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v l#52@u digoxin lué‘fi%'lmgo"fu"lﬁ ndudasanafiaarunendiiniaza1aasIaszau digoxin

ludiuszwinimsinmnday azithromycin uazwaINNRYAlREILE

Ergot

a [ 3 dai Aa [ ana 1 . . [ o 6
fonudulyldmannuinanifiaduasizonszning azithromycin iuayWuival ergot (9

e o A o a a 3 o ¥
wIveN 4.4 ﬂ’]L@]E]%‘WLﬂi&l’LLﬂz"llﬂﬂ?iﬁz’]\‘lluﬂﬁﬂ,‘ﬁﬂ’])

Zidovudine
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m3l¥en azithromycin 2W1@ 1000 UN.ATILEEI LRZVWIA 1200 UN.A3D 600 UN.AAILASS
fadany SNaLAntandaLNFTINUAIFATUBILN zidovudine 14 plasma W3adan1sULUaaNYRY
zidovudine %38 glucuronide metabolite Ml agglsAauNTReN azithromycin 2
R NMITIT U phosphorylated zidovudine (s'fj'aLﬂummuavlaﬁﬁaanqw%irmﬂﬁﬁﬂ) Tu

i masiiaLian1137iia mononuclear lunszualafia GeivsmAnmindinvasnaaina1nsalal

TALI LL@imﬁlLﬂuﬂsﬂwﬁ@iagﬂw

azithromycin laiflUfA381MUIz VY cytochrome P450 Nauagadibdan 39 kirNezinade
Ufsenseninssnmangrasuenaaiisunwuly erythromycin w8 macrolides 8w tiwun
azithromycin ¥ liianmsiniedinIadugd cytochrome P450 NaULlagk1%n14 cytochrome-

metabolite complex

vt 1 . . ot A 1 a
ﬁﬂﬂiﬁﬂ]&ﬂ‘ﬂ’]dLﬂﬁﬁ%ﬂuﬂﬂﬁ@]%ﬁt%’)’]d &1 azithromycin NU81DI HRULI WS AN LB RTUY AN

cytochrome P450 agnsfinadanadda i

Atorvastatin

MTMAEN atorvastatin (34ae 10 N.) TINAL azithromycin (Iuaz 500 ¥n.) v Aty
U8 atorvastatin 1uwa1aw1Lﬂ§UuLLﬂaa (31,@13’1:%61@83% HMG CoA-reductase inhibition)
2819 IINMURTLNURFILNINIATIAND rhabdomyolysis 1u;§ﬂqyﬁvl,@?§'u azithromycin S24NU

mﬂﬁju statin

Carbamazepine
= aana ot e aid a 1 ' v 1 o
ﬁ]ﬁﬂﬂ’]‘iﬁﬂﬂ’]ﬂgﬂiﬂ"lﬂﬁdLﬂﬁ"h’ﬁ]ﬂ%ﬁ’]ﬁ@]ﬂ%@’]ﬁ’]ﬁ&lﬂiﬂuqmﬂﬂW@ vL@JW‘LI’J’ﬂ%ﬂ’]‘JlVi g1334uNY

{ o ' a . { =~ 3
azithromycin JuaniusdAysdaszalon carbamazepine wialwaua lavinaangns vasenilu

ARREGER]
Cimetidine

PNNMIANENMILNTTIAUAIFAT ﬁGNﬂ"lladﬂ”lﬂﬁ’ cimetidine A3ILA87 2 “ﬁ'ﬂmﬁaum{lﬁ

azithromycin MWUMTLURBULURINILAFTIAUARASVDS azithromycin
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¥ v o @ Aa - . a o

g1a1wNIIUAIILIwaNDaILaaAlIzLAN Coumarin FAIULIENH

aAaa Qs s { é Q .
nnndnsUJiTemanszasumaailuenasiasngunwdsisulniue warfarin

Qq/’ 1 { A€9/ Qs s < QI
YUNA 15 UN. ATILAL azithromycin LilAsuudasgniaunmsauaduinvesfoaas

o o 1 a n‘q/ >3 (>3 a' n' ,§’ { v

warfarin §3189URRI81N9IMIN BRI TLESNENIAMNNTIUA LD uANTas R e AN I nL B 14
81 azithromycin $unUeNMuNIILALTuRuvadfoatszinn coumarin TRaTUUTENW DIug
f9liwudn azitromycin iuaingfiain a23WIINHsANudlun13a3993239 prothrombin
. A 2 . . A AN v v v o & a A . a
time 18l azithromycin ungihofldsuadunissudiduisvadiiaadszan coumarin siia

Jutsenn

Cyclosporin

ﬁnﬂmiﬁﬂmmamE%'maumamﬂummaﬁmﬁqmmwﬁ B9l@%50 azithromycin THa3ULlTeMU
2919 500 N30 1waan 3 Twuazlet cyclosporin TRATULTTMBIWG 10 WN/NN. ASILED
WU Cppax W8E AUC,5 28981 cyclosporin gﬁuamaﬁﬁbéﬁﬂ”@ F9IInITRINTINBENS
sounaunauliemigessaTiuii trdanuinduidaslioniuii sasameriiszeum

cyclosporin WaTUILVMALNANUNANATID LG

Efavirenz
MIMAEN azithromycin YUIA 600 UA. ATILALITINAL efavirenz Taz 400 UN. tDuwIan 7 % 144

o s a

nadanIiad JATemsnaraaueaaIndnpdagniaain

Fluconazole

M3l azithromycin VWA 1200 Y. ATILAL TINAL fluconazole VWA 800 NN. ATILALT Ll
ai o 6 a A 1 & Aa . . ]

WRsuLUaNF T UAIEASEY fluconazole USunmenlulfaauazA1n3sdiauad azithromycin ‘L4l
{ 4 X o ' ' ' . . A '

Wasuwlaailaldsinny fluconazole waWuINeN Cinax 183 azithromycin 8a83 (18%) F9lsidl

wpdAYNIIAaUn
Indinavir

M3l azithromycin VWA 1200 ¥A. ATILAL TINAL indinavir VWA 800 N, T4as 3 AT

I 5 1% LARAGaA LN FTIAUAMEAIVBY indinavir a8NIIRBENANIRDE

12



LPD Title: Azithromycin

LPD rev no.: 17.0

LPD Date: October 31, 2022

Country: Thailand

Reference CDS ver: 17.0 and 18.0; date: May 27, 2022 and August 10, 2022

Methylprednisolone
=2 ana o b A a ' . . 1A A
ﬁnﬂmiﬁﬂmﬂgmmmamamauma@ﬂummaumwEg‘*nmwm WU azithromycin VLJJNNQYI

o o '

JupdAdaLNSTINUAIRATI09 methylprednisolone

Midazolam
luanamiasngunwd nsli azithromycin sfiautsznusmia 500 un./3u iuaa 3 T
UMY midazolam VWA 15 UN.ATIALY TN AT NI TIU R UL RINIINRTIAUAFATUAS

LNFTWAANRAN TV midazolam atadigdnnaRin

Nelfinavir
MIMABN azithromycin VWA 1200 UA. TINAL nelfinavir NIzaLEN 1 ULABAAIN (750 NN.IUAT 3

< A [ D2 . . A & '] [ AA o A 1 A
A33) NN&I%@?WNL‘UN‘U‘I«L?}BG azithromycin LWJYH "l,amaImn@mmuummmymmaun VLSJ&IQT]&I

Fudnaastsuamwiasn

Rifabutin

@ . . [ . ' A ' v @ o o A Ao
M3 azithromycin $70AU rifabutin liiNadannuintusassnallaainitsludsa
wunzLdalRaa1115la neutrophil é1 (neutropenia) ludihafldsumainmean
azithromycin T34NU rifabutin waINA1LITALREAV1ITRA neutrophil F1dANNREILREINL
M3l rifabutin agnlafanudalaidnisfgastin azitromycin Luaing (@iadad.8 - nadu

1 R 6
laiwgrszraduaen)

Sildenafil
luaamiasmangunwg ldwudn azitromycin (Fuaz 500 an. 1iuaa 3 1) fnada
AUC Uz Cpa U84 sildenafil uaztuanua lavindragynaglunszualaia

Terfenadine

INFBNUMIANHIMINTTIAUENFAT IWURANIWINTUJAT8132Mm 398N azithromycin N
terfenadine ﬁﬁmm;ﬂ’ﬂ’;Ué‘fiawuﬁaamﬂﬁmmLﬂu"LﬂVL@Tmaomﬂﬁ@ﬂﬁﬁ%ﬂ’mijmﬁ?ﬁaaa"l,;i
sansadasanldatnifuids aﬂ'nvliﬁ@lm"l,ajﬁﬁﬁ'ﬂgmﬁmLawwzdﬂﬁﬂﬁﬁ%ﬁ:%dnmﬁi‘iaaa

a J
LNV
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4.6

Theophylline
=2 e A A ' Y A |aaa o ea A
ﬁ]’mmiﬂﬂmlummams‘ﬂqmmww vLSJWU%Nﬂg’]%’J’]NﬂQﬂSU’W]’NLﬂﬁ‘ﬁﬁ]ﬂ%ﬂ’]ﬁ@]?ﬂ&l

wodnInafinidiale azithromycin 530nU theophylline

Triazolam
luamadnIfigannddiuan 14 1 180 azithromycin 2u1a 500 un. luwiudl 1 waz 250
WM. TIUNU triazolam 2119 0.125 un. 1w Iuh 2 TanuNTNadaa LU INILAFTINUARAS

o s

P84 triazolam NABEALLNaIABLNTIA triazolam TIunLEBREN

Trimethoprim / sulfamethoxazole

TN trimethoprim / sulfamethoxazole DS (160 un./800 ¥n.) tuan 7 7%

320D azithromycin 1200 an. Twind 7 Vl,xiﬁwa@iamsz@”ummLiuiuqaq@maam YT mwen
lwfaanian3tnaa timethoprim Wia sulfamethoxazole aanmeasizadadinafam

ANMULTNTUVRY azithromycin lwRaatndawnunnwulunsinuauy

v a o ¢ 1 = 6 L
ﬂ'ﬁi‘ﬁﬂ'ﬂ%ﬂ’n&lﬁ]iiyﬂ%q izﬁ')']ﬂ&dﬂiiﬂuﬁziﬁ%&dlj‘@li
a A 4
ANINATIIN

=4 A s a €x§ s =4 o c.i ) v A a 1 o aA
miﬂnmmmuwuﬂuamsﬁovl,mumaumlm:@umwmslw,ﬂ@wwmamm

% il

28auag19UIn
nas lumsdnnis Lidinangiwinfaduanadadidanaine azithromycin iTayadiuin
NNNMIANEUEIFINAN LaaiiumslunansdseimaiioanunIsunae azithromycin 1
! & A A (% 9 o Aad A @ aa A A A '
swinasnsiflafisunumydldond fauswiansldend fHus Snafianislusening
\ a % @, =< . M M e AR v o o A = &
TrnanaeIne uiinmsansnaiulng L lddsianusunninunan linelszasdaanian
luassd ow amw?gﬂLwir‘hLﬁmumm?aamw?gﬂmaﬁﬂﬁ]LLa:mamﬁa@ WANANZIUNIY
~Q { g v = L= L= 1
'mmmsszmmaamiﬁmmLf?fmqwﬂummmqmv\mmmmam azithromycin 1439

