénh nhén nhiém HIV giai doan tién trién.

LIEU DUNG VA CACH DUNG

Azithromycin duge ubng mét lidu duy nhét trong ngay. Thai gian diéu tri ddi voi cac nhiém khuén
khéc nhau duge dé cap nhu sau. C6 thé udng azithromycin vién nén cing hodc khéng cing thire
an,

Nguwdi 1on

pé diéu tri nhing bénh lay truycn qua duong tinh duc gy ra béi Chlamydia trachomatis,
Haemophilus ducreyi, udng liéu duy nhit 1000 mg. V&i Neisseria gonorrhoeae nhay cam, lidu
khuyén céo 1a 1000 mg hodc 2000 mg azithromyein dong thoi véi 250 hodc 500 mg ceftriaxone
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theo céc huéng din diéu tr lam sing. D&i v6i bénh nhén di Ung véi penicillin vi/hodc
cephalosporin, ngudi ké toa can tham khao cac huong dan dicu tri.

Dé du phong nhiém MAC ¢ b{:nh nhén nhiém virus gy suy gidm mién dich & nguai (HIV), dung
licu 1200 mg moi tuan mot lan,

e diéu tri nhiém MAC & bénh nhan nhiém HIV tién trién, nén ding liéu 600 mg, ngay mét lan.
Nén dung phdi hop azi thromycin véi céc chat chong mycobacterium khéc ¢6 hoat tinh chong MAC
in vitro, nhu ethambutol véi liéu d3 duoce chdp thuén.

Vi céc chi dmh khac ma c6 thé duoce dung qua dudmg udng, dung 11eu téng cong 14 1500 mg, chia
lam 3 ngay, mdi ngay 500 mg. Co thé thay thé bdng cach voi tong lidu nhu vay nhung dung trong
5 ngay, 500 mg trong Ngay 1, sau d6 la 250 mg/ngay tir Ngay 2 dén Ngay 5.

Tré em

Téng liéu tdi da dwoc khuyén cao cho bat ky diéu tri nao trén tré em la 1500 mg,
Can nang (kg) Dot tri li€u 3 ngay | Dot tri lieu 5 ngay
> 45 Dung liéu nhu nguoi 1on ' Dung liéu nhu ngui 1én

Chi dung vién nén azithromycin cho tré em cin ning trén 45 kg.

Ngudi cao tudi

Dung liéu nhur liéu ctia nguroi 16n. Bénh nhan cao tudi co thé d& bj xodn dinh hon so véi bénh nhan
tré hon (xem muc CANH BAO VA THAN TRONG).

Bénh nhan suy than

Khéng can diéu chinh lidu & bénh nhén suy thdn nhe dén trung binh. (GFR 10-80 ml/phit). Thén
trong khi ding azithromycin cho bénh nhan suy thin ning (xem muc CANH BAO VA THAN
TRONG va PAC TINH DUGC PONG HOC).

Bénh nhin suy gan

Bénh nhén suy gan tir mae d6 nhe dén trung binh duoc str dung liéu g,iéng nhu déi v&i bénh nhan
¢6 chiic nang gan binh thuong (xem muc CANH BAO VA THAN TRONG).

CHONG CHI PINH
Chéng chi dinh cho bénh nhan qua mén véi azithromyein, erythromyein, véi bt ky Khang sinh
nao thudc nhém macrolide hay ketolide hoiic vdi bét cir thanh phan ta dugce cua thude.

CANH BAO VA THAN TRONG

Qua mén

Gibng nhu erythromycin va cée macrolide khdc, da co béo céo vé cac phan tng di ing nghiém
trong | hiém gap, bao gdm phi mach va soc phan vé& (hiém khi tir vong), va cac phéan ing trén da
bao gom ngoai ban myn mu toan than cap tinh (AGEP), hoi chimg Stevens-Johnson (SJS), va hoai
tir biu bi nhidm déc (TEN) (hiém khi tir vong) va phén (mg thude gay tdng bach cau ai toan va
eosin va tri¢u chiing toan thin (DRESS). Mot vai phan ung v6i azithromyein nay da gy ra mot s6
tri¢u chung tai phat va can thoi gian dai dé quan sat va didu tri.

Néu bi phan img di ung, cin ngung ngay thubc va dung liéu phap diéu trj ph hop. Béc si cén bidt
cac phan tmg di tmg c6 thé xuat hién lai khi ngimg diéu trj triéu ching.

