ZEVLEN®

Agithromycin Tablets and Oral Suspension

DESCRIFTION

ZEVLEN® {ugithromycin tablcts and azitrorycin for oral suspension) contains the active
imgredient arithromycin, an walide, a subclass of licd ihi for aral admini:
L.

ZEVLEN® 35 supplicd for oral sdministrution o flm costed, mound tablets containing
arithroniycin dilydrate equivaleat 1 250 mg azithromycin and the following inmctive mgre-
dients: dibasic calcium phosphate. pregelatinized starch, sodium croscarmellose, magnesium
stearate, sodium buryl sulfate, hydroxypropyl methykellulose, titanium dioxide, polyethyd-
ene glycol, and iron oxide (vellow . red and Hock).

2.E\1£N‘®fol orel suspension ks supplied in bottles containing azithromycin dihydrate pow-
der equivabent ro 600 mg or 900 myg aeithrormycin per bottle and the following mactive ingre-
dients: sucrose, sedium phospleae wibasie | hydroxypropyl cellulese, xanthan gum | saccha-
rin sodium, banana, cherrry and vanilla Mavors. Afier i each 5 mi of

contains 200 mg of azithremycin.

INDICATIONS AND USAGE

(.D\I'[‘RAINDILATJUN&) Despite initially suceessiul sympromatic reatment of the aller-
. when s therapy was (i d, the allergic symptoms
reulrrud soon thereafter in some potients without further azithromycin exposure.
‘These patients required prolonged periods of observation and symptomatic trestment, The
relationship of these episodes o the long tisse half-life of azithromycin and subsequent pro-
longed exposare to anbgen s unknown & present.
If am aldergic reaction oocurs, the drug should be discontinued and appropriate therapy should
be instituted. Physicians should be aware that resppearance of the allergic sympioms muy
occur when symptomatic therapy is discontinued,
In the treatment of pneumonia, azithromycin hras nnh been shown to be safe and
effective in Ih.t of q due to ) i
brifues EnfTe M It or Strepiococcus
pwmrmme in patients appropriate for oral ﬂb&l‘w Arithromycin should not be
used in patients with pneumonia who are jodged to be inappropriate for oral thera-
py beesuse of moderate to severe illness or risk factors such as any of the following:
jpatients with cystic fibrosis, patients with nosocomially acquired infections, patients
with known or suspected bacteremia, patients requiring hospitalizetion, elderly or
debilitated patients, or patients with significant underlying health problems that
may compromise their ability to respond to their illness (including immusodeficien-
cyor lumliunal asplenia).
P colitis has been reported with nearly all antibacterial agents and

Acithromysin is indicated for the treatrment of petienes with mild © mud:ran: i
(pacumomia; see WARNINGS) caused by I strains of the desi |

isms in the specific conditions listed below, As recommended dosages, durations of ther-
apy, and applicable paticnt populations vary wmong these infections, please see
DOSAGE AND ADMINISTRATION for specific desing recommendations.

Adults:

Acute hmﬂ:l exacerbations of chromie obstructive  pulmonary M due 1

Moraxella ¢ Iis, o 87 CHE [
annrmy-uqlmd pmeumonla due w0 Chilamydia preumoniae, Haemaphilus (nflier-
zoe, Mycop i T, in patients for appropriate oral

therapy.

NOTE: azithromycin should not be used in patients with pneamonia who are judged

to be inappropriate for oral therapy because of moderate (o severe illness or risk fac-

tors such as any of the following: patients with cystic fibrosis, patients with nosocomi-

ally acquired infections, patients with known or suspected bacteremia, patients requir-

ing hospitalization, elderly or debilitated patients, or patients with significant underly-

mg hmlm pmhlems that may mmpmmhe their ability to respond to their illness
fency or

E'Imq-ngulu.fmillha caused by Streprovocens p\o,wmsv a5 an altemative w first-line ther-

apy in individuals who cannot use first-line therapy,

INOTE: penicillin by the intramuscular route is the usual drug of chesz in the tremment of

Streptococcus pyegenes infection and the prophylaxs of theumatic Tever.