%

WINVBINNIAIATINNBETING

U

AT azithromycin luszrinemiasassdiladanuindunesadinrinuuuazaiainds=losl

o = ] 4 da X = o - a &
maams‘mmazumnmnmmLammwmmaﬂuaﬂ@ € TIDNILNAV
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4.7

4.8

= v

A0 ABILAT

a o o o a A & =3 v ady) v a & a . .

fdayadinannisaI@iud (nadnsd1eI5IREUNBIATIALT (single dose studies)

Fwusasnsdnm [(Wenlasmsiudsenmuuazdannaaaifaad] usemoaugias

(case report)) 14391d azithromycin Tuihuuuyudndaaisagusessmamgigaslszdriu
A = o \ & = v aag v . .

lagszanmf 0.1 fi9 0.7 UN/AN/AU TrIMANRNNIINANIAN G183 51REN azithromycin

o a @ A o A & a . A | R &
lagmssudsemuuasdainnasaiiaadunesnsadsn Tuwuindna linsdseadnous

Y84 azithromycin ¢8I INNANBLA]

ﬁ]:ﬁadﬁmsmﬂd’]msﬁ]:ﬁq@lﬁuuqm‘ﬁ%aawq@/amfumﬁﬂmﬁw azithromycin lag

A =2 & @ o o & % AA .
Wﬁ]’]iﬂk’]ﬂdﬂiﬂﬂ“ﬁ%‘ﬂ aﬂﬂq{lﬂﬁu&]l‘!@ﬁﬁqﬁiﬂﬂqiﬂLLﬂ$ﬂ3$Iﬂ°ﬁu°ﬂ 2NNV INUG LN

N13LIYNRBY
lunsdinsmaaTyWisluny rat Wy azithromycin aaaasniIasiasamy wadslinmy

o s ;2{ 6
PREN ﬁNW%ﬁ‘iﬂ.uN H)‘]:I'U

Na@iammmmsn‘lumsﬁmnﬂ%@fﬁ%aﬂ'anmﬂ%aoﬁnsna
e A e A A= . . . = ) o A A & A
g9 lidnang unazgliiinin azithromycin anafinadannuaunInlunstudeiassuanie

ﬂ’]UQﬂJLﬂ%BG’ﬂvﬂiﬂﬂﬂladfgﬂ’J |

uaowlansilszasraosan

wa

Hilemusae azitromycin 1@ las@au@nmaianatdnadusd

=1 %] 1R 6 a o aa > 1 dy
&li'\El\‘l']%ﬂﬁ8%1&7‘1\‘]1]55@0?1%']?’]?’1']7)%El‘i’l']\‘lﬂa%ﬂ Gl\‘i@la\l‘ll%

szuulafiauazindaslBalnd: U19ATINY neutrophil §1 (neutropenia) LantasTIaTI N3

FUNIARRN

nuasvaInTuluialnd: Jsnudsanuialndueimsladn (3NN ‘g}ﬁd WAWIN LRZ/HID

a X L. @ A9 o . . ' a @ @ &
\§e48a (tinnitus)) ludaunamefld azitromycin duanniiefindumsldoluawagadu
seoznawinlulasmids nndayansdamugihomsinaiuneld wohdulngaz

@ A | a
nauAntdulng
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niziwzamnIuazin lieuUng: aduld anduu vinaie gaanszinad wiurias (the/ 1&ua)

v A
LLRSVIBIB60

AULATNILAWINARAUNG: NMIYNwTaIauRalnd

A @ Eaova  ea a 1asa o & X A
m%muamuslm’mmmﬂnm: ﬂgﬂiﬂ’?ﬂ’ﬁLLWU’] TINNT PUA® (rash) wae angioedema

ANRAUNENI 9 luazuS N e anaaaie: UNauazantauusmnneagn

RROALADAG

3129 1HA W bUNIUTLHIAINNITIVLNIIAIRBN LN 29 NWLALINEY DMAC
aonalui

waé’u"[&iﬁaﬂi:aaﬁﬁwuﬁaﬂﬁq@ N0 5% Tuudazngunsinm) slu;jﬂmﬁﬁm%a HIV
&350 azithromycin luwnsilasniu DMAC 'laun vaaids Uraries eawld diowman vesda

a ' X A o a @
LYW af]vnivlallﬂﬂﬂ YN A% U1aaIme wazl 1998

Wil azithromycin 1482 600 UN. LNBINBINNTAALTE DMAC LTUIzoLIaMI% NaT9LAE
v Ada ' A ] o A o A Y A v A a
nnnislinfidnonudesige ldud Uaarias aduld ondvu vieuds vinsda Uradswe s

VAURAUAAUNALAZNT I B UUNWTA

~ A a = Y 12 ¢ o ° ' o A
Ni']El\j']%l:w&ll(ﬂﬂﬂ\jNaa%vlaslwaﬂszaﬁﬂ%aﬂ%']ﬂﬂ']')']dﬁ]']“%']El A b

MifaibauazmIfasadsie: l3alaTn (moniliasis) LASTRIARBABNLEL

a :’ A A a [~ A ° .
38‘]J‘.1JIE‘WW] LRTHILNAINALNGA: ANENAALAaAEN (thrombocytopenia)

sruunffunuIMaRadn@: anaphylaxis (in1sanaiasann) (a¥TB 4.4 FUAOUNLABURY

Tan2137:9 NIk

iz‘UfUﬂ']iLN’]NE‘]'mJLLQzﬁzUUIﬂ"H%’]ﬂ’ﬁﬁ@ﬂﬂa: Daomy
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FatlyzanAatng: UfA3811M2517 aueutinlyd (nervousness) nszauNIZEY (agitation)

LazIANNIIA (anxiety)

UL RINAAUNG: J1d9/3938uATEE TN UNaATHe LaRauIAIAaaalIa L aeTh

U

(hyperactivity) anuhdanIsunatasas (hypoesthesia) 81nT1" (paresthesia) 429%4a% LA

v A A A & ' ~ a v A o o
%u’mmﬂuauL%E]Gil’mLaa@vLﬂLaildeadeSJWE] Ni’]ﬂ]\j’]%ﬂ’]iﬁgmLaﬂﬂ’]ii@ﬂauuazil]iauﬂU

nusznantuluAalnd: wruan Gifsslun myldduunnias uazenmsiannyu
wladadnd: dneaueimslaguuazyinladuiiadanaz (arrhythmia) 33999 ventricular
tachycardia Iveauwmaiie QT prolongation LLas torsades de pointes "oaNN (@ﬁﬁ“ﬁa 4.4

LA D UNLABLAZT BRI IUNTLTEN)

naaaLlRaaRalnd: ANNAlaRAAN

nIzlTaIMIIuaTa ldRaUnG: aliswiadiy (@snesunnnazvihldifaeimsuiennaiin

(dehydration) 81117 ltias ﬁaaaﬂ pseudomembranous colitis AUSaUANLEL LaziT18971%

% a : dl a . .
%aPNINVBINILNARWLURYUE (tongue discoloration)

a o '

U/MILaUINARaLNG: I‘Jﬂ@TfU ANLEY LLazﬂW‘iLﬁ@@Tﬂ%’ﬂ’]ﬂﬂﬂ?g@@l%"ﬂad‘ﬂ 291@ uazdittose

o o

a 6 o @ @ A o v A Aa o a a 3 o
&ﬂﬂ“ﬂL‘ﬁaﬂ@m@ﬂULLNz@]UNNL%ﬂ’J‘Wﬂ’]l%L&U’ﬁ’J@] (913D 4.4 ﬂ’]L@]E]%WLﬂHLLﬂzﬂJ693553’301%

2

MIEEN- anauduisaaay)

a L Qq: va v A a aaa v U 1 Qs é’ dl U
fanisuazsulananidelnd: Ufnsenmasunenlaun au duin (rash) Wil
(photosensitivity) U3 AwauA Laz angioedema 1UAiTeNn1sAniatesaunss laun

= a 3 v
erythema multiforme, AGEP, SJS, TEN LLiaz DRESS dU383MULNAVBBLNIN

NANLLHALAYNIZAN thaldangawnialn@: a1nIdava

lauazmaduilaaniziand: interstitial nephritis kazlanaLdaunan
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4.9

anuAalndni 9 lduazuSnanlrsdinmasaiian: A1nzdanis (asthenia) 81 (fatigue)

R 1 .
LLa:EaﬂvL&l JUNYN1Y (malaise)

nslasugNARINIA

| R & X . . A o . oA o A
217 liRsLszaduaien azithromycin luzwmaganinamasnuusshwogwdsinunnulu
PaeUnd lunImNTULUIENBEI AR UIAAITIANNTI NHIONNaINTLAL NI NEILUL

UszauisenaIauNAUaNAIT

5. qmauﬁ‘&momé’ﬁwm

5.1

AMANTANIATTNAAITAT
Pharmacotherapeutic group: Macrolides, ATC code JO1FA
N8 lnNNsaangns

\ . = o : \ ' ad . a a ' . =
azithromycin (Jugndwnvasnguendaslunguujiug macrolides Mi3uni1 azalide szl
LAfA1931N erythromycin FANNMTRILATIZRNLATTIEATLAY nitrogen atom 71 lactone
ring Va3 erythromycin A Fanaialvas azithromycin fa 9-deoxy-9a-aza-9a-methyl-9a-

homoerythromycin A fiwinlatanaiiniy 749.0
azithromycin SU8INIFIATILHIUTAUVBILLATISHAI8NITIVAL 23S rRNA 289 508
ribosomal subunit ¥ lAgUgINIFIATNEALUSARluTuaan transpeptidation/ translocation

LaZHULINNTRI 50S ribosomal subunit

g3 W eI la

a X . a 1 ] { (Y
finsfinwinainduses QTe interval lunmInaaaadsguuuugumunaIugudBenaan iy
v o A [ . '
HIUMINARNBIFUNIWETIWIN 116 A% F916TU chloroquine (1000 UN.) tABIBENILALINTE

Yo o . . A & . @ ' o
1@3us20AD azithromycin (500 4N., 1000 UN. LA 1500 WA, KIATIABIH) WUIINTINA
azithromycin SINGR8LAN QTc interval laguUsauauaeLazaNuduts IaldSoufsy
AU chloroquine L1WE9BENILABINY NMTIARBNIINAD azithromycin 500 &7, 1000 NA.,

° [ A A X A A <
uaz 1500 un. az¥lidafsvaImuiniuzas QTcF iga (auLIaULInNNLTalYH 95%)

|dl 1 o a Aaa A A AaAa A a Aaa A o ot
ﬂg‘ﬂL‘Yl’]ﬂ‘U 5(10) URRIWIN 7(12) URRIUIN LAT 9(14) URRIUIN ATURIAL
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¥
nalnNIIAadaLN