Nhiém dfc gan

Azlthromycm chu yeu théi trir qua gan, vi vdy nén st dung azithromycin mdt cach than trong &
nhimg bénh nhin mac bénh gan nang,.
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P4 ¢6 bao céo vé chire nang gan bat thudng, viém gan, vang da do tdc mat, hoai tir gan va suy gan,
mdt 86 trudng hop nay di dan dén tir vong. Khi thdy cé cac ddu hidu va triéu chitng viém gan, phai
ngung ding azithromycin ngay ldp tic.
Hep moén vi phi dai & tré nho
Trong qua trinh theo di st dung azithromycin & tré so sinh (dung thube dén 42 ngay tum) da cod
béo céo vé truong hop mic hep mon vi phi dai ¢ tré nho. Cha me va nguoi trong nom fré can dugc
huéng dén thong bao ngay cho bac si néu tré nén hodc céu git khi cho an.
Thubc ¢6 ngudn gc cua 16a mach (ergot)
O bénh nhan dang dung thude co nguon goc cya 16a mach (ergot), kha néng bi ngd ddc ergotin s&
tang 1én khi diing phéi hop véi cac khéng sinh ho macrolide. Khéng ¢6 dit liéu ve kha nang tuong
tac gilta cyra 10a mach (ergot) va aznhromycm Tuy nhién, vé mat ly thuyét co thé xay ra ngd doc
ergotin, do d6 khéng nén dung phdi hop cac thude ¢ ngudn gbc cwa 16a mach (ergot) véi
azithromycin.
Béi nhiém
Cling nhu véi bat ky ché pham khang sinh nao, cin phai quan sat cic dau hiéu bdi nhiém cua vi
sinh vét khong nhay cam, bao gdm ca nim.
Tiéu chay do Clostridium difficile
Tiéu chay do Clostridium difficile (Clostridium difficile associated diarrhea-CDAD) d& dugc bdo
cdo ¢ lién quan khi sir dung hau hét tat ca cac khéng sinh bao ;_.,om azithromycin, va mic do
nghiém trong tir tiéu chay nhe dén viém dai trang gy tir vong. Piéu t11 bﬁng chat khang khuén s&
lam thay ddi hé vi khuan tu nhién cua dudng rudt, dan den su phat trién qua murc cua C. difficile.
C.difficile san sinh doc t6 A va B gbp phén vao sy phat triécn CDAD. Céc ching san sinh siéu doc
to cua C. difficile lam tang ty 1€ méc bénh va tir vong, vi nhitng bénh nhidm khuin nay c¢6 thé
khang thudc khang sinh va c6 thé can phai giai phdu cit bo rudt két. CDAD phai duge theo ddi &
tht ca céc bénh nhan bi tiéu chay sau khi ding khéng sinh. Can hoi k§ bénh str vi CDAD d dugc
bao c4o xay ra sau hai thang ding cdc chit khang sinh.
Suy thin
O bénh nhén suy than nang (GFR< 10ml/phut), ndng d6 azithromycin trong co thé tang 33%.
Kéo dai khodang QT
Tai cyc cia co tim va khoang QT bi kéo dai, gdy nguy co loan nhip tim va X0&n dinh, da tim thiy
trong qua trinh diéu tri vdi cac macrolide, bao gom azithromyein. Nguoi ké toa can xem xét nguy
co kéo dai khoang QT cb thé gay tir vong khi cin nhéc nguy co va loi ich cta azithromycin cho
cac nhém ¢ nguy co cao bao gom:
- Bénh nhan bi kéo dai khoang QT bam sinh hodc c6 tién sir méc phai
- Bénh nhan dang duoc diéu tri bing cac thude khac cd thé kéo dai khoang QT nhur thude chng
loan nhip ctia nhém IA va nhém III; thube chdng loan thin; thudc chdng trim cam; va
fluoroquinolone.

- Bénh nhén bi roi loan dién giai, ddc biét trong trudng hop ha kali mau va ha magnesi méu.
- Bénh nhén bi nhip tim chém, loan nhl}s tim hodc suy tim trén lam sang.
- Bénh nhan cao tudi: bénh nhan cao tudi ¢6 thé nhay cam hon céc tic dung cia thude trén khoang

Gl

Bénh nhuge co

P ¢6 bdo cdo vé& dat cdp cua cic tridu chimg nhuge co & bénh nhan dang dugc diéu trj voi
azithromycin.,

Lactose

Bénh nhan ¢6 véan d& di truyén hiém gap vé dung nap galactose, thiéu men Lapp lactase hodc hap
thu glucose-galactose kém khong nén dung thudc nay.
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SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU

Phu nif ¢6 thai

Céc nghién ctru vé sinh san trén dong vat da duogc tién hanh & cdc liéu gn voi néng dd c6 doc tinh
nhe v&i su sinh san. Trong cac nghién ctru nay, khong thay co bé’mg chirng vé su gy hai cho phoéi
thai clia azithromycin. Tuy nhién, khéng ¢ nghién ctiu diy di va ¢6 kiém soét trén phy nit ¢6 thai.
Vi céc nghién ciru vé sinh san trén doéng vat khong phai ludn du doan duoe dap ung trén ngudi,
chi nén dung azithromyecin trong thoi ky mang thai néu that su can thiét.

Phu nit cho con bu i
Azithromycin di duge bdo cdo 14 bai tiét qua sita mg¢, nhung chira c6 nghién ciru l1dm sang kiém
sodt t6t va ddy du & phu nit cho con ba vé dic tinh duoe déng hoc clia viée bai tiét azithromycin
qua sfta me. Can than trong khi cho phu nit cho con bl diung azithromyecin.

ANIH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Khéng c6 bang chimng nao cho thiy azithromycin ¢6 anh huong dén khé néng l4i xe va vén hanh
may méc. Tuy nhién can thin trong dén kha nang xay ra cac tdc dung khéng mong : mudn da duge
bdo cdo nhu chong mit, co giat, hoa mit, budn ngi va ngdt co thé lam anh huong dén kha ning lai
xe va van hanh mdy méc.

TUGNG TAC, TUONG KY CUA THUOC

Thudc khdng acid:

Nghién ctru duge dong hoc diéu tra vé anh hudng khi phm hop thuoc khang acid voi azithromycin
khong cho thiy anh hudng l€n sinh kha dyng toan phén, mic du ndng @b dinh trong huyét tuong
da giam khoang 24%. O bénh nhan duogc cho dung ca azithromycin va thude khing acid, khong
nén dung ciing lic ¢4 hai thuc nay. Azithromyein nén dung it nhat 1 gio trude hodc 2 gidr sau khi
dung thudc khéang acid.

