New Registrati

(azithromycin)
500 mg film coated tablets
200mg/5ml powder for oral suspension

QUALITATIVE AND QUANTITATIVE COMPOSITION
Film coated tablets

Powder fororal suspension
Each sl
PUARAGUTICA FORM
Film coated abi

Powier o aperion
Physical Characlers

Film coated Tables:

Powder for oral suspension:

off whit granular
Afer reconsttutio: Sei transparent pale yellow suspension
CLINICAL PARTICULARS.

Therapeutic ndications

Adulls

aduls for th estment
Lower respialorytrac nfectons
Acute bacterial ronchits

Community acquired preumonia

Communty s ot e by sl s s o e i s oy il ses i s e et
famydia pocumonie, Hoemophius inflenzac, Legioncla preumophia, Moraxella catarhals, Mycoplasma.peumoriac, Staphylococcus aureus and
Mrtplnw«usvneum iae
Upper rspiaton it nfecions
Acute
Duclo s«epmmus preumniac or Hacmophilus influenze.
eptococcal pharyngitis

e el i et of Sptocos phghes Boweves ol e s o oy of e i e e o of
ot ot vl rser

Uncomplicted skinand skinstructreinfctions
Sexually ransmitted discases.
Note: B

for
Pehic inflammatory discase.

Chlamydia trachomalis conjuncivits and trachoma

Prevention of d
When used as the sole agent or in combination wih rfabulin l it approved dose, in aduls with HIV infection and CD4 cell coun ess than or equel 10 75 cel.

Pacdilric population

trocnfections
oAU NICTON
espiratorytrac fectons
DT NDICTONS shove
Uncomplicated skin and skin structural infections
Sce ADULT INDICATIONS abore.
Prevention of )i

than 12 years with HIV infection and CD4 cell count ess than or

equalto 75 cel
herapy
At Stelococal pranns onsitis

icfev
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Chamyia rachomats ontncits and rchoma
incin 2o i
and method of administraton

,\/.w.nw in should b gen s asingle daily dose
Tablets and POS may b taken wih food.

Theref v aferameal
Adults

1gasa single dose.
Conincvits ad rchoma dueto Chamyd rchonts
Tgei singedosearancomenkly o up 0 v
Fullﬂmng W heropy or e restment of CA
s asoge am, dose o complelea 7 1o 10 day course of therapy.

250 mg 5. sinle Gy dose o complte a1 daycourse of etapy

i k thr alone, or
Al other indicaions fincuding outpatientsntated o oral ratment of CAP due to 5. pneumoniae or H.influenzae]
Tolal dose of : i Iy for 3 days.

Children

20 mglk either 25  singl dose or once weekly for up fo 3 weeks.

infection

ethr alone,
smpmmm\ pharyngitis and tonsiltis
20 migkg once dai for 3 consecutve days providing atotal dose of 60 mg/kg over a 3-day tratment perod. Do not exceed a dlly dose of 500 mg or 125 mi. of the

Neda

otk e 3 days or 10 mg
o e g s e s it

,\u other ndicatons

Moot aimaton
vl Sspensionin o mybe ke i o

Contra

Ao oisindclod

 Xithrone* Xithrone"
ings and precautions for use

Use with caution inthe fllowing crcumstances

n

~paliets wilh cystc fbrosis
 paliets wilh nosocomial acquied nfectons.
s il knoun o sspce acremi
<ot g s Fimision
 elderyor debiltated patents

 Xithrone have b fical,prolongation of the QT ilerval Prolongalion o the QT des d
) an abnormal heartthythm, which can e fa
ety Aol It gt et hepatc s, and hepatc e v e eported some o hih v s et

prindity

ous, allrgi reactions, incud dema and anaphyl
St ) and drug

reatmentof the

i od
These patintsrequired prolonged periods of observation and symplomatic treament pi tisue hall e o azith d
subsecquent prolonged exposure to anlgen s unknown a present
" P e nstiued Phy reappearance of the alrgic
symploms may occur when symplomatic therapy s disconlinued.
Hepatoloxicly
Nonelheles,