& ' i 2 . .4 ' A A [
ﬂavl,ﬂmi@amﬂgm macrolides 33484 azithromycin NWULUayy 2 natn flan1usu target (WU
vasfigalasidunyiuBan 23S rRNA) uaz active efflux nalnmMIfas a1 kil sHua N

mﬂw”uf wazluan ﬂw"'ugiﬁmﬁ'u mmﬂgﬂmaamiﬁamﬁ@haﬁ'umuamwgﬁﬂﬁam‘

msUSDLa8u ribosome ﬁﬁ’]ﬁ'muﬁqmﬁa@miﬁ'umad macrolide @8 post-transcriptional (Ng)-
dimethylation U8y adenine ‘ﬁl nucleotide A2058 (32UU Escherichia coli numbering) V83 23S
rRNA lag methylase Qﬂﬂﬂ@]iﬁﬁi@ﬂﬁu erm (erythromycin ribosome methylase) n13
U5uLUasn ribosome ﬁ'ﬂl’ﬁa%mﬂms@'ﬁ’”aﬂ’lﬁml,%m]”’mmju (MLSB phenotype) ﬁ'umjumﬁ
VS MASUNY ribosome vE I andeInungue macrolide 154 lincosamides (333
clindamycin) Waz streptogramin B (628813 GRRRTY quinupristin Fodugrmlsznavas
quinupristin/ dalfopristin) 84 erm z@nanwluuuARSHE1IEN ﬂwbuf lagLanne streptococci
wae staphylococci Ay daen macrolide mﬁ]Lﬂuwaﬁnﬂmiﬂmﬂw”uﬁfmadﬁuﬁwuﬂaﬂﬁaﬂ
nifidunik nucleotide A2058 UazA2059 WAz AILNIFILATIAUDEY 23S rRNA wiaaw

subunit ﬁlmy'maa ribosomal protein L4 L8z L22

a v Aada o Ai & ) . .
Efflux pump Lﬂ@lua’lUW%QLLU@ML%‘&J%’]WJ%W%& FINNNINAL LW Haemophilus influenza
(@1ganfidudaiidanudutudgavasnisnanndudinaaiyidulavedisa [minimal
inhibitory concentrations; MICs] ﬁgx‘miﬂ) Wae staphylococci  efflux pump 289178
. . [ a A a ' . AaA
streptococci WA enterococci INNAATRRINNYU mef (A) TIITUNAABLT macrolide NUIIUAIL

14 Uz 15 azaad (VL@TLLﬂ' erythromycin Wa azithromycin mwém”u)

Saanawanalzesdauuaiizedasn azithromycin luaaanaaas
manasauaahvendademarsilagliiimetes fiamsfldinesauw 1w Clinical
and Laboratory Standards Institute (CLSI) %9374 dilution method (FnwnasnAuLT 1T
@‘i’lqmadmﬁl,%aﬁmauauaa) A disc susceptibility method ﬁi‘l CLSI waz European
Committee on Antimicrobial Susceptibility Testing (EUCAST) finauwsinsulanadniuid
sl
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° A o 7 a° . . { A v
PNNMIANIUIURAS wussinldnasaugniuas azithromycin luﬁaa@maaaﬁqmﬁgwaa
A «z . & & > & ed X o o a =
WNAANNLTUNTA ANITAIRIILALLTE nﬂumiuauvl@aaﬂvlwwqwu WNANRRAANNULTUNIA
, ¥ kg . qqz/ % Q/ § J 1 1
fN9VBIRNILREILTEBY streptococci WA anaerobe LLa:mamaﬂumﬂwufﬁu TIFIHALTEGD
ANAULLIIVAY azithromycin mﬂﬂiwm@”’;ﬁulumju macrolide

e . X o A = & A A o
CLSI susceptibility breakpoint 24NUNIL9INDIAITLRLILTONIDNINAFDUNITLADI NN

SHNET) I@ﬂﬂﬁii_iul,%aﬁqmmgﬁﬁao LREAIAIANTIIAIUE:

inowin13ulana CLSI Dilution Susceptibility

e Broth microdilution MIC (¥7./361%3)
@lauﬁ%a\‘]@iaﬂq drunang \%ﬂﬂq
Haemophilus species <4 - b
Moraxella catarrhalis <0.25 - -
Neisseria meningitidis <2 - b
Staphylococcus aureus <2 4 >8
Streptococci® <0.5 1 >2

@974 streptococcus pneumonia, B - hemolytic streptococci LLae viridians streptococci

> fayatagiusesdanaemvldliaunsndangulag uanwileanldesn faowuinliua mic
P ' ' v o ¥ A Y a wa o ) A

wanintannhdas axgnasluldidudadedeluiasd fudnsdmiummesaudug

mMaRsITaInNgunnlvias

CLSI = Clinical and Laboratory Standards Institute, MIC = dnanuLdutuvassndganaaunIngugiie

WAEIANN: CLSIM45, 2015; CLSIM100, 2018

& wmA . . «z o o & A &
minasauaNa lvesadamanaldit disk diffusion iumsiadurhguinaszasvanisa
A . e o ' & A Y . A o . .
vLsJLﬁ]mJu (inhibition zone) BAINUULTANYWANUWBY disk 2UAILN azithromycin 15
Tulasnsy insinmsudams inhibition zone 3avilag CLSI UUNUZIUAMNFNNUENLAT

ﬂmwﬁufu@‘hq@ﬁﬁuﬂhﬁa AIANTIIOUE:

tnwaini1suilana CLSI Disk Zone

Disk inhibition zone diameter (¥4.)
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L%ﬂ mana%ao@iam druwnans éﬂ&l’l
Haemophilus species >12 - -
Moraxella catarrhalis >26 - -
Neisseria meningitidis =20 - -
Staphylococcus aureus >18 14-17 <13
Streptococci® >18 14-17 <13

@ 9974 Streptococcus pneumoniae, B—hemolytic streptococci LLae viridans streptococci.
N -

U&IL“EE]Y]QILL%Q&I%EN.

CLSI = Clinical and Laboratory Standards Institute;.

V. = UaALuaT

Lmdaﬁm: CLSIM45, 2015; CLSIM100, 2018

mim’maaum'}wgﬂﬁawaaﬁ'&aaﬁ% dilution wa¥ disk diffusion test I@ Ul"ﬁmmw‘”ufﬁmuqu
a A o v A . . o & A

QMIHW mzuﬂ@ﬂ CLSI ﬂ’]ﬂElElﬁJi‘lJvl@LﬁJE]‘Y]@]ﬁa‘U azithromycin ﬂUL‘EBLﬁﬂW%E}QI%@]’ﬁ’N

AWE:

729MIAILANAMNINEIUSUNINAFDUANN LGB 8N azithromycin

Broth microdilution MIC

tih TNIAUANABAIN (NN./AAT

azithromycin)

Haemophilus influenzae ATCC 49247 1-4
Staphylococcus aureus ATCC 29213 0.5-2
Streptococcus pneumoniae ATCC 49619 0.06-0.25

Disk inhibition zone diameter (disk 15 lalasn3a)

L%E] ?i'sdﬂ’liﬂ’s‘]JQNQMﬂ’lW (V4.)
Haemophilus influenzae ATCC 49247 13-21
Staphylococcus aureus ATCC 25923 21-26
Streptococcus pneumoniae ATCC 49619 19-25
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29NMTAILANAWNNEIUSUNINAFDUANN L6881 azithromycin

Broth microdilution MIC

Ch) BWNITAIVANABAIN (NN./AAT

azithromycin)

'
a @

UuiTongnyiiviad
CLSI = Clinical and Laboratory Standards Institute; MIC = Minimal inhibitory concentration;
WN. = JaBLUaT

WR&EITian: CLSIM100, 2018

EUCAST l@3@¥in susceptibility breakpoint &1%31 azithromycin lagfiauaanea Nyt
dgandudaita (MIC) inusi EUCAST susceptibility tJueaanmasnuans:

EUCAST Susceptibility Breakpoints &195U Azithromycin

¥ ¥
o o

¥ v 4 P ) a
ﬂ')']&ll?.l&l?.l%@l']q@ﬂﬂﬂﬂﬂlﬁa (&lﬂ./ﬁ@li)

ADUAWDINDEL foen
Staphylococcus species <A1 >2
Streptococcus pneumoniae <0.25 >0.5
B-hemolytic streptococci 2 <0.25 >0.5
Haemophilus influenzae <0.12 >4
Moraxella catarrhalis <0.25 >0.5
Neisseria gonorrhoeae <0.25 >0.5

& 974 Groups A, B, C, G.

EUCAST = European Committee on Antimicrobial Susceptibility Testing; MIC = Minimal inhibitory
concentration

wnsafinn: u'lsduas EUCAST

EUCAST Clinical Breakpoint Table v. 8.0, valid from 2018-01-01

www.eucast.org/.../EUCAST.../Breakpoint_tables/v_8.0_Breakpoint_Tables.pdf

Yp UL UAUaILNUNTIU
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¥ 1 { a J L U Qs =)
anugnuaImItedemiifiadulunmanatanauandvnuliaundensas uazszuzian uaz
alifayaaniziuzainsfedaslasianzlumainmlsadaiioatnauuss aavdinm
diTmyauenudndwdaifieanugniaimitadesfivhldmisldotuadsiosiigalu
a dw a I d' L
n3aaLrauIThaLdunnI

Azithromycin ugadliiAwifiimitesdrumonusiienuaniuuinfidasa erythromycin
A o ) A . a & @ @ o & aa .

anuna lud? mIdsuAsuwnd ribosome Anadapdrunguiveduidouuafisangy

DUNUINMUNIUNAY ribosome (DI IMABINUNGNE macrolide 154 lincosamide (310N

. . . gt [ A . . . =2 & 1

clindamycin) W&z streptogramin B (§28874 @4328 quinupristin S9LUuausznavvas

quinupristin/dalfopristin) M3aaANN daLTavassn macrolide HUunin lilasianizlu

Streptococcus pneumoniae WRe Staphylococcus aureus wazwulu viridans streptococci Lae

Tu Streptococcus agalactiae

ke ]
wanUndlada azithromycin laun

Aa A [ A = @ & A ' .
LUANLIgNAYaanTLInLaztIwnINLIN (L“]jE]“nVL’J@]a erythromycin): S. aureus, S.

agalactiae*, S. pneumoniae*, S. pyogenes*, B-hemolytic streptococci (group C, F, G) Wag
viridans group streptococci LTafi@a macrolide NTWUABUTINILB8TzRINITaNaFoaanTLa
WATLTENINUIN laslans methicillin-resistant S. aureus (MRSA) 8z penicillin-resistant S.

pneumoniae (PRSP)

wuaNiIaNeAgaandlawkaziduniuay: Bordetella pertussis, Campylobacter jejuni,

Haemophilus ducreyi*, Haemophilus influenzae*, Haemophilus parainfluenzae*, Legionella
pneumophila, Moraxella catarrhalis* W8& Neisseria gonorrhoeae*®, Pseudomonas spp. LR
Enterobacteriaceae saulngjlagsysum@dada azithromycin ulid1 azithromycin 1535013

faLtia Samonella enterica

af lianduaandiau: Clostridium perfringens, Peptostreptococcus spp. s Prevotella bivia

wuANLIEEN Uwyufgu: Borrelia burgdorferi, Chlamydia trachomatis, Chlamydophilia

pneumoniae*, Mycoplasma pneumoniae®, Treponema pallidum \.8x Ureaplasma urealyticum
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5.2

Waanslamanaunusnumsdarsia HIV: MAC, wae eukaryotic microorganism

Pneumocystis jirovecii 8 Toxoplasma gondii
*szfinSnazes azithromycin damaniifiszygnuaaslfiiuainnsisamandiin

AMANTANINNTTIARAITAT
nInAga

% a . . <, A a A . . o
luaunasansudsemu azithromycin gz EMTIMslasiiiUszansua (bioavailability)
Usedns 37% mﬂﬁml,mﬂsga azithromycin #aI8IMITRINAA