Cetirizin:

O nhitng ngudi tinh nghuyén khde manh, ding déng thei 5 ngy azithr omycin voi cetirizine 20mg,
khong quan sat thay sy twong tac duge dong hoc va khong ¢ sy thay ddi déng ké trong khoang
QT.

Didanosin (Dideoxyinosine):

Cho 6 ngudi nhiém HIV duong tinh dung dong thoi azithromycin 1200 mg/ngay véi didanosine
400 mg/ngay khong thdy anh hudéng duge dong hoc clia didanosine so véi gia duge.

D:goxm (chiit nén P-gp):

Diing ddng thai khang sinh macrolide, bao gém azithromycin, véi co chit ciia P-glycoprotein nhu
digoxin da dugc bdo cdo lam gia tang nong do co chit cua P-glycoprotein trong huyét thanh. Do
do, néu azithromycin va o chét cua P- glycoprotein nhu d1gox1n duge dung dong thoi, cdn xem
xét dén kha nang tang nong dg digoxin trong hu},et thanh. Cénn theo doi 1am sang, va co thé ca
nong do chgaxm trong huyét thanh, trong sudt qua trinh diéu tri bdng azithromycin va sau khi
ngimg thudc.

Thuoc co nguon goc cua loa mach (ergot):

Vé mit 1y thuyét, c6 thé xdy ra tuong tac gilta azithromycin va cac thude c6 ngudn gbe cua 15a
mach (ergot) (xem myc CANH BAO VA THAN TRONG).

Zidovudine:

Liéu duy nhét 1000 mg va da 1]61.1 600 mg hay 1200 mg azithromycin it anh hudng y dén duoc déng
hoc huyet twong hay su bai tiét cua zidovudin hoic chat chuyén hod ¢6 hoat tinh glucuronid qua
dudng tiéu. Tuy nhién, ding azithromycin 1am ting ndng do zidovudine phosphoryl héa, chét
chuyén hoa c6 hoat tinh trén lam sang, trong cac té bao bach ciu don nhan & mau ngoai bién. Diéu
ndy chua ¢ y nghia rd rang, nhung ¢6 thé ¢ loi ich cho bénh nhan.
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Azithromycin khong tuong tac voi hé théng cytochrome P450 & gan. Né khong duge cho 1a ¢b
tuong tac véi thude vé duge déng hoc nhu da gip voi erythromycin hodc cac macrolide khac. Vi
azithromyein, khong Xudt hién hién tugng cam Gng hay trc ché cytochrome P450 cia gan théng
qua phirc hgp chuyén héa cytochrome.

Céc nghién ciru dugce dong hoc da dugc tién hanh gifta azithromycin véi cac thude sau day dugce
biét la chuyén hoa dang ké qua trung gian cytochrome P450.

Atorvastatin:

Dung dong thoi atorvastatin (10 mg m01 ngdy) va azithromycin (500 mg mdi ngay) khéng lam
thay dbi ndng do atorvastatin trong huyct twong (dua trén dinh lwong enzyme ttc ché HMG CoA-
reductase). Tuy nhién, cic bao céo vé truomg hop tiéu co van ¢ bénh nhan dung ddng thoi nhom
statin va azithromycin sau khi luu hanh da dugc ghi nhan.

Carbamazepin:

Trong nghién clu tuong téc duoe dong hoc ¢ nhitng ngudi tinh nguyén khoe manh, khong ¢6 anh
huéng dang ké nao dbi voi carbamazepin hodic chat chuyén héa hoat tinh trong huyét twong & bénh
nhan ding dong théi véi azithromycin.

Cimetidine:

Nghién ctru duge dong hoc vé tic dung cua liéu don cimetidine str dung 2 gidr trude khi ding
azithromycin cho thay khng co thay déi gi trén duoc dong hoc cia azithromyein.

Thubc chéng dong logi coumarin:

Trong cdc nghién ctiru tuong tac duge dong hoc, azithromycin khong lam thay i tac dung khang
dong cua warfarin khi ding lidu duy nhét 15 mg & nhimg ngudi tinh nguyén khée manh. Sau khi
lwu hanh, d4 c6 bao céo vé tac dung chéng dong méu ting 1én sau khi st dung ddng thoi
azithromycin va thudc chéng d6ng loai coumarin. Mic du sy lién quan nguyén nhén chua rd rang,
nén cin nhic theo ddi thoi gian prothrombin & nhimg bénh nhéan ding dong thai azithromycein véi
thude chéng dong loai coumarin.

Cyslosporin:

Trong mét nghién ciru vé duoc dong hoc & nhing nguoi tinh nguyén khée manh duge ding
azithromycin 500 mg/ngdy trong 3 ngay, sau d6 dung licu duy nhit 10 mg/kg cyslosporin, két qua
ndng do dinh cyclosporin Cmax va dién tich dudi duong cong AUCqs ting lén déng ké. Do d6, cin
than trong trudc khi xem xét sir dung ddng thoi céc thude nay. Néu cin phai ding dong thoi cac
thudc nay thi nén theo ddi va diéu chinh liéu cyslosporin tuong tmg.

Efavirenz:

Dung chung liéu duy nhét azithromycin 600 mg va efavirenz 400 mg mdi ngay, ding trong 7 ngay,
khéng thiy c6 sur twong tac dugc dong hoc dang ké nao v& mat 14m sang.