Abnormal Ter functon, hepat, cholestaic joundic, hepatic necrosi, and hepalic faure e been reporid, some of which have resuled i death. Discontinue
ariromycin mmectatly f igns and symploms of hepaiis occur.
Ergol derivalives

i However, because i

Superinfection
luding fungiis recommended.

m difficile-assocated diarrhea
Antiolic-assocaled pseudomembrancus cols has been reporied with the use of many anibiotcs including azthromycin. A toxin produced by Clostidium dificle

i s ond
ot shod o o e e g s i o BT e et oty et e o o
vefraclory Lo anfimicrobyal therapy and may require coloclomy

It
Renal impairment

mild 10 - 80 mmin. After oral a a 1gin
mean AUCO-12 3080 and 604 resp P

Diabeles

e evend e 5 g5 o oot s, W el i i nt e for ptts i rr ey probls ofgolcose
inicerancs, he Lop Iy gcse- gl mbbsopen.
Prolongation of the Q1 interval
Vet o st il prkonged QI el incing ey rsdes de s e bee e il macrleprodcs
ofary i groups

e pedsposedto Tl prkonglon
+ palents aking other medications know 1o prolong the QT ineral such as antarthythwics of Classes 1A and 1, antipsycholic agents, antdepressants, and
uoroquinolones
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ey p inteval.
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Interacions withother Medicnes and Other Forms of Ineracions
utvomycin dos o ug}n[uanl\v it e e

Itis nol efeved o undergo inteactions as seen with

Antaids: I a pharmacokinelic study invesligalng the efects of smullaneous adminisiation of antacid with azihromyin, o effect an overall boaxaiabilly was seen

D i

wlosp a Sdays
single 10 mgkg oral dose of cycosparin, the resuling Cmax and AUCD-5 were found o be signicanty clevaled. Consequenty, caution should be exerised before
considering concurtent admirisiraion of these drugs. f coadministralion of these drugs is necessary, cyclosporin lecls should be monitored and the dose adjusted
accordingly

Alorvasttin: Coadminsisaion of torvastatin (10 mg dai) and azihromycin (500 mg daily) did not alter the plasma concentrations of atonastatn (based on a HMG,
W

Carbamazepine: In @ pharmacokineti iniracton study in heallhy volunteers, o signficant efec was observed on the plasma levls of carbamazepine o s acive
melabole in patintsfecehing concomiant azihvomycn,
iy

' interaction and

o sgnfan changes i e T el

i asitbromycin
o leron of ifvomycn hamacokinetcs vas e

i Janis I a pharmacokineic inferaction study, azithvomycin cid ol ater the anticoagulant ffct of a single dose of 15 mg warfarin
e i koo Tt e b repors e h post ke pesod of et acogeoton ot 1o oodnimssaon o

D Comdnesiabon of 200 mgday asbomyin i 400 gy iansie i i HIV-pose sbfcts for 2 ek ad o fct on he sy s
pharmacokinelics of didanosine as compared o plac

Hm: Condmirsbon f 3 e o of 00 g abromyc 400 e sy o 7 dys did o sl any il gt phrmacokicic
interactons.
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Bl i ety kol ot of 50 gy vy o3 doys 0 it s ol g s e lmackcic o
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Coadminisiraton of

DS (160 mg/800 mg) for 7 days with 1200 mg azitromycin on Day 7 had no
P
those seen i otherstudies. No dose adistment s necessary
Jipk 1200 mg or 600 mg doses of
or it glucuronide melabolie. However, adminisiration of azithromycin increased the concenlations of phosphoryaled zidovudine, the clicall acive melaboli, in

Other interactons

and ki i a and digosn,
the possibily of

of serum digoxi evels may be necessary
Fertity, pregnancy and lactation
Fertity

Pregnancy

kg 10-okd igher
dictve of human response,

Lactation
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mgkgiday ot avaiable

iectson abitytodrv and use machines

v estimaled highest median daly dose of 01 to 07

Undesirable efects
In dincal ik, most of

4 stly 7% of palints

Host o e o trac, e, nausea, vomiting, diarthoca or abdomina pain. Rae, bul polentially
Serous,adverse events were angioedema and choletalic aundice
gt o e e oy e il o e s

Postmarketing Experience’
. Xithrone'

Aduls

aderse events in of ihe gastrointestinal
System with darhea flose slols w e Ty shdomin o 55 g e ket reonel o, e e el ol s on
‘multle-dose regimen with a fequer

Mg poserdty gt
Cardovascular palpations,

Geniourinary: moniass,vaginis, nephets.