= a A ' v o = é’ =S o
PIUILANINARIDENIUDY 50% ?Z@’I‘UUWI%LNQ@%&‘U%%GQ@i%L'JEﬁ 2043 °E'J<[3J\‘]

NNINIZALYA2

nnndnsludainaassnuaMuTNTUBe4 azithromycin §9lu phagocyte wazluuuy
NANDINUIN phagocyte luszae active phagocytosis Uaagil/Iunmh azithromycin aanalu
mmmeTuﬁgan’jw phagocyte ﬁﬂﬁiﬁ%’umsmzé}u (non-stimulated) \Junalwiinnssinen

azithromycin lgiusnmnaagadisanududungludainanss

mdnmMaLnFTIaumaaTlunysinizaue azitromycin lutitaiboszginiily
WaENIAN (F91609 50 ihwesrzaugeganwulunaann) urasliiduieiisunuiaele

a @ o < a Rt A A A a
QNN RAITUUTENHLIVUIA 500 UN.ATILALA iZ@ﬁJEl’]luL%E]LUEW]LﬂuLﬂ’MNWEl‘ll'ri]\‘]ﬂ’liiﬂiﬂ"]

1 t:i a 1 a .&' d! g |
T Naa nouda LLaZ@ﬂ&laﬂﬁ&ﬂﬂfﬁdLﬂu MICg TBGL“EQ‘ﬁGNﬂLﬂ%ﬁWLﬁ@JTQGIﬁﬂ

WRINITIVUTZMHEN azithromycin VWINLIIBAE 600 UN. A Crge LIINU 0.33 UAN/UA. LA
0.55 NAN./u8. JIuf 1 was i 22 awdeu ﬂ'wLaﬁmﬂawuLiuiugaqmaomlmﬁmﬁam
2717 (leukocytes) %\‘1Lﬂu@i’]LLWLLGE?’]@%@"]JQGTTW@@L%B MAC LUULWINIZR18 (disseminated
MAC infection) LYNAU 252 §AN./NA. (+49%) WAZAIANANULTNTUINNNTT 146 NAN/UA. (+
33%) i 24 T2 lueRTeaUNAIN

n1INNAREN
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5.3

dnasstaauasmitsanlunansinlndifssiuanieiiavasmsinsaslwitoiio 2-4 3
lasmsuszanmmsnt 12% maa"um@mﬁﬁmiﬂmamﬁamﬁ’w:gnm‘”yaaﬂmaﬂamaﬂuamw
dumelu 3 34 Gesaulnajgndueanly 24 $aluausn N139 azithromycin sanmaiindiu
Sawanlunmstugnoanluanwiliasnudsimsssudszningt wosnluamwliw §ouudas
mwqufugammgluﬁwﬁmaaﬂu wiannussuauelariuasen 10 @1 Gafiean N- uas
O-demethylation, hydroxylation U843 desosamine L8z aglycone rings LRZANNIITLENAIVD
cladinose conjugate tarhmItlssuifisuminsaieseilasis HPLC LaIiN99a
#1308 (microbiology) lwitatdawuinans metabolites "L;iﬁa'au@iamiaaﬂml%i/mﬁga%ﬁwm

284 azithromycin

mﬁma%mamﬂ%ﬁﬂwnéuﬁmv
Q9018
ETICT] 9

ARINNLIALN 5 TUWLINA1 AUC Mmmaﬁ'ﬂigomq (218NN 65 1) aaﬂiﬂuﬂwk’mma

U
=3

(@18 40 ) idndes udanuuandeflidisddyneadtin axiuislidasinsdsy

A o
YUAEILI alﬂuggd 21t

Taunwsas

o & . . X AaA ~ A A
LNFTINUANIATVBY azithromycin lugihpfidar GFR 10-80 ua./wfl liifanansznula g Lile
U3z LN azithromycin YU1a 1 NINNUA WUTANNLANAaE TR EA YNNI A9
A1 AUCq.120 (8.8 lulasnsu-arau/ua. Winuny 11.7 lulasnsu- 2 /aa.) Cou (1.0 Tulasnsay
ua. Wisuiy 1.6 lulasnda/aa.) uaz CLr (2.3 ua/nfl/nn. Wisuny 0.2 wa/wimn.) lunga
Hihonfid1 GFR fasnd1 10 ua./wfl waznauriheniidn GFR 1nnin 80 wa. /i

AUUNNIDY

EZN] d' L o 1 = =3 v =S = >3 1 A
lu;dﬂaUmummummaamel,aﬂuazl (Class A) fiaunans (Class B) lidnangiwindnms

a , o % Ao . . A a a v 9, a
WAL AIBEITARUNILNFTIAUAIFAS L TINaY azithromycin WalSouieunugihei
o a X A o @ i . a & A a
AUYNuUNG ’Luaﬂmmmuwumimw azithromycin 88NN WUFRNIZLANNINTUDIa1T
msmLmumuﬁgnm”umm”uﬁa@ﬁfaﬂao"lﬂ

Y

agamwﬂaaﬂﬁ'ﬂ‘luﬁmfﬂﬂaaa
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Phospholipidosis (intracellular phospholipid accumulation) Qﬂwulmﬁalﬁa%mﬂﬁ (L%
dorsal root ganglia @l qaﬁwﬁ la dha uazmIadudan) vainy mice i rat LLazqﬁfm%ﬂﬁ{u
81 azithromycin #8189 ﬂ% Phospholipidosis Qﬂwﬂutﬁmﬁamamg rat LLangfﬁlLLimﬁ@
ﬂﬁﬁ%mﬁmmlﬁﬁu’imnmmw"’uné’ﬂﬁ%é’aafmﬁﬁq@mi%'m_«nﬁqsl azithromycin 33AU

anuddramangIuinIDaaTuazuyd i

6. IYRALLDYANIINFBNITN

6.1

6.2

6.3

faudsznaugwludisy

gdaaaauian: Usznauaie pregelatinized starch, calcium phosphate dibasic
anhydrous, croscarmellose sodium, magnesium stearate, a2 sodium lauryl sulfate
Asuafoudasn Ysznauaae hydroxypropyl methylcellulose, triacetin LLaz titanium dioxide
(E171)

PNIFERIVRNENUITUUSEN: Usznaualy sucrose (1.94 N3W/ 81 azithromycin 100 3n.),
sodium phosphate tribasic anhydrous, hydroxypropyl cellulose, xanthan gum, artificial cherry,

NAWNRARIATVLALNAUNAILRAN

mwams{lu%aaﬁm%’uNauﬁﬁ'uﬂ‘szmu: 1sznaudle sucrose (1.85 NN/ &N
azithromycin 100 4n.), sodium phosphate tribasic anhydrous, hydroxypropyl cellulose,

xanthan gum, artificial cherry, NAWINHaAIAIUULALNABNAILNRON

PIIRZALR T RADALINNADALR AR 'gmmmﬁ@ﬁ@ WNaaaLRaadlIenaua8 citric

acid (anhydrous) L8z sodium hydroxide
1Y o a ey myEgr
A kAN U8 D% (Incompatibilities)
a o [y A ° . a A Ag ea @ A o . A
YIBUARALDIVIRDALADAAN: "Lumnwmmuﬂma@Lmv\aa@Laa@m additives mavﬂmq

a9l azithromycin sHedaidaaaliand nIansarunanslidaInuniauni

angan

=3 -~ Ay 6 a '
gdlaAfauNaN: Iﬂwgs’mauamuuﬂaad
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6.4

6.5

snmmsq‘l%mm‘im%’nNauﬁ,’l%“uﬂszmw 10 IREIRILINNNIUTILE LLazém{umLLﬁaMmg}

NUILLDLAUWNED

snmmsq‘lwﬁaaﬁ'm%“uwauﬁn%’nﬂszmu: 24 T NIF AT N HINTEILED z%m%’umuﬁo‘[ﬂm@

NUILLDLAUWNED
3’ a = v ~ [J a 1
INIAZANYWNTRARALLINADALIDAA: Mmgmﬂauamuuﬂam

[ -V~ a ®
Paa3sz I iniawlenisiiven
[~3 A oo Ao '
gnNaLafaUNaN: Lﬁu"hﬁqmwgumn’n 30°C
mmu‘ssq’lummém%’uwauﬁﬁ'vﬂszm%: Lﬁuqﬂuqmﬂgﬁﬁqmﬁgﬁ@‘hﬂ’h 25°C §RIUNILN

LLazﬁqmﬁgﬁﬁﬁﬂiﬁ 30°C fAIUENNNINTLE

g mu‘s‘sq’lmjaaﬁm%’u NANWITUUIEN N Lﬁu"l,’j”ﬁqmﬂgﬁ@‘hﬂ’h 30°CARITUNILATENNHEN

DRIGE!

gRsazagIhataivaaaiana: tivlingungilidindi s0°C (@Wadae 6.5- Aunziinlu

nslgen)

o o v

aunsinlunislgen

snmmsq‘lumm‘im%’nNauﬁ,’l%“uﬂszmw TanzanaiNa lvnsganaInnw lauaLn

o LaNsnaslwnalaslttiuaanidauanUSunmniALIINUN&aILT SRILVIATUIA
v A :/ ] v v Qs v 1 Q =] > Qq/l

600 WNn.(15 ¥a. ) lAaNadlY 9 wa. wenlAdhnu 1m°uzmn@mwu‘nﬂamuﬂizmunﬂﬂm

lutdniihwindinia 15 nn. aTIaUsunmentiuuiuaznauvad azithromycin A@TIALVUNIAN

ﬁ]xlﬁ%’%ﬂﬁmﬂﬁq@ AWITULENRUN 15 nn.AIaNINAIN arslvenlasldtaualseninnua

AUNADY
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2RIV Iz dnIURENRISDL Sz W: inenlusasnanaasdluib 4 ws. aldui
UUIWAZNAY 5 1. WAL L uTaINInuaadlniin 5 Ua. a2 1d8NLINAZNa% 6 UA. LD
AWlAN A UIUL TN W

v
SIHIRZANYITIHADALIIViRDALRBAAN
MTHANET - LASHURITRZALITNAUVBS azithromycin Thadaliinaaaiiand lagiduii

Unanniednsia 4.8 Na. adluaaaen (vial) D94 azithromycin TRAHI 500 WA, WA

\UENAUNTTNILAZANBRNG 1189970 azithromycin Tliadaidmasaidoadignussanald
snzgyama uweihlilinaanfiaunainaizusne 5 ¥a. (non-automated) (a3
UnannibadnInia i laUSunmnuitnet 4.8 N8, RISAzANN beRa281 azithromycin 100

UN.GAFNTATAY 1 V8.