Fluconazole:

Dung dbng thei lidu duy nhét azithromyecin 1200 mg va fluconazole 800 mg khéng thdy cé su
twong tdc dugc dong hoc ndo. Tong lugng thude trong huyét tuong va thoi gian ban thai cia
azithromycin khong déi khi dung chung véi fluconazole, tuy nhién quan sat thiy co su giam khong
déng ké vé& mat 14m sang & ndng do dinh (18%) cla azithromyecin.

Indinavir:

Ding dong thoi 1idu duy nhét azithromycin 1200 mg va indinavir 800 mg 3 lAn/ngay trong 5 ngay,
khong thdy c6 sy twong téc duge dong hoc ddng ké nao.

Methylprednisolone:

Trong nghién ctru twong tac dugc dong hoc & nguoi tinh nguyén khoe manh, azithromycin khéng
anh hudng [én duwoc dong hoc cia methylprednisolone.

Midazolam:
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O nhitng ngudi tinh nguyén khoe manh, ding ddng thii azithromycin 500 mg/ngay trong 3 ngay,
khéng gy anh huéng lam sang lén duge dong hoc va duogc luc hoc ctia lidu don midazolam 15
mg.

Nelfinavir:

Dung ddng thoi azithromyein (1200 mg) va nelfinavir (750 mg/lan, 3 lan/ngdy), két qua lam tang
nong do azithromycin. Khéng c6 tde dung phu dang ké vé& mit 1am sang va khong can diéu chinh
liéu.

Rtfabmm.

Ding dong thoi azithromycin va rifabutin khong anh huong dén ndng dd trong huyet tucmg cuaca
hai loai thude. Giam bach céu trung tinh duge quan sat thiy & nhitng bénh nhén diéu tri déng thoi
v6i azithromycin va rifabutin. Mic du giam bach cu trung tinh ¢6 lién quan vi¢e dung rifabutin,
nguyén nhén cua sy két hop nay chua duge chirng minh.

Sildenafil:

O nhing ngudi tinh nguyén khoe manh, khong cé bang chimg vé tac dung cta azithromyein (500
mg moi ngdy trong 3 ngay) trén AUC va Cinax ctia sildenafil hogic qué trinh chuyén héa cua thuoe.
Terfenadine: .

Khéng co sy twong tac gitra azithromycin va terfenadine trong cac nghién ctru vé duge dong hoc.
D c6 nhiing trudmg 10’p hiém béo co rang kha nang tuong tac nhur vay khong thé b 10a1 trir hoan
toan, tuy nhién khong c6 bing chimg nio cho thiy tuong tic di xay ra. \
Theophyﬂme

Khéng ¢6 bing chimg vé tuong tic dugc dong hoc ¢d v nghia 1dm sang khi dung donb thot
azithromycin va theophylline ¢ nhitng ngudi khoe manh. /)
Triazolam: \!
O 14 ngudi tinh nguyén khoe manh, ding dong thoi azithromycin 500 mg vao ngay 1 va 250 mg
vao ngdy 2 véi 0,125 mg triazolam trong ngdy thir 2, khéng cé anh huéng déng ké vé duge dong
hoc cla triazolam so v6i gia duge.

Trimethroprim/Sulfamethoxazole:

Dung dong thoi trimethoprim/sulfamethoxazole (160 mg/800 mg) trong 7 ngay voi azithromyein
1200 mg vao ngay thir 7 khong co anh huong dang ké dén ndng do dinh, ciing nhu téng lwong
thude trong tudn hoan hodc thai trir qua nudc tiéu cta trimethoprim hodc sulfamethoxazole. Nong
d0 azithromyecin trong huyét tuong tuong ty nhu duge quan sét trong cac nghién ciru khac.

TAC DUNG KHONG MONG MUON

Azithromycin duoc dung nap t6t voi ti 18 tac dung khéng mong mudn thip.

Trong cdc thir nghiém lim sang, cdc tic dung khéng mong muén (TDKMM) sau diy di duge
bao cao:

Ri loan mdu va hé bach huyét: Thinh thoang quan sat thiy cic dot giam bach ciu trung tinh nhe
thoang qua trong cac thir nghiém lam sang.

Roi loan tai va tai trong: Giam thinh lue (bao gbm giam kha ning nghe, diéc va/hodc i tai) da
duge bao cao & mot s6 bénh nhin dwoc cho dung azithromyein. Nhidu ngudi trong s6 ndy ¢é lién
quan dén viée sir dung kéo dai lidu cao azithromyein trong cac nghicn ctru diéu tra. Trong céc
truong hop duoc theo doi tiép, phan 16n cic tac dung nay cé thé hdi phuc.

Rm loan tiéu héa: Budn non, ndn, tiéu chay, phan long, bung kho chiu (dau/co that), va day hoi.
Réi logn gan mdt: Chirc nang gan bit thuong,

Réi loan da va mé dwéi da: Cac phan (mg di (mg bao gdm phat ban va phit mach.

Céc tac dung khéng mong mudn sau diy da duoc bdo cdo cé lien quan dén cac thir nghiém lim
sang didu tri va du phong DMAC.
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Cac tac dyng khong mong mudn thuong gép nhét (>5% trong bit ky nhom diéu tri nao) & cac bénh
nhan nhiém HIV cho dung azithromycin dé du phong DMAC la tiéu chdy. dau bung, buén nén,
phan 1éng, ddy hoi, nén, kho tidu, phat ban, ngira, dau dAu, va dau khép.