Nerous sl daanes, esdche v, smolrce
ral flgy

S 1 gpam doe regimen:

afequency of A s 7% nausea (5%,
Laboratory abnormalies

Incidence > I LT (5GP, GCT and AST SG
e <l kg, g, eumbipars, drid sum sabe ot i, B s, Hood o LI phoshat
o ot etont de o

3000 patents, a1p arenal
functon abnormal

MAC
Diarthea
Abdominal pain
Nausea
Loose stools
Falulence
Vomiling
Dyspepsia
Rash
Prorius
Headache
Arhlgia
andALT

Children

210

Gastrointstinal system disorders
Abdominal pain
Diarthea
Nausea

fomiling
Gorralconditon dsondes
Alergc

Sk and accessory struclures
s

oo
Pt markcting xperince
in post

Infectons and infestatons: mrilass and vagints.
Blod and hmphatc ssem dsorders: hombocycpenis

Cardiows rders: hypolension; palpilations and arhylhwias including ventricular tachycardia have been reported. There have been rare reports of QI
omgabon orades 4 e

i in dehycration), dy i it

fare repors of
tongue discolouraton

mmune s dsaders aphyus o,
Msculoskeleal and omedive Usue dsorders vl

Skin and subctancous s dsorders:allgc ecion chdng prus, s, pholsenihy, uricar, osdens, ngosdans,serous Sk recions g
) Stevens-Johns

syn i p

g e s o o ol g el oo oo,

Reporting of suspecied adverse ceactions

duct
OVERDOSAGE
Most

Higherthan in typ o
in

o sexm a nomal doses The ncidnce of

pired

1 i many clorc ampiphic rgs, phospholpdes s ben obsred n s s of i s dogs gl dose of afromy s e
s low s 2-3 times grealer than ended human

dose snd i fion of e i

with overdose of azthromycin s unknown.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic propertes

Pharmacotherapeutic group: Antbacterial agent: mcrolides

Aechanism of action

byiniing e asenby of e 05 osema
Cardiac clectrophysiology
QI iterval prolongation was studied in a randomised, placebo-contrlld parallel il i 116 healhy subjects who received either chloroquine (1000 mg) lone or in
combination wih azifvomycin (500 mg, 1000 mg, and 1500 mg once day) Co-adminisiralion of azithromycin inceased the QI nteval in o dose- and

72ims 500 mg, 1000 mg and 1500 mg azithromycin, espectivly
Mechanism of resstance.
adive effux d
The most important bosomal modtfcation tht delermines reduced binding of macroides is of adenine ot nuceotide A2058
the 235 FRNA by melhyz
dasses of
e
inpatcdar afected by i
i pomge ot b e f o . such as Haemophi inhiilory
wmnmw )t Sl b S s - and 15 which incude,respecivey,
eny and aihvomyain) s encoded by mef (A genes

Verobilogy
D

These
indude diuton mehods (MIC et and sk sy e, o LS o g ot o ol Soepy g EUCR
provide inferpretive criteriafor tese m

ted
CO2 tensions, as nd anaerobes i oo S o e, Tt o 3 et a

Anibaceial specrum

it
5 queston
Rooron femonsste os reisnce i eybeomyci reisant Gron-posle ol As dsassed above, some sbosanl modilons deemie
cross-resistance with ofher classes of anbiolcs whose ribosomal binding ses overlap those of the macrolides: he fincosamides including dindamycnl and the
Streptogramin 8 fwhichincude,fo exampie, & has been noted in
partcar

e o e oo po monia” Sieplococcus pyogenes. olher

oo s G &G nd s S i st SOBe v ot A ey s s oo o
in paricular

Acrobic and facullalve Gram-negatve bactra: Bordellla perlusss, Campylobactr o

o e v el and Nl fonhorae Feons - s Eorobadeto. ol st ooy

e e o oot o o CHamydophia peumoia® Kyl preumois” Trspancnapalidn, and
Ureaplasmaurealylcum.