Agithromyein is often effective in the eradication of susceptible strains of Streptococcus pro-

genes from the nasopharyna, Because some strains are resistant to azithromycin, susceptibil-

ity tests shoukd be performed when patienss are weated with azithromycin. Datz establishing

efficocy of azithromyein in subseguent prevention of heamatic fever are nat available,

Uncomplicated skin and skin structure Infections due to Saphylocovers aurens,

Streproceccus pyogenes, of Streprococcus agalactiar, Abscesses osually require surgical

Urethritis and cervicitis due to Chtamydia rachomaris or Nelsseria gonorrfiece

Genital uleer disease m men due to Heemophilus ducrevi (chancroad). Due to the small

many range in severity from mild mmmmm Therefore, it is important to eon-
sider this disgnosis in patients who present with diarrh to the admini
tration of antibacterial ugents,

Treatment with antihacterial agents alters the noreeal flors of the eolon and may permit over-
growth of closrridia. Swdies indicste that 3 toxin produced by Closmidinm diffcile is 3 pri-
mary cause of “amtibintic-associated colits™,

After the diagansis of psendomembranaus colitis has been established, therapeutic mesas-
ures should Be initiated. Mild cases of psendomembranous colitis usually respond to dis-
continuation of the drug alone. In moderate to severs cases, consideration should he given
to managament with Auids and electrolytes, protein supplementation, and treatment with
an antihacters) drug clinically effective against Clastetdium diffieile colitis.

PRECAUTIONS

General: because azithromycin is principally eliminated vin the liver, covhon should be
exercised when azithromyein is administered to patients with impaired heputic functicn,
Thern ure no dats mbanimg azlduwnycm usage in patients with renal impadrmens; thus, ca-
tion should be ised when in in these patients.

“The following udverse events have not been repored in clinical trials with azythmmycin, an
azalide; howeaver, they have been reported with macrelide products: ventricular arhythmias,
including vemtricular tachycardin and fowsade de pointes, ie individuals with prolonged QT
intervals,

There has been # spontancous report from the post-murketing experierce of a patient with
previows histoey of arthythmias who experienced rersade de pointes and subsequent myocar-
dial infarction following a course of azithromyein therapy.

Infe fon for Patients: azit ycin tablets and oral suspension can be token with or
without foad (PDR® 2005).

Patients should also be d not 1o take al and ining antacids
and azithromycin simultanesously,

The patient showld be directed to di i atk i lintely and contsct a physi-

clan if any slgus of an allergic reaction oocur.

number of women included in clinical trials, the efficacy of azithromycin in the of
chaneroid in women has not been established,

Azithromysin, at the recommended dose, should not be relied vpon o treat syphilis,
Antimicrobial agents wed in high doses for short periods of time o treat non-gonococcsl
urzthritis may mask or delay the symptoms of incubating syphilis, All patients with sex-
ually-transmitted urethritis or cervicitis should have a serologic 1es1 for syphilis and appro-
printe cultures for gonarhea performed at the time of diagnosis, Appropriate antimicrobial
therapy and follow-up tests for these discases should be mitiated if infection is confinmed.

A fate culture and ibility tests should be performed before treatment to deter-
mine the capsative organism and its susceptibility 10 azithromycin, Therupy with
azithromycin may be mitiated before results of hese tests are known; once the resuls
become aviilable, antimicrobial therapy should be adjusted accordingly.

Children: (se: Pediatric Use) (for specific doage recommendation, see OSAGE AND
ADMINISTRATION).

Aguie otitis media cansed by aphils influenzoe, b fla

haliy, o Strepiococous

neTinoniae.
Community-scquired pneumonia duc o Chlamydia prewmoniae. Haemaphilis influen-
zae, Mycopiasma presinoniae, or Sirepococrs prermoniae in patients appropriate for oral
therapy.