Khi azithromycin 600 mg duge cho ding hing ngay dé dicu tri nhiém DMAC trong thoi gian dai,
cac TDKMM lién quan dén diéu tri duge béo cao thuong xuyén nht 1a dau bung, budn nén, nén,
tiéu chay, ddy hoi, dau dau, thi lyc bat thuong, va suy gidm thinh lyc.

Sau khi lru hanh thuoc, cic TDKMM bo sung sau day da dwgc bao cio:

Nhlem khudn va nhiém ky sinh tring: Bénh nam Candida va viém am dao.

Roi logn mau va 1 h¢ bach huyée: Giam tiéu ciu '

R6i loan hé mién dich: Phan trng phan vé (hiém khi tr vong) (xem CANH BAO VA THAN
TRONG).

Réi loan chuyén héa va dinh duwing: Chan an

Réi logn tam thin: Trang thai hung hing, céing thing, qua khich, va lo au

Réi logn h¢ thin kinh: Chong mit, co giat, nhitc dAu, tang vin dong, gidm cam gidc, dj cam, ngu
ga, va ngat. Hiém c6 bao cdo vé thay doi va/hodc mét vi gidc/khiru gidc.

R(fz logn tai va tai trong: Dtec U tai, giam thinh lue, chong mat.

Roi logn tim mach: Danh tréng ngue vé loan nhip tim bao gom nhip nhanh thit di duoc théng
béo. Hiém c6 béo cdo vé& kéo dai ki 1ang QT va xodn dinh (xem CANH BAO VA THAN
TRONG).

Réi loan mach mdu: Ha huyét ap

Réi logn tiéu héa: Non/tiéu chay (hiém khi dAn dén mét nuée), khé tiéu, tdo bon, viém dai trang
gia mac, viém tuy, va béo cao vé thay ddi mau sic ludi (hiém gip).

Roz logn gan mat: Viém gan va vang da do tic mat di duge bio cdo, cling nhu hiém cé béo céo
vé [hoai tir gan va suy gan, ma hiém khi d4n dén tur vong (xem CANH BAO VA THAN TRONG).
Réi logn da va mé duwdi da: Céc phan tng di ng bao gdém ngua, phat ban, nhay cam véi anh sang,
phu, may day, va phtt mach. Hiém c6 bao cdo ve cdc phan tng da nghiém trong bao gdm hdng ban
da dang, ngoal ban mun mu toan than cap tinh (AGBP), héi chung Stevens-Johnson (SJS), va hoai
tir biéu bi nhiém ddc (TEN) v phan g thudc gy tang bach cdu i toan ua eosin va triéu ching
toan than (DRESS).

Roi logn co xwong va mé lién két: Pau khop

Roi logn than va tiét nigu: Viém than k& va suy than cdp.

Réi logn chung: Suy nhwoc, mét moi, khé chiu.

QUA LIEU VA CACH XU TRi
Cac tac dung khong mong mudn khi ding véi lidu cao hon liéu khuyén cdo ciing tuong tu nhu khi
dung véi liéu binh thuong. Trong truong hop qua liéu, cac bién phap diéu tri triéu chimg va hd tro
chung dugc chi dinh theo yéu ciu.

DUQC LUC HOC

Nhom dugce 1y: khang sinh nhom macrolide, ma ATC: JOIFA10

Co ché tac dung:

Azithromycin 1a thuoc dAu tién cia phan nhém céc khang sinh macrolide, duoc biét dén nhur 1a cac
azalid, va khac v& mit hoa hoe véi erythromycin, Vé mit héa hoc, né duge tao thanh bing cach
dinh mdt nguyén tu nito vao vong lacton cua erythromycin A. Tén hoa hoc clia azithromycin 14 9-
deoxy-9a-aza-9a-methyl-9a-homoerythromycin A. Trong luong phén tir 1a 749,0.

Azithromycin gin véi rRNA 23S ciia tiéu don vi ribosom 508, n6 ngin sur tong hgp protein bdng
cch trc ché budc chuyén peptid/chuyén vi ciia qué trinh tdng hop protein va trc ché su gin két cua
tiéu don vi ribosom 508S.
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Dién sinh 1y tim:

Vigc keo dai khoang QTe duge nghién clru trong mét thr nghiém song song, ngau nhién, ddi ching
v6i gia duoge & 116 dbi twong khée manh da dung chloroquine (1000 mg) don doc hodc két hop
voi azithromycein (500 mg, 1000 mg va 1500 mg ngay mot lan) Khi sir dung dong thoi véi
azithromycin, su ting khoang QTc phu thudc vao liéu lugng va nong do. So véi viée dung don
ddc chloroquine, QTcT tang véi mire trung binh t&i da (giéi han trén clia khodng tin cdy 96%) la
5 (10) mili gidy, 7 (12) mili gidy va 9 (14) mili gidy khi st dung dong thai azithromycin & cdc mirce
1an luot 1 500 mg, 1000 mg va 1500 mg.

Co ché khéng thude:

Hai co ché khéng thude pho b1en nhat da gap véi nhém macrolide, bao gom azithromyein, la lam
bién dbi dich tac dung (phd bién nhét 1a methyl hoa rRNA 238) va bom long thudc chu dong. Su
di&n ra ctia céc co ché nay thay déi theo loi va trong ciing mt loai, tAn sudt khing thudc thay dbi
theo vi tri dia ly.