30°CHIad1n31 ®IaLdwIan 7 % ﬁﬂLﬁuiuﬁLﬁuﬁqmﬂQﬁ 5°C

1 ~ > = a v = = U [ Y Qs = v Y Q a dl =1
amo"lsnmmnwam;ammm AT NUN m"Lwlwuw;jﬂﬂj@laoiuwmaumuqmmazmﬂu
uaztanunawin Wl lasdn@luarsAuenNuaunaitin 24 lad Nmngil 2°C - 8°C

° [ A A M ¥ o & A o [
(FwiunydinnmInaue W ldiluanzdasadenldauquuazanasauui)

W99 9838z BhRawlTaaL TR A AL aAAI AN AL LTI WANS

N19138979 — LATUNENIALANE azithromycin ANULTNTY 1.0 UN/UR.DH9 2.0 NN/UA.. I@mg(ﬂ

R1IAZANY azithromycin ANUTNTH 100 WN/UR. $1WI% 5 8. b a3 ludSunun

wanzaNae b
AMATNTHVDIAIAZAVFATINY (IN./AA.) USunaansidoane (wa.)
1.0 500
2.0 250
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ssnzaneilisandladanit

Normal Saline (0.9% sodium chloride)

% Normal Saline (0.45% sodium chloride)

5% Dextrose in Water

Lactated Ringer’s Solution

5% Dextrose in ¥2 Normal Saline (0.45% sodium chloride) with 20 mEq KCI
5% Dextrose in Lactated Ringer’s Solution

5% Dextrose in ¥ Normal Saline (0.3% sodium chloride)

5% Dextrose in 2 Normal Saline (0.45% sodium chloride)

Normosol®-M in 5% Dextrose

Normosol®-R in 5% Dextrose

A2I0TIRINzAENAa T lamuaarin ldFslsenduneunls tunngFslsentuly

FIRZRNAITNIDIAATII

7. Badsuann e miedisunniaaikdianluszeiamans
uSun a3 (Uszinalng) $1na

ALGDY (MNLIEMANIZNIWIDIIHED)

1) ﬁmlﬁlug}”ﬁuﬁ 2T

2. g liiiaauaudaay e

LPD Revision No.:

17.0

LPD Date: October 31, 2022

Country: Thailand
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ZITHROMAX™

1. NAME OF THE MEDICINAL PRODUCT
ZITHROMAX™

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Film-coated Tablets: Azithromycin dihydrate 262.05 mg equivalent to 250 mg azithromycin

base.

Powder for Oral Suspension: Azithromycin dihydrate 209.64 mg/5 mL equivalent to

200 mg/5 mL of azithromycin base.

Sachet 100 mg: Azithromycin dihydrate 100.16 mg equivalent to 100 mg azithromycin base.

Powder for Intravenous (IV) Solution: Azithromycin dihydrate 524.1 mg equivalent to 500 mg

azithromycin base.

3. PHARMACEUTICAL FORM
Film-coated Tablets: Azithromycin film-coated tablets are capsular shaped and contain
azithromycin dihydrate equivalent to 250 mg azithromycin and engraved with “ZTM250” on one

side and “Pfizer” on the reverse.
Powder for Oral Suspension: Azithromycin powder for oral suspension is presented as a dry
powder which yields, on reconstitution with water, a white to off-white suspension containing the

equivalent of 200 mg azithromycin per 5 mL.

Sachets: Azithromycin pediatric sachets contain a dry powder which yields, when added to
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water, a white to off-white suspension, cherry/banana with a slight vanilla odor containing the

equivalent of 100 mg.

Powder for Intravenous Solution: Azithromycin is supplied in a lyophilized form under a
vacuum in a 10 mL vial equivalent to 500 mg azithromycin for IV administration. Upon
reconstitution, azithromycin powder yields a solution containing the equivalent of 100 mg

azithromycin per 1 mL.

4. CLINICAL PARTICULARS
4.1 Therapeutic Indications
Azithromycin is indicated for infections caused by susceptible organisms; in lower respiratory
tract infections including bronchitis and pneumonia, in odontostomatological infections, in
skin and soft tissue infections, in acute otitis media and in upper respiratory tract infections
including sinusitis and pharyngitis/tonsillitis. (Penicillin is the usual drug of choice in the
treatment of Streptococcus pyogenes pharyngitis, including the prophylaxis of rheumatic
fever. Azithromycin is generally effective in the eradication of streptococci from the
oropharynx; however, data establishing the efficacy of azithromycin and the subsequent

prevention of rheumatic fever are not available at present.)

In sexually transmitted diseases in men and women, azithromycin is indicated for the
treatment of uncomplicated genital infections due to Chlamydia trachomatis. It is also
indicated for the treatment of chancroid due to Haemophilus ducreyi and uncomplicated
genital infections due to non-multiresistant Neisseria gonorrhoeae; concurrent infection with

Treponema pallidum should be excluded.

Azithromycin is indicated, either alone or in combination with rifabutin, for prophylaxis
against Mpycobacterium avium-intracellulare complex (MAC) infection, an opportunistic

infection prevalent in patients with advanced human immunodeficiency virus (HIV).

Azithromycin is indicated in combination with ethambutol for the treatment of disseminated

MAC (DMAC) infection in patients with advanced HIV infection.
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4.2

Azithromycin IV is indicated for the treatment of community-acquired pneumonia (CAP)
caused by susceptible organisms, including Legionella pneumophila, in patients who require

initial 1V therapy.

Azithromycin 1V is indicated for the treatment of pelvic inflammatory diseases (PID) caused
by susceptible organisms (Chlamydia trachomatis, Neisseria gonorrhoeae, Mycoplasma

hominis) in patients who require initial 1V therapy.

Posology and Method of Administration
Oral azithromycin should be administered as a single daily dose. The period of dosing with

regard to infection is given below.

Azithromycin tablets and powder for oral suspension can be taken with or without food.

In adults

For the treatment of sexually transmitted diseases caused by Chlamydia trachomatis and
Haemophilus ducreyi, the dose is 1000 mg as a single oral dose. For susceptible
Neisseria gonorrhoeae, the recommended dose is 1000 mg or 2000 mg of azithromycin in
combination with 250 mg or 500 mg ceftriaxone according to local clinical treatment
guidelines. For patients who are allergic to penicillin and/or cephalosporins, prescribers

should consult local treatment guidelines.

For prophylaxis against MAC infections in patients infected with the HIV, the dose is 1200

mg once per week.

For the treatment of DMAC infections in patients with advanced HIV infection, the
recommended dose is 600 mg once a day. Azithromycin should be administered in
combination with other antimycobacterial agents that have shown in vitro activity against

MAC, such as ethambutol, at the approved dose.

For the treatment of adult patients with CAP due to the indicated organisms, the

recommended dose of IV azithromycin is 500 mg as a single daily dose by the IV route for
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at least 2 days. IV therapy should be followed by oral azithromycin at a single daily dose of
500 mg to complete a 7- to 10-day course of therapy. The timing of the conversion to oral
therapy should be done at the discretion of the physician and in accordance with clinical

response.

For the treatment of adult patients with PID due to the indicated organisms, the
recommended dose of IV azithromycin is 500 mg as a single daily dose by the IV route for 1
or 2 days. IV therapy should be followed by oral azithromycin at a single daily dose of 250
mg to complete a 7-day course of therapy. The timing of the conversion to oral therapy
should be done at the discretion of the physician and in accordance with clinical response. If
anaerobic microorganisms are suspected of contributing to the infection, an antimicrobial

anaerobic agent may be administered in combination with azithromycin.
For all other indications in which the oral formulation is administered, the total dosage of
1500 mg should be given as 500 mg daily for 3 days. As an alternative, the same total dose

can be given over 5 days with 500 mg given on Day 1, then 250 mg daily on Days 2 to 5.

Intravenous administration

After reconstitution and dilution, the recommended route of administration for IV azithromycin
is by IV infusion only. Do not administer as an IV bolus or an intramuscular injection
(see section 4.4 Special Warnings and Precautions for Use and section 6.5 Special

Precautions for Disposal and Other Handling).

The infusate concentration and rate of infusion for azithromycin IV should be either 1 mg/mL
over 3 hours or 2 mg/mL over 1 hour. An IV dose of 500 mg azithromycin should be infused

for a minimum duration of 1 hour.

In children

The maximum recommended total dose for any treatment is 1500 mg for children.

In general, the total dose in children is 30 mg/kg. Treatment for pediatric streptococcal

pharyngitis should be dosed at a different regimen (see below).
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The total dose of 30 mg/kg should be given as a single daily dose of 10 mg/kg daily for
3 days, or given over 5 days with a single daily dose of 10 mg/kg on Day 1, then 5 mg/kg
on Days 2-5.

As an alternative to the above dosing, treatment for children with acute otitis media, can be

given as a single dose of 30 mg/kg.

For pediatric streptococcal pharyngitis, azithromycin given as a single dose of 10 mg/kg
or 20 mg/kg for 3 days has been shown to be effective; however, a daily dose of 500 mg
must not be exceeded. In clinical trials comparing these two dosage regimens, similar
clinical efficacy was observed but greater bacteriologic eradication was evident at the 20
mg/kg/day dose. However, penicillin is the usual drug of choice for the treatment of

Streptococcus pyogenes pharyngitis, including prophylaxis of rheumatic fever.

For children weighing less than 15 kg, azithromycin suspension should be measured as
closely as possible. For children weighing 15 kg or more, azithromycin suspension should be

administered according to the guide provided below:

Azithromycin Suspension 30 mg/kg Total Treatment Dose
Bottle Sachet
Weight Size Amount Size Amount
3-Day Regimen
(kg) (mg) used per used per
dose dose

<15 10 mg/kg once daily on Days 1-3 600 * 100 mg *
15-25 200 mg once daily on Days 1-3 600 5 mL/* 100 mg 2 sachets/*
26-35 300 mg once daily on Days 1-3 900 7.5 mL/* 100 mg 3 sachets/*
36-45 400 mg once daily on Days 1-3 1200 10 mL/* 100 mg 4 sachets/*

>45 Dose as per adults 1500 * 100 mg *

*Calculate according to patient’s weight.

The safety and efficacy of IV azithromycin for the treatment of infections in children have not
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4.3

4.4

been established.
Safety and efficacy for the prevention or treatment of MAC in children have not been
established. Based on pediatric pharmacokinetic data, a dose of 20 mg/kg would be similar

to the adult dose of 1200 mg but with a higher C,,,,.

Special populations

In the Elderly: The same dosage as in adult patients is used in the elderly. Elderly patients
may be more susceptible to the development of torsades de pointes arrhythmia than

younger patients (see section 4.4 Special Warnings and Precautions for Use).

In Patients with Renal Impairment. No dose adjustment is necessary in patients with
GFR 10-80 mL/min. Caution should be exercised when azithromycin is administered to
patients with GFR <10 mL/min (see section 4.4 Special Warnings and Precautions for Use

and section 5.2 Pharmacokinetic Properties).

In Patients with Hepatic Impairment: The same dosage as in patients with normal hepatic
function may be used in patients with mild to moderate hepatic impairment (see section 4.4

Special Warnings and Precautions for Use).

Contraindications
The use of this product is contraindicated in patients with a hypersensitivity to azithromycin,
erythromycin, any macrolide or ketolide antibiotic, or to any excipient listed in section 6.1

(List of Excipients).

Special Warnings and Precautions for Use

Hypersensitivity

As with erythromycin and other macrolides, rare serious allergic reactions, including
angioedema and anaphylaxis (rarely fatal), and dermatologic reactions, including Acute
Generalized Exanthematous Pustulosis (AGEP), Stevens-Johnson Syndrome (SJS), Toxic
Epidermal Necrolysis (TEN) (rarely fatal) and Drug Reaction with Eosinophilia and Systemic

Symptoms (DRESS) have been reported. Some of these reactions with azithromycin have
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resulted in recurrent symptoms and required a longer period of observation and treatment.

If an allergic reaction occurs, the drug should be discontinued and appropriate therapy
should be instituted. Physicians should be aware that reappearance of the allergic symptoms

may occur when symptomatic therapy is discontinued.