Pacdiatric use

Infanile hypertrophic pyloric tenosis 1HPS) has been reported following the use of azithromycn in neonates (ireatment up (0 42 days of ffl. Parents and

PHARMACOKINETIC PROPERTIES
Follwing oral adminisication of a 500 g, dose, azibromycin is absorbed from the gasirinlestinal Irac with an absolute bioavaiabilly of 57%. Masimum serum
304 pgml Tours wilh e curve AUC (0-24) o 26 pghriml

Pharmacokinetics in eldery subjcts are substanlally the same and o dosage adustment.is ecessary: The exlent of absorplio is unalfeced by coadminisiaton with
Hacid

e o 68 hours. ppr
611 Lk 30 mlmin) sugaest that it

1

has

othogeraer s singe doseof 500 m,and eman i e s
el be e
R o e HO it 32 gl for app

L to 7% at 2 g/l
Distribution
Abromycii o il oo s by
Biotransl

Vry igh concenvallonsofunchnged dg havebee found, ogther wih 10 melabltes, o by - and O-demelyalon, ydroraton o th desosanin and
aglycone rings, and dleavage of the cadinose conjugate. Comparison of HPLC and microbiological assays in tissues sugaests that melaboles play no part in the
microbioogical aclvity of azithromycin.

Eimination
Approvimalely 12% of an novnously adinlred dos s e n e o cver 3 dysa heparent s, the sty i the s 24 ours. iy exceton of

oo gl ol o f o . e phms i Ik moders el mplnent (R 10 - 50 i e e
Stlstically sgniicant differences in AUCD-120 (88 pgheml.vs. 117 ghr/mt), Cmax (10 /L v. L6 pgimt) and CLr (23 mlmin'k v. 02 miminhg) were observed

Tass 4 o moderate (C i
I these patent;

in al paiets,
Ronder for oral suspension

dren. There is: and Crmax and dose for doses beween 10 and

20 mgkg daily i cidon.
PHARMACEUTICAL PARTICULARS
Listof excipient

ihone S0hing i Coted it

I active ngrdients: Meyl cellose 15 cps, ikiled microcrystline cellulose (Prosolve 90), Magnesium stearate, Tae prified, Croscarmellose sodium, Sodium steay!
fumarate
it s gy s, Cndorn ke
Xithrone 200 mg, 5 Oral
s e ettt
sgacanth, . Lemon flvor, Veltol pls,sucrose fine, Aspartame, acesulfme potassiu.

Solvent (Disted walr)
 Distled wate o 15 ml forbolle of 15 mi)
- Distled water o 25 mi for bollle of 25 ml)
Shelflife
o 200my S O spension . o500 mg i s et 2 ers
Spedl preaions orstorag
m.llzd ot

aceeding 25°C,in dry place
ol o o O oo
Before reconsiulion: Stre a emperalure ot exceeding 50°C, in dry place

830°C

fousteptiida
Xithrone’ 200 m,

Nature and contents of container
Xithrone* 500 mg fim coated
oo o oo AL e PUC/ VD) St of i cosed bkt it st ol
Caton Boxcontn 2 Torsprnt PV VDO s of3 i o it i skt
il Powder for Oal suspension:
Caon b coneeing i low dedy e i Bl g 103 g por g 13 i s sl i sk sty
plastc LDPE Sa

wilh oange LOP
measuring cup -+ 15l purhed waler n one Uansparentplasic LDPE Sachl + inner et

‘Specal precautions for disposal

No specal requirements

Keep all medicaments out of reach of children

Product of:
AMOUN PHARMACEUTICAL CoO.
El-Obour City, Al Qalyubia, Egypt.
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