Su bién ddi ribosom quan trong nhét quyét dinh vigc giam gin ket macrolide l1a dimethyl hoa (Ng)
sau dich ma ca adenine tai nucleoid A2058 (hé thdng déanh s Escherichia coli) ciia tRNA 23S
béng cac methylase duoc mi hoa bai gen erm (erythromycin ribosom methylase). Bién @i ribosom
thudmg quyét dinh su khang chéo (kiéu hinh MLSg) v6i cdc nhom khang sinh khéc ¢6 cing vi tri
lién két ribosom v&i macrolide: cic lincosamide (bao gém clindamycin), va céc streptogamin B
(vi du nhu thanh phan quinupristin ctia quinupristin/dalfopristin). Céc gen erm khac nhau ¢6 mit
& céc loai vi khudn khac nhau, dic biét 1a streptococei va staphylococci. Tinh nhay cam véi
macrolide cling c6 thé bi anh hudng bai su dot bién it gip hon trén cac nucleotid A2058 va A2059
va tal mot sO vi tri khac cua rRNA 238, hodc trén protein ribosom tiéu don vi 16m L4 va L22.

Co ché bom téng thubc gip & mot s6 loai, bao gom ca vi khuan Gram &m, ching han nhu
Haemophilus influenza (khi do ndng do e ché toi thleu [MIC] ¢6 thé ting cao hon) va
staphylococci. 0 streptococei va enterococcei, bom téng thude chii déng nhén dién macrolide vong
14 va 15 (bao gbm tuong tng la erythromycin va azithromycin) duge ma hoa bang cac gen mef
(A).

Phwong phép xdc dinh d§ nhay cam in vitro ciia vi khuén véi azithromycin

Can tién hanh kiém tra do nhay cam bdng cdc phuong phap chudn trong phong thi nghiém nhu céc
phuong phdp mo ta trong Vién Tiéu Chudn Lam sang va Kiém nghiém (CLSI). Céc phuong phép
nay bao gom phuong phap pha loang (xac dinh MIC) va phwong phép thir d nhay cam trén dia.
Ca CLSI va Uy ban chau Au v kiém tra do nhay cam khang khuén (EUGAST) déu cung cép
chudn dién giai cho cac phuong phap nay.

Dua trén mot s6 nghién ciru, khuyen céo tién hanh kiém tra hoat tinh azithromycin m vitro trong
méi trudmg khong khi thudmg dé dam bao pH sinh 1y clia mai trudmg nuéi cdy. Tang ndng d6 COy,
nhu thudmg duogc dung vdi streptococei va vi khudn ky khi va déi khi duge dung cho céc loai khéc,
lam giam pH cia mdi trudmg. Piéu ndy lam tang tic dung bt loi trén hoat luc bidu kién cia
azithromycin nhiéu hon so véi cac macrolide khéc.

Cac diém gian doan dé nhay cam CLSI, dua trén ca thir nghiém vi pha lofing canh thang va khuéch
tan trén thach, u trong moi truweong khong khi thudng, duge ghi trong bang dudi day:

Tiéu chudn CLSI - dién giai do nhay cam theo phirong phap pha loing

Vi khuén MIC vi pha lodng (mg/L)
Nhay cim Trung gian Khang thudc
Cdc chung Haemophilus <4 - ib
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Moraxella catarrhalis <0.25 - %
Neisseria meningitidis <2 - -b
Staphylococcus aureus ) 4 >=8
‘?.treptococcia <0.5 | >=2

*Bao gdm Streptococcus pneumoniae, %ler[{)LﬂLLI tan huyét trong nhom 3 va viridans streptococci.
bHi¢n chua c6 dit liéu ching khang, thuoc nén loai trir hai tiéu chuén trung gian va khang thube. Néu chung c6 két qué
MIC la trung gian hoic khang thudc, can lam thém xét nghiém & phong thi nghiém khac.
U trong khong khi thuong.
CLSI = Vién Tiéu chuin Lam sang vi Kiém nghiém; MIC ~ Néng dé tc ché tdi thiéu.
Ngudn: CLSI, 2012; CLSI, 2010. i ) i
- C6 thé xac dinh dd nhay cam bing phuong phap khuyéch tan dia, bang cach do dudng kinh khu
vuc e ché sau khi 0 trong moéi truomg khong khi thuong. Céc dia do d¢ nhay cam chua 15 pg
azithromycin. Chuén dién giai véi ving Ge ché, do CLSI quy dinh trén co sé mdi tuong quan véi
phén loai mic dd nhay cam dya trén MIC duoc liét k& trong bang dudi déy.
Tiéu chuin CLSI - dién giai 4§ nhay cam theo vang e ché trén dia

Pwong kinh viing e ché trén dia (mm)

Vi khuén Nhay cdm Trung gian Khéng thube

Cdc chung Haemophilus >=12 - - .
Moraxella catarrhalis >=26 - 5 I
Neisseria meningitidis >=20 - -
. Staphylococcus aureus >=18 14 - 17 <13

Streptococci* >=18 14 -17 <13

’_Bao gbm Streptococcus pneumoniae, streptococcei tan huyét trong nhom béta va viridans streptococci.

U trong khong khi thutng.

CLSI: Vién Tiéu chuin Lam sang va Kiém nghi¢m; MIC —~ Nong d§ (ic ché t6i thidu; mm = Millimet.

Nguon CLSI, 2012; CLSI, 2010.