Hepatotoxicity
Since liver is the principal route of elimination for azithromycin, the use of azithromycin

should be undertaken with caution in patients with significant hepatic disease.

Abnormal liver function, hepatitis, cholestatic jaundice, hepatic necrosis and hepatic failure
have been reported, some of which have resulted in death. Discontinue azithromycin

immediately if signs and symptoms of hepatitis occur.

Infantile hypertrophic pyloric stenosis (IHPS)
Following the use of azithromycin in neonates (treatment up to 42 days of life), infantile
hypertrophic pyloric stenosis (IHPS) has been reported. Parents and caregivers should be

informed to contact their physician if vomiting or irritability with feeding occurs.

Ergot derivatives

In patients receiving ergot derivatives, ergotism has been precipitated by co-administration of
some macrolide antibiotics. There are no data concerning the possibility of an interaction
between ergot and azithromycin. However, because of the theoretical possibility of ergotism,

azithromycin and ergot derivatives should not be co-administered.

Superinfection
As with any antibiotic preparation, observation for signs of superinfection with

non-susceptible organisms, including fungi is recommended.

Clostridium difficile-associated diarrhea
Clostridium difficile-associated diarrhea (CDAD) has been reported with the use of nearly all

antibacterial agents, including azithromycin, and may range in severity from mild diarrhea to
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fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon, leading

to overgrowth of C. difficile.

C. difficile produces toxins A and B, which contribute to the development of CDAD.
Hypertoxin-producing strains of C. difficile cause increased morbidity and mortality, as these
infections can be refractory to antimicrobial therapy and may require colectomy. CDAD must
be considered in all patients who present with diarrhea following antibiotic use. Careful
medical history is necessary since CDAD has been reported to occur over 2 months after

the administration of antibacterial agents.

Renal impairment
In patients with GFR <10 mL/min a 33% increase in systemic exposure to azithromycin was

observed (see section 5.2 Pharmacokinetic Properties).

Diabetes
Azithromycin 40 mg/mL powder for oral suspension:

Caution in diabetic patients: 5 mL of reconstituted suspension contains 3.87 g of sucrose.

Due to the sucrose content (3.87 g/5 mL of reconstituted suspension), this medicinal product
is not indicated for persons with fructose intolerance (hereditary fructose intolerance),

glucose-galactose malabsorption or saccharase-isomaltase deficiency.

Prolongation of the QT interval

Prolonged cardiac repolarization and QT interval, imparting a risk of developing cardiac

arrhythmia and torsades de pointes, have been seen in treatment with macrolides, including

azithromycin (see section 4.8 Undesirable Effects). Prescribers should consider the risk of

QT prolongation, which can be fatal when weighing the risks and benefits of azithromycin for

at-risk groups including:

® Patients with congenital or documented QT prolongation.

® Patients currently receiving treatment with other active substances known to prolong QT
interval, such as antiarrhythmics of Classes IA and Ill, antipsychotic agents,

antidepressants and fluoroquinolones.
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® Patients with electrolyte disturbance, particularly in cases of hypokalemia and
hypomagnesemia.

® Patients with clinically relevant bradycardia, cardiac arrhythmia or cardiac insufficiency.

® FElderly patients: elderly patients may be more susceptible to drug-associated effects on

the QT interval.

Myasthenia gravis
Exacerbations of the symptoms of myasthenia gravis have been reported in patients

receiving azithromycin therapy.

Intravenous administration

Azithromycin for injection should be reconstituted and diluted as directed and administered
as an |V infusion over not less than 60 minutes. Do not administer as an IV bolus or an
intramuscular injection (see section 4.2 Posology and Method of Administration and

Section 6.5 Special Precautions for Disposal and Other Handling).

Interaction with Other Medicinal Products and Other Forms of Interaction

Antacids

In a pharmacokinetic study investigating the effects of simultaneous administration of antacid
with azithromycin, no effect on overall bioavailability was seen, although peak serum
concentrations were reduced by approximately 24%. In patients receiving both azithromycin

and antacids, the drugs should not be taken simultaneously.

Cetirizine
In healthy volunteers, co-administration of a 5-day regimen of azithromycin with 20 mg
cetirizine at steady-state resulted in no pharmacokinetic interaction and no significant

changes in the QT interval.

Didanosine (Dideoxyinosine)
Co-administration of 1200 mg/day azithromycin with 400 mg/day didanosine in
six HIV-positive subjects did not appear to affect the steady-state pharmacokinetics of

didanosine as compared to placebo.
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Digoxin and colchicine

Concomitant administration of macrolide antibiotics, including azithromycin with
P-glycoprotein substrates, such as digoxin and colchicine, has been reported to result in
increased serum levels of the P-glycoprotein substrate. Therefore, if azithromycin and
P-glycoprotein substrates, such as digoxin are administered concomitantly, the possibility of
elevated serum digoxin concentrations should be considered. Clinical monitoring, and
possibly serum digoxin levels, during treatment with azithromycin and after its

discontinuation are necessary.

Ergot
There is a theoretical possibility of interaction between azithromycin and ergot derivatives

(see section 4.4 Special Warnings and Precautions for Use).

Zidovudine

Single 1000 mg doses and multiple 1200 mg or 600 mg doses of azithromycin had little
effect on the plasma pharmacokinetics or urinary excretion of zidovudine or its glucuronide
metabolite. However, administration of azithromycin increased the concentrations of
phosphorylated zidovudine, the clinically active metabolite, in peripheral blood mononuclear

cells. The clinical significance of this finding is unclear, but it may be of benefit to patients.

Azithromycin does not interact significantly with the hepatic cytochrome P450 system. It is
not believed to undergo the pharmacokinetic drug interactions as seen with erythromycin
and other macrolides. Hepatic cytochrome P450 induction or inactivation via

cytochrome-metabolite complex does not occur with azithromycin.

Pharmacokinetic studies have been conducted between azithromycin and the following drugs

known to undergo significant cytochrome P450-mediated metabolism.

Atorvastatin
Co-administration of atorvastatin (10 mg daily) and azithromycin (500 mg daily) did not alter

the plasma concentrations of atorvastatin (based on a HMG CoA-reductase inhibition assay).
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However, post-marketing cases of rhabdomyolysis in patients receiving azithromycin with

statins have been reported.

Carbamazepine
In a pharmacokinetic interaction study in healthy volunteers, no significant effect was
observed on the plasma levels of carbamazepine or its active metabolite in patients

receiving concomitant azithromycin.

Cimetidine
In a pharmacokinetic study investigating the effects of a single dose of cimetidine, given
2 hours before azithromycin, on the pharmacokinetics of azithromycin, no alteration of

azithromycin pharmacokinetics was seen.

Coumarin-type oral anticoagulants

In a pharmacokinetic interaction study, azithromycin did not alter the anticoagulant effect of a
single dose of 15 mg warfarin administered to healthy volunteers. There have been reports
received in the post-marketing period of potentiated anticoagulation subsequent to
co-administration of azithromycin and coumarin-type oral anticoagulants. Although a causal
relationship has not been established, consideration should be given to the frequency of
monitoring prothrombin time when azithromycin is used in patients receiving coumarin-type

oral anticoagulants.

Cyclosporin

In a pharmacokinetic study with healthy volunteers who were administered a 500 mg/day
oral dose of azithromycin for 3 days and were then administered a single 10 mg/kg oral
dose of cyclosporin, the resulting cyclosporin C,,,, and AUC,5 were found to be significantly
elevated. Consequently, caution should be exercised before considering concurrent
administration of these drugs. If co-administration of these drugs is necessary, cyclosporin

levels should be monitored and the dose adjusted accordingly.

Efavirenz

Co-administration of a single dose of 600 mg azithromycin and 400 mg efavirenz daily for 7

11
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days did not result in any clinically significant pharmacokinetic interactions.

Fluconazole

Co-administration of a single dose of 1200 mg azithromycin did not alter the
pharmacokinetics of a single dose of 800 mg fluconazole. Total exposure and half-life of
azithromycin were unchanged by the co-administration of fluconazole; however, a clinically

insignificant decrease in C,,., (18%) of azithromycin was observed.

Indinavir
Co-administration of a single dose of 1200 mg azithromycin had no statistically significant
effect on the pharmacokinetics of indinavir administered as 800 mg three times daily for

5 days.

Methylprednisolone
In a pharmacokinetic interaction study in healthy volunteers, azithromycin had no significant

effect on the pharmacokinetics of methylprednisolone.

Midazolam
In healthy volunteers, co-administration of 500 mg/day azithromycin for 3 days did not cause
clinically significant changes in the pharmacokinetics and pharmacodynamics of a single

dose of 15 mg midazolam.

Nelfinavir
Co-administration of azithromycin (1200 mg) and nelfinavir at steady-state (750 mg three
times daily) resulted in increased azithromycin concentrations. No clinically significant

adverse effects were observed and no dose adjustment was required.

Rifabutin
Co-administration of azithromycin and rifabutin did not affect the serum concentrations of

either drug.

Neutropenia was observed in subjects receiving concomitant treatment of azithromycin and
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rifabutin. Although neutropenia has been associated with the use of rifabutin, a causal
relationship to combination with azithromycin has not been established (see section 4.8

Undesirable Effects).

Sildenafil
In normal healthy male volunteers, there was no evidence of an effect of azithromycin (500

mg daily for 3 days) on the AUC and C,,,, of sildenafil or its major circulating metabolite.

Terfenadine

Pharmacokinetic studies have reported no evidence of an interaction between azithromycin
and terfenadine. There have been rare cases reported where the possibility of such an
interaction could not be entirely excluded; however, there was no specific evidence that such

an interaction had occurred.

Theophylline
There is no evidence of a clinically significant pharmacokinetic interaction when azithromycin

and theophylline are co-administered to healthy volunteers.

Triazolam
In 14 healthy volunteers, co-administration of 500 mg azithromycin on Day 1 and 250 mg on
Day 2 with 0.125 mg triazolam on Day 2 had no significant effect on any of the

pharmacokinetic variables for triazolam compared to triazolam and placebo.

Trimethoprim/sulfamethoxazole

Co-administration of trimethoprim/sulfamethoxazole DS (160 mg/800 mg) for 7 days with
1200 mg azithromycin on Day 7 had no significant effect on peak concentrations, total
exposure or urinary excretion of either trimethoprim or sulfamethoxazole. Azithromycin serum

concentrations were similar to those seen in other studies.

Fertility, Pregnancy and Lactation
Pregnancy

Animal reproduction studies have been performed at doses up to moderately maternally
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toxic dose concentrations. In these studies, no evidence of harm to the fetus due to
azithromycin was found. There is a large amount of data from observational studies
performed in several countries on exposure to azithromycin during pregnancy, compared to
no antibiotic use or use of another antibiotic during the same period. While most studies do
not suggest an association with adverse fetal effects such as major congenital malformations
or cardiovascular malformations, there is limited epidemiological evidence of an increased

risk of miscarriage following azithromycin exposure in early pregnancy.

Azithromycin should only be used during pregnancy if clinically needed and the benefit of

treatment is expected to outweigh any small increased risks which may exist.

Lactation

Limited information available from published literature (two single dose studies [Oral and V]
and a case report) indicates that azithromycin is present in human milk at an estimated
highest median daily dose of 0.1 to 0.7 mg/kg/day. This range comes from azithromycin
single dose studies following oral and IV administrations. No serious adverse effects of

azithromycin on the breast-fed infants were observed.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from azithromycin therapy taking into account the benefit of breast-feeding for the child and

the benefit of therapy for the woman.

Fertility
In fertility studies conducted in rats, reduced pregnancy rates were noted following

administration of azithromycin. The relevance of this finding to humans is unknown.

Effects on Ability to Drive and Use Machines
There is no evidence to suggest that azithromycin may have an effect on a patient’s ability

to drive or operate machinery.

Undesirable Effects

Azithromycin is well tolerated with a low incidence of side effects.
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In clinical trials, the following undesirable effects have been reported:

Blood and Lymphatic System Disorders: Transient episodes of mild neutropenia have

occasionally been observed in clinical trials.

Ear and Labyrinth Disorders: Hearing impairment (including hearing loss, deafness and/or

tinnitus) has been reported in some patients receiving azithromycin. Many of these have
been associated with prolonged use of high doses in investigational studies. In those cases
where follow-up information was available, the majority of these events were reversible.

Gastrointestinal Disorders: Nausea, vomiting, diarrhea, loose stools, abdominal discomfort

(pain/cramps) and flatulence.

Hepatobiliary Disorders: Abnormal liver function.

Skin and Subcutaneous Tissue Disorders: Allergic reactions including rash and angioedema.

General Disorders and Administration Site Conditions: Local pain and inflammation at the

site of infusion.

The following undesirable effects have been reported in association with DMAC
prophylaxis and treatment clinical trials:

The most frequent (>5% in any treatment group) adverse reactions in HIV-infected patients
receiving azithromycin for prophylaxis for DMAC were diarrhea, abdominal pain, nausea,

loose stools, flatulence, vomiting, dyspepsia, rash, pruritus, headache and arthralgia.

When 600 mg azithromycin is given daily for the treatment of DMAC infection for prolonged
periods, the most frequently reported treatment-related side effects are abdominal pain,

nausea, vomiting, diarrhea, flatulence, headache, abnormal vision and hearing impairment.

In post-marketing experience, the following additional undesirable effects have been
reported:

Infections and Infestations: Moniliasis and vaginitis.

Blood and Lymphatic System Disorders: Thrombocytopenia.

Immune System Disorders: Anaphylaxis (rarely fatal) (see section 4.4 Special Warnings and

Precautions for Use).

Metabolism and Nutrition Disorders: Anorexia.
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Psychiatric Disorders: Aggressive reaction, nervousness, agitation and anxiety.

Nervous System Disorders: Dizziness, convulsions, headache, hyperactivity, hypoesthesia,

paresthesia, somnolence and syncope.
There have been rare reports of taste/smell perversion and/or loss.

Ear and Labyrinth Disorders: Deafness, tinnitus, hearing impaired and vertigo.

Cardiac Disorders: Palpitations and arrhythmias including ventricular tachycardia have been

reported. There have been rare reports of QT prolongations and torsades de pointes (see
section 4.4 Special Warnings and Precautions for Use).

Vascular Disorders: Hypotension.

Gastrointestinal Disorders: Vomiting/diarrhea (rarely resulting in dehydration), dyspepsia,

constipation, pseudomembranous colitis, pancreatitis and rare reports of tongue discoloration.

Hepatobiliary Disorders: Hepatitis and cholestatic jaundice have been reported, as well as

rare cases of hepatic necrosis and hepatic failure, which have resulted in death (see section
4.4 Special Warning and Precautions for Use, Hepatotoxicity).

Skin _and Subcutaneous Tissue Disorders: Allergic reactions including pruritus, rash,

photosensitivity, edema, urticaria and angioedema. Rarely, serious cutaneous adverse
reactions including erythema multiforme, AGEP, SJS, TEN, and DRESS have been reported.

Musculoskeletal and Connective Tissue Disorders: Arthralgia.

Renal and Urinary Disorders: Interstitial nephritis and acute renal failure.

General Disorders and Administration Site Conditions: Asthenia, fatigue and malaise.

Overdose
Adverse events experienced in higher than recommended doses were similar to those seen
at normal doses. In the event of overdosage, general symptomatic and supportive measures

are indicated as required.

5. PHARMACOLOGICAL PROPERTIES

5.1

Pharmacodynamic Properties

Pharmacotherapeutic group: Macrolides, ATC code JO1FA.

Mode of action

Azithromycin is the first of a subclass of macrolide antibiotics, known as azalides, and is
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chemically different from erythromycin. Chemically it is derived by insertion of a nitrogen
atom into the lactone ring of erythromycin A. The chemical name of azithromycin is 9-deoxy-

9a-aza-9a-methyl-9a-homoerythromycin A. The molecular weight is 749.0.
Azithromycin binds to the 23S rRNA of the 50S ribosomal subunit. It blocks protein synthesis
by inhibiting the transpeptidation/translocation step of protein synthesis and by inhibiting the

assembly of the 50S ribosomal subunit.

Cardiac electrophysiology

QTc interval prolongation was studied in a randomized, placebo-controlled parallel trial in
116 healthy subjects who received either chloroquine (1000 mg) alone or in combination with
azithromycin (500 mg, 1000 mg and 1500 mg once daily). Co-administration of azithromycin
increased the QTc interval in a dose- and concentration-dependent manner. In comparison
to chloroquine alone, the maximum mean (95% upper confidence bound) increases in QTcF
were 5 (10) ms, 7 (12) ms and 9 (14) ms with the co-administration of 500 mg, 1000 mg and

1500 mg azithromycin, respectively.

Mechanism of resistance

The two most frequently encountered mechanisms of resistance to macrolides, including
azithromycin, are target modification (most often by methylation of 23S rRNA) and active
efflux. The occurrence of these resistance mechanisms varies from species to species and,

within a species, the frequency of resistance varies by geographical location.

The most important ribosomal modification that determines reduced binding of macrolides is
post-transcriptional (N6)-dimethylation of adenine at nucleotide A2058 (Escherichia coli
numbering system) of the 23S rRNA by methylases encoded by erm (erythromycin ribosome
methylase) genes. Ribosomal modifications often determine cross-resistance (MLSB
phenotype) to other classes of antibiotics whose ribosomal binding sites overlap those of the
macrolides: the lincosamides (including clindamycin), and the streptogramin B (which
include, for example, the quinupristin component of quinupristin/dalfopristin). Different erm
genes are present in different bacterial species, in particular streptococci and staphylococci.

Susceptibility to macrolides can also be affected by less frequently encountered mutational
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changes in nucleotides A2058 and A2059, and at some other positions of 23S rRNA, or in

the large subunit ribosomal proteins L4 and L22.

Efflux pumps occur in a number of species, including gram-negatives, such as Haemophilus
influenzae (where they may determine intrinsically higher minimal inhibitory concentrations
[MICs]) and staphylococci. In streptococci and enterococci, an efflux pump that recognizes
14- and 15-membered macrolides (which include, respectively, erythromycin and

azithromycin) is encoded by mef (A) genes.

Methodology for determining the in vitro susceptibility of bacteria to azithromycin

Susceptibility testing should be conducted using standardized laboratory methods, such as
those described by the Clinical and Laboratory Standards Institute (CLSI). These include
dilution methods (MIC determination) and disk susceptibility methods. Both CLSI and the
European Committee on Antimicrobial Susceptibility Testing (EUCAST) provide interpretive

criteria for these methods.

Based on a number of studies, it is recommended that the in vitro activity of azithromycin be
tested in ambient air, to ensure physiological pH of the growth medium. Elevated
CO, tensions, as often used for streptococci and anaerobes, and occasionally for other
species, result in a reduction in the pH of the medium. This has a greater adverse effect on

the apparent potency of azithromycin than on that of other macrolides.

The CLSI susceptibility breakpoints, based on broth microdilution or agar dilution testing,

with incubation in ambient air, are given in the table below:

CLSI Dilution Susceptibility Interpretive Criteria

Broth microdilution MIC (mg/L)

Organism Susceptible Intermediate Resistant
Haemophilus species <4 - b
Moraxella catarrhalis <0.25 - -
Neisseria meningitidis <2 - P
Staphylococcus aureus <2 4 >8
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CLSI Dilution Susceptibility Interpretive Criteria

Broth microdilution MIC (mg/L)

Organism Susceptible Intermediate Resistant

Streptococci?® <05 1 >2

2 Includes Streptococcus pneumoniae, B-hemolytic streptococci and viridans streptococci.

® The current absence of data on resistant strains precludes defining any category other than
susceptible. If strains yield MIC results other than susceptible, they should be submitted to a
reference laboratory for further testing.

Incubation in ambient air.

CLSI = Clinical and Laboratory Standards Institute; MIC = Minimal inhibitory concentration.

Source: CLSIM45, 2015; CLSIM100, 2018.

Susceptibility can also be determined by the disk diffusion method, measuring inhibition zone
diameters after incubation in ambient air. Susceptibility disks contain 15 pug of azithromycin.
Interpretive criteria for inhibition zones, established by the CLSI on the basis of their

correlation with MIC susceptibility categories, are listed in the table below:

CLSI Disk Zone Interpretive Criteria

Disk inhibition zone diameter (mm)

Organism Susceptible Intermediate Resistant
Haemophilus species 212 - -
Moraxella catarrhalis >26 - -
Neisseria meningitidis >20 - -
Staphylococcus aureus >18 14-17 <13
Streptococci 2 >18 14-17 <13

@ Includes Streptococcus pneumoniae, B-hemolytic streptococci and viridans streptococci.
Incubation in ambient air.
CLSI = Clinical and Laboratory Standards Institute; mm = Millimeters.

Source: CLSIM45, 2015; CLSIM100, 2018.

The validity of both the dilution and disk diffusion test methods should be verified using
quality control (QC) strains, as indicated by the CLSI. Acceptable limits when testing

19



LPD Title: Azithromycin

LPD rev no.: 17.0

LPD Date: October 31, 2022

Country: Thailand

Reference CDS ver: 17.0 and 18.0; date: May 27, 2022 and August 10, 2022

azithromycin against these organisms are listed in the table below:

Quality Control Ranges for Azithromycin Susceptibility Tests

Broth microdilution MIC

Organism Quality control range (mg/L azithromycin)
Haemophilus influenzae ATCC 49247 1-4
Staphylococcus aureus ATCC 29213 0.5-2
Streptococcus pneumoniae ATCC 49619 0.06-0.25

Disk inhibition zone diameter (15 pg disk)

Organism Quality control range (mm)
Haemophilus influenzae ATCC 49247 13-21
Staphylococcus aureus ATCC 25923 21-26
Streptococcus pneumoniae ATCC 49619 19-25

Incubation in ambient air.
CLSI = Clinical and Laboratory Standards Institute; MIC = Minimal inhibitory concentration;
mm = Millimeters.

Source: CLSIM100, 2018.

EUCAST has also established susceptibility breakpoints for azithromycin based on MIC

determination. The EUCAST susceptibility criteria are listed in the table below:

EUCAST Susceptibility Breakpoints for Azithromycin

MIC (mg/L)
Susceptible Resistant
Staphylococcus species <1 >2
Streptococcus pneumoniae <0.25 >0.5
B—hemolytic streptococci® <0.25 >0.5
Haemophilus influenzae <0.12 >4
Moraxella catarrhalis <0.25 >0.5
Neisseria gonorrhoeae <0.25 >0.5
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EUCAST Susceptibility Breakpoints for Azithromycin

MIC (mg/L)

Susceptible Resistant

@ Includes Groups A, B, C, G.

EUCAST = European Committee on Antimicrobial Susceptibility Testing; MIC = Minimal
inhibitory concentration.

Source: EUCAST Web site.

EUCAST Clinical Breakpoint Table v. 8.0, valid from 2018-01-01

www.eucast.org/.../EUCAST.../Breakpoint_tables/v_8.0_Breakpoint_Tables.pdf

Antibacterial Spectrum:

The prevalence of acquired resistance may vary geographically and with time for selected
species and local information on resistance is desirable, particularly when treating severe
infections. As necessary, expert advice should be sought when the local prevalence of
resistance is such that the utility of the agent in at least some types of infections is

questionable.

Azithromycin demonstrates cross-resistance with erythromycin-resistant gram-positive
isolates. As discussed above, some ribosomal modifications determine cross-resistance with
other classes of antibiotics whose ribosomal binding sites overlap those of the macrolides:
the lincosamides (including clindamycin), and the streptogramin B (which include, for
example, the quinupristin component of quinupristin/dalfopristin). A decrease in macrolide
susceptibility over time has been noted in particular in Streptococcus pneumoniae and
Staphylococcus aureus, and has also been observed in viridans streptococci and in

Streptococcus agalactiae.
Organisms that are commonly susceptible to azithromycin include:

Aerobic and facultative gram-positive bacteria (erythromycin-susceptible isolates): S. aureus,
S. agalactiae*, S. pneumoniae*, S. pyogenes*, other B-hemolytic streptococci (Groups C, F,
G), and viridans group streptococci. Macrolide-resistant isolates are encountered relatively

frequently among aerobic and facultative gram-positive bacteria, in particular among
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5.2

methicillin-resistant S. aureus (MRSA) and penicillin-resistant S. pneumoniae (PRSP).

Aerobic and facultative gram-negative bacteria: Bordetella pertussis, Campylobacter jejuni,
Haemophilus ducreyi*, Haemophilus influenzae*, Haemophilus parainfluenzae*, Legionella
pneumophila, Moraxella catarrhalis*, and Neisseria gonorrhoeae*. Pseudomonas spp. and
most Enterobacteriaceae are inherently resistant to azithromycin, although azithromycin has

been used to treat Salmonella enterica infections.

Anaerobes: Clostridium perfringens, Peptostreptococcus spp. and Prevotella bivia.

Other bacterial species: Borrelia burgdorferi, Chlamydia trachomatis, Chlamydophila

pneumoniae*, Mycoplasma pneumoniae*, Treponema pallidum, and Ureaplasma urealyticum.

Opportunistic pathogens associated with HIV infection: MAC*, and the eukaryotic

microorganisms Pneumocystis jirovecii and Toxoplasma gondii.

*The efficacy of azithromycin against the indicated species has been demonstrated in clinical

trials.

Pharmacokinetic Properties

Absorption

Following oral administration in humans, azithromycin is widely distributed throughout the
body; bioavailability is approximately 37%. Administration of azithromycin capsules following
a substantial meal reduces bioavailability by at least 50%. The time taken to peak plasma

levels is 2 to 3 hours.

Distribution

In animal studies, high azithromycin concentrations have been observed in phagocytes. In
experimental models, higher concentrations of azithromycin are released during active
phagocytosis than from non-stimulated phagocytes. In animal models, this results in high

concentrations of azithromycin being delivered to the site of infection.

22



LPD Title: Azithromycin

LPD rev no.: 17.0

LPD Date: October 31, 2022

Country: Thailand

Reference CDS ver: 17.0 and 18.0; date: May 27, 2022 and August 10, 2022

Pharmacokinetic studies in humans have shown markedly higher azithromycin levels in
tissues than in plasma (up to 50 times the maximum observed concentration in plasma),
indicating that the drug is heavily tissue bound. Concentrations in target tissues, such as
lung, tonsil and prostate exceed the MICy, for likely pathogens after a single dose of

500 mg.

Following oral administration of daily doses of 600 mg azithromycin, C,.x was 0.33 pg/mL
and 0.55 pg/mL at Day 1 and Day 22, respectively. Mean peak concentrations observed in
leukocytes, the major site of disseminated MAC infection, were 252 pg/mL (+49%) and

remained above 146 pg/mL (x33%) for 24 hours at steady-state.

Elimination

Plasma terminal elimination half-life closely reflects the tissue depletion half-life of 2 to
4 days. Approximately 12% of an intravenously administered dose is excreted in the urine
over 3 days as the parent drug, the majority in the first 24 hours. Biliary excretion of
azithromycin is a major route of elimination for unchanged drug following oral administration.
Very high concentrations of unchanged drug have been found in human bile, together with
10 metabolites, formed by N- and O-demethylation, hydroxylation of the desosamine and
aglycone rings, and cleavage of the cladinose conjugate. Comparison of HPLC and
microbiological assays in tissues suggests that metabolites play no part in the

microbiological activity of azithromycin.

Pharmacokinetics in Special Patient Groups

Elderly
In elderly volunteers (>65 years), slightly higher AUC values were seen after a 5-day

regimen than in young volunteers (<40 years), but these are not considered clinically

significant, and hence no dose adjustment is recommended.

Renal Impairment

The pharmacokinetics of azithromycin in subjects with GFR 10-80 mL/min were not affected
following a single 1 g dose of immediate-release azithromycin. Statistically significant

differences in AUCq. 159 (8.8 pg-h/mL vs. 11.7 pg-h/mL), Cax (1.0 pyg/mL vs. 1.6 yg/mL) and

23


Lora
Ref 2, page 5


LPD Title: Azithromycin
LPD rev no.: 17.0
LPD Date: October 31, 2022

Country: Thailand
Reference CDS ver: 17.0 and 18.0; date: May 27, 2022 and August 10, 2022

5.3

CLr (2.3 mL/min/kg vs. 0.2 mL/min/kg) were observed between the group with
GFR <10 mL/min and GER >80 ml/min.

Hepatic Impairment

In patients with mild (Class A) to moderate (Class B) hepatic impairment, there is no
evidence of a marked change in serum pharmacokinetics of azithromycin compared to those
with normal hepatic function. In these patients, urinary clearance of azithromycin appears to

increase, perhaps to compensate for reduced hepatic clearance.

Preclinical Safety Data

Phospholipidosis (intracellular phospholipid accumulation) has been observed in several
tissues (e.g., eye, dorsal root ganglia, liver, gallbladder, kidney, spleen and/or pancreas) of
mice, rats and dogs given multiple doses of azithromycin. Phospholipidosis has been
observed to a similar extent in the tissues of neonatal rats and dogs. The effect has been
shown to be reversible after cessation of azithromycin treatment. The significance of the

finding for animals and humans is unknown.

6. PHARMACEUTICAL PARTICULARS

6.1

List of Excipients
Film-coated Tablets: The tablets contain pre-gelatinized starch, calcium phosphate dibasic
anhydrous, croscarmellose sodium, magnesium stearate and sodium lauryl sulfate. The film

coating contains hydroxypropyl methylcellulose, triacetin and titanium dioxide (E171).

Powder for Oral Suspension: The powder for oral suspension contains sucrose (1.94 g per
100 mg dose), sodium phosphate tribasic anhydrous, hydroxypropyl cellulose, xanthan gum,

artificial cherry, creme de vanilla and banana flavors.

Sachet: The powder for oral suspension contains sucrose (1.85 g per azithromycin 100 mg
dose), sodium phosphate tribasic anhydrous, hydroxypropyl cellulose, xanthan gum, artificial

cherry, creme de vanilla and banana flavors.

Powder for Intravenous Solution: The IV formulation contains citric acid (anhydrous),
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6.2

6.3

6.4

6.5

sodium hydroxide.

Incompatibilities
Intravenous: Other IV substances, additives or medications should not be added to

IV azithromycin, or infused simultaneously through the same IV line.

Shelf-Life
Film-coated Tablets: Please see details on carton.
Powder for Oral Suspension: 10 days for the reconstituted product and for the dry powder,

please see details on carton.

Sachets: 24 hours for the reconstituted product and for the dry powder, please see details

on carton.

Powder for Intravenous Solution: Please see details on carton.

Special Precautions for Storage

Film-coated Tablets: Store below 30°C.

Powder for Oral Suspension: Store below 25°C for the powder and store below 30°C for

the reconstituted suspension.

Sachet: Store below 30°C for the powder and the reconstituted suspension.

Powder for Intravenous Solution: Store vial below 30°C (see section 6.5 Special

Precautions for Disposal and Other Handling).

Special Precautions for Disposal and Other Handling
Powder for Oral Suspension: Tap the bottle to loosen the powder. To the 600-mg bottle,

add 9 mL of water. Shake well. Shake prior to use everytime.

For children weighing less than 15 kg, the suspension should be measured as closely as
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possible. For children weighing 15 kg or more, the suspension should be administered using

an appropriate measuring spoon.

Sachets: Empty the contents of each sachet into 4 mL of water (the total volume of
suspension will be 5 mL) or empty the contents of each sachet into 5 mL of water (the total

volume of suspension will be 6 mL) and stir thoroughly before taking.

Powder for Intravenous Solution

Reconstitution - Prepare the initial IV solution for infusion by adding 4.8 mL of sterilized
Water for Injection to the 500 mg vial and shaking the vial until all of the drug is dissolved.
Since azithromycin IV is supplied under vacuum, it is recommended that a standard 5 mL
(non-automated) syringe be used to ensure that the exact amount of 4.8 mL of sterilized
Water for Injection is dispensed. Each mL of reconstituted solution contains 100 mg

azithromycin.

Chemical and physical in-use stability of the reconstituted product has been demonstrated
for 24 hours below 30°C. When diluted according to the instructions, the diluted solution is
chemically and physically stable for 24 hours at or below 30°C or for 7 days if stored under

refrigeration at 5°C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the
user and would normally be no longer than 24 hours at 2°C to 8°C, unless reconstitution and

dilution have taken place in controlled and validated aseptic conditions.

Dilute this solution further prior to administration as instructed below:

Dilution - To provide azithromycin over a concentration range of 1.0 mg/mL to 2.0 mg/mL,
transfer 5 mL of the 100 mg/mL azithromycin solution into the appropriate amount of any of

the diluents listed below:

Final Infusion Solution Concentration (mg/mL) Amount of Diluent (mL)
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1.0 500
2.0 250

The reconstituted solution can be diluted with:

Normal Saline (0.9% sodium chloride)

Y2 Normal Saline (0.45% sodium chloride)

5% Dextrose in Water

Lactated Ringer’s Solution

5% Dextrose in %2 Normal Saline (0.45% sodium chloride) with 20 mEq KCI
5% Dextrose in Lactated Ringer’s Solution

5% Dextrose in %3 Normal Saline (0.3% sodium chloride)

5% Dextrose in %2 Normal Saline (0.45% sodium chloride)

Normosol®-M in 5% Dextrose

Normosol®-R in 5% Dextrose

Parenteral drug products should be inspected visually for particulate matter prior to
administration. If particulate matter is evident in reconstituted fluids, the drug solution should

be discarded.

7. MARKETING AUTHORIZATION HOLDER
Pfizer (Thailand) Limited

Warnings (based on the Ministry of Public Health Announcement)
1. Do not use in hypersensitive patients.

2. This drug may cause liver damage.

LPD Revision No.: 17.0
LPD Date: October 31, 2022
Country: Thailand
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