MNOTE: aeithromycin shoubd not be used in pediatric patients with pneamonia who are
judged to be inappropriate for oral therapy because of moderate tn severe iliness or risk
Factors such &s any of the following: patients with cystic fibrosis, patients with nosoco-
mially scquired infections, patients with known or suspected bacteremia, patients

Drug I i it mag g antecids reduce the peak serum
levels (rape) bat not te AUC (extent) of :uuhmmrcm bsorption.
Administration of cimetidine (500 mg) owe hours prior w0 azithromycin had no effect on
azithromyein absorpticn.
Azithromycin did ot affect he plasma levels or pharmacokinetics of theophylline adminis-
tered as a singhe |:|Ir.1wn0¢s dose. The effect of azithromycln on the plasma levels or phar-
s of i in muhiple doses resulting in therapeutic sweady-
stute levels D‘thwph) llime s not known, However, concusrent e of macrolides and theo-
phylline has been associated with increases in the serum concentrations of theophyllice.
Therefore, umil further daca are available, prudent medical practice dictates carefil monitor-
ing of plasma theophylline levels in patients receiving azithromycin asd theophylline coa-
comitantly.
Azithromyein did not affect the prochrombin fdme response 0 a single dose of warfarin,
However, prudent medical practice dictates careful monitering of prothrombin time in &l
‘patients treated with azithromyein and warfarin concomitanly, Concument use of macrolides
and warfarin in clinical practice has been with increased anticoag effects.
The following drug interactions have nol been réportad in clinical trials with azithromycin;
revever, no specific drug interaction studies hive been performed o evaluste potentmal drug-
dnug mteraction. Noneiheless, Hw_\-' have been ohsnn-u! wnh macrolide products. Until fur-
her data are developed g drug when in and these drugs are
wsedd concomitantly, careful mnmnng of patients is advised:
-Digoxin: elevated digoxin levels.
-Ergotaming or dm;rthwrgunmm:. acute engol txicity characterized by severe peripheral
and

requiring haspitalization, or patients with significant underlying health problems that
may compromise their ability to respond to their illness (including immunodeficiency
or functional asplenia).
Pharyngitis / tonsillitis caused by Srreprococess progenes & an altemative to firs-line ther-
apy in individuals who cannot wse first-line therapy, NOTE: penicillin by the intramuscular
route is the usual drug of choice in the reatment of Streprococous progenes nfection and the
prophylaxis of rheumatic fever,
Azithromyein is often effective in the emsication of susceptible struins of Streproceccus pyo-
genes from the nesopharyns. Because some striins are resistant 1o azithromycin, susceptibil-
ity tests should be pcrformed whcn patients are treated with azithremyein. Data establishing
efficaey of azith in 0 prevention of e ic fiever are not svailable,

fate culture dnd ptibility tests shoald be p d befose treatment to deter-
mine the cassalive organism and s il |!|5— o azith in. Therapy with
azithromyein may be initiated before resulis of these tests are known: once results become
avnilable, antimicrobinl therapy should be adjusted accordingly.

CONTRAINDICATIONS
Aritlromyein 15 contraindicated in patieats with known hypersensitivity to azithromycin,
erythromycin, or any macrolide amibiothc

WARNINGS

Serious allergic reactions, inchuding angi hylasis, and d dugie reactions
imcluding Stevens Johnson Syndrome and foxic upmknn.l] necrolysis have been reported
rarely in patiests on azitomomycin therapy. Although rare, fatalities have been reported. (Ses

-Trizzolam, decreases the clearmes of tiazolam and thus may increase the pharmacologic

effect of wrazelam.

-Druss. rncuhnllmd by the cytechrome P430 system: elevations of serum carbamazepine,
barhital, and phenyinin levels.

l..nburalary Test Interactions: lhe:e are no reported [aborztory st imeractions.,

Ptmnnq' category B. Azithromycin should be used during pregnancy only if cleariy

'\nrml Muothers: it s not known whether azithromycin is excreted in human milk, Because
many drugs are excreted in buman milk, caution should be exercised when azithromycin is
administered 0 @ nursing woman,
Pediatric Use: (