- Cén kiém dinh tinh chinh x4c ctia phuong phap dia khuyéch tén va phuong phap pha lodng bing
ching kiém soat chét lugng, theo nhu huong dan ctia CLSI. Gi6i han chip thuin dugc khi thir
azithromycin véi cac vi khuédn nay duoc lidt ké trong bang sau.

Khoang kiém so4t chit lwgng véi cac test thir dj nhay cam véi azithromycin

MIC vi pha loding canh thang

Vi khuéin Khoang kiém sodt chét lwong
(mg/L azithromycin)

Haemophilus influenzae ATCC 49247 | -4

Staphylococcus aureus ATCC 29213 0.5-2

Streptococcus pneumoniae ATCC 49619 0.06 - 0.25
Pwrong kinh viing e ché trén dia (dia 15pg)

Vi khuén Khoing kiém soat chit lugng (mm)
Haemophilus influenzae ATCC 49247 13-21
Staphylococcus aureus ATCC 25923 21-26
Streptocccus pneumoniae ATCC 49619 19 -25

U trong khéng khi thuong.
CLSI = Vién Tiéu Chuéan Kiém nghi¢m va Lam sang; MIC = Nong d¢ tic ché t6i thidu; mm = Millimet.
Nguodn: CLSI, 2012
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Uy ban chéu Au vé thir nhay cam khéng khuan (EUCAST) cling d& thiét 14p diém gian doan do
nhay cam cho azithromycin dya trén xac dinh MIC. Chuén nhay cam EUCAST dugec liét ké trong
bang dudi day:

Diém gisn doan nhay cim EUCAST cho azithromyein

MIC (mg/L)
Nhay cam Khéng thude

Cdc chung Staphylococcus <1 >2

Streptococcus pneumonia <0.25 > 0.5
Streptococci tan huyét nhom p° <0.25 > 0.5
Haemophilus influenzae 210.12 >4

Moraxella catarrhalis <0.25 >0.5
Neisseria gonorrhoeae <0235 > 0.5

"Bao gdm nhém A, B, C, G. | ‘ JE
EUCAST - Uy ban Chau Au vé thir d§ nhay cam khang khuan; MIC = Néng dd irc ché téi thiéu.
Ngubdn: Website ctia EUCAST. )

Bing diém gidn doan 1dm sang cit EUCAST, phién ban 2.0, ¢6 gi# tri ké tir ngay 01-01-2012

Phé khing khuén ‘

- Ty 18 bi khang thudc méc phai c6 thé thay di theo ving dia 1y va theo thai gian vai nhitng loai
cu thé va cin cé théng tin tai dia phuong vé& mure d6 khang thudc, dac biét khi didu tri nhitng nhiém
khudn ning. Khi can thiét can tham khéo ¥ kién cac chuyén gia vé mue d§ khang thube & dia
phuong trong mdt sb trromg hop nhiém khudn 6 nghi vén v& hiéu qua khang khuén cia thudc.

- Azithromycin c¢6 bi khang chéo véi ching phéan 14p Gram duong khéng erythromycin, Nhu da
thdo ludn & trén, mot sb bién dbi ribosom xdc dinh gay khéng chéo véi cic nhém khéng sinh ¢6
chung vi tri lién két ribosom nhu: nhom lincosamid (bao gdm clindamycin), va streptogramin B
(bao gdm vi du: thanh phén quinupristin ctia quinupristin/dalfopristin). P4 thay sur giam tinh nhay
cam ctia nhém macrolid theo thoi gian & Streprococcus pneumoniae va Staphylococcus aureus, va
cling duge quan sat trén streptococci viridans va Streptococeus agalactiae.

Céc vi khuén thudng nhay ¢am vai azithromycin bao gom:

Vi khuin Gram duong ky khi khéng bt bude va hiéu khi (cac ching phan Iép nhay cam vdi
erythromyun) S. aureus, Streptococcus agalactiae”, Streptococcus pneumonia’; Szreptococcus
pyogenes streptococei viridans. Cac chung phén 1ap khang macrolide twong déi phd bién & vi
khuan Gram duong ky khi khong bit bude va vi khudn hiéu khi, dic biét 1a S. aureus khing
methicillin (MRSA) va S. pneumonia khang penicillin (PRSP).

Vi khudn Gram duong ky khi khéng bét budc va hiéu khi: Bordettella pertussis, Campylobacter
W . . o . . £ ’ » * ”
Jejuni, Haemophilus ducreyi , Haemophilus influenzae * Haemophilus parainfluenzae’, Legionella
pneumophila, Moraxella catarrhalis’, va Neisseria gonorrhoeae”. Loai Pseudomonas va hau hét
Enterobacteriaceae von da khang azithromycin, méc du azithromycin da duge ding dé dicu tri
nhiém Salmonella enterica.

Vi khuédn ky khi: Clostridium perfringens, Peptostreptococcus spp., va Prevotella bivia.

Céc vi khudn khac: Borrez’m burgdorferi, Chlamydia trachomatis, Chlamydophila pneumonia’,
Mycoplasma pneumonia”, Treponema pallidum, va Ureaplasma urealyticum.
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Nhiém khudn co hdi di kém véi nhiém HIV: MAC”, va céc vi sinh vt nhin chuan Pneumocystis
jirovecci va Toxoplasma gondii. ‘

* Hiéu qua cua azithromycin dbi voi céc loai ké trén dé duoc chirng minh trong thit nghiém 1am
sang.

DUQC DONG HOC

Hip thu 4

Sau khi ding duong udng trén ngudi, azithromycin duoce phan bo rong khip co thé; sinh kha dung
x4p xi 37%. Thube dat dugc ndng dd dinh trong huyét tuong sau 2 - 3 gid.

Phén b6

Trong cac nghién ciru trén dong vét, quan sat thdy ndng do cép cuia azithromycin trong dai thuc
bio. O mé hinh thyc nghiém, ndng d6 cua azithromycin duoc giai phong trong giai doan thyc bao
hoat dong cao hon la ¢ giai doan thyc bao chua duge kich thich, & cac mé hinh trén dong vit, dleu
nay din dén ndng do cao cua azithromycin dugc dura dén vi tri nhiém khuén. Céc nghién clru vé
duge dong hoc 0 nguoi da cho thay rémg nong do cua azithromycin ¢ mé cao hon dang ké so voi
mo trong huyet tuong (len dén 50 lan nong do toi da quan sat duge & trong huyet tuong), diéu nay
chi ra réng thude ¢6 dd gan két cao véi mo. Nong d6 thudc & cac mod dich nhu phdi, amidan va
tuyén tién liét vugt qua MICoo di voi hau hét céc tac nhan gdy bénh sau khi ding lidu duy nhat
500mg.

Sau khi udng liéu hang ngdy 600mg azithromycin, nong d6 dinh trong huyét twong Cuax lan luot
14 0,33pg/ml va 0,55ug/ml & ngay 1 va ngay 22. Nong do dinh trung binh quan sét duoe & bach
cAu, vi tri chi yéu nhidm MAC lan toa, 1a 252pg/ml (£49%) va duy tri trén 146pug/ml (+33%) trong
24 gid & trang théi ndng do 6n dinh.

Chuyén héa

Phén 16n azithromycin ¢ mit trong co thé thai trir qua mat & dang khong chuyén hoa. Hién chua
¢6 nghién citu in vitro v in vivo danh gia chuyén hoa ctia azithromycin.

Thai trie

Théi gian ban thai trong huyét tuong lidn quan chit chd véi thai gian ban huy & mé, khoang tir 2
- 4 ngay. Khoang 12% lidu ding sau khi tiém tinh mach dugc thai trir qua dudmg tiét niéu dudi
dang khéng chuyén hod trong vong 3 ngay, phan 16n trong vong 24 gir dau tién. Duong thai trir
qua mit 1a dudng thai trix chu yéu cta a7lthr0mycm dm v6i dang thude chua bién déi sau khi diing
duong uong D3 tim thay trong mét ngudi, ndng do rit cao thudc chua chuyén hod cling véi 10
chét chuyén héa, duge tao thanh qua phan tmg kinr methyl & N- va O-, hydroxyl hod cac vong
aglycon va desosamin va sy phan tach chét lién két cladinose. So sanh gitta dinh luong bang sdc
ky long hiéu néng cao va dinh lugng bing phuong phap vi sinh vét trén cac md cho thiy ring céc
chit chuyén ho4 khong c6 vai trd gi trong hoat tinh trén vi sinh cta azithromyein.

Dwoc dong hoc trén nhom bénh nhan dac biét

Nguoi cao tuoi

O nhimg nguoi tinh nguyén cao udi (trén 65 tudi), sau 5 ngay ding thude, gia tri AUC hoi cao
hon so voi & ngué‘l tinh nguyen tré tudi (dudi 40 tudi), nhung khdng c6 y nghia vé mat 1dm sang,
do d6 khong can phai diéu chinh liéu.

Suy thdn

Céc dédc tinh duge dong hoc cua azithromycin & cac dbi tuong suy thin muac d6 tir nhe dén vira
(GFR 10 - 80ml/phut) khong bi anh huéng sau khi dung liéu duy nhit 1g azithromycin giai phéng
ngay. Dd quan sat thdy su khéc biét c6 ¥ nghia thdng ké vé dién tich duéi ducrng cong AUCq.
120 (8.8pg*giv/ml so voi 11.7pg*gio/ml), ndong do dinh Cinax (1.0pg/ml so véi 1.6pug/ml) va do
thanh thai (2.3ml/phuat’kg so véi 0.2ml/phut/kg) gitta nhém bi suy than ning (GFR < 10ml/phut)
va nhom c¢o chirc ndng than binh thudng.
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Suy gan

Khong c6 su thay ddi dang ké vé dugce dong hoe trong huyét tuong cta azithromycin trén nhiing
ngudi bi suy gan tir mire do nhe (nhom A) dén trung binh (nhém B) so voi ngudi ¢ chie nang
gan binh thuong. Luong azithromycin tim thdy trong nude tiéu clia nhitng bénh nhan nay c6 tang
1én, ¢6 18 la dé bu vao sy giam d thanh thai qua gan.

QUY CACH DONG GOI
Hop 1 vi x 3 vién.

BAO QUAN: Bao quan duoi 30°C.

HAN DUNG: 48 thang ké tir ngiy sin xuat. Khong dimg thudc qué han ding.
TIEU CHUAN CHAT LUQNG: Duoc dién chau Au.

TEN, PIA CHI CUA CO SO SAN XUAT

SOFARIMEX - INDUSTRIA QUIMICA E FARMACREUTICA, S.A.
Avenida das Industrias — Alto de Colaride — Agualva 2735-213 Cacém, Portugal (Bd Do Nha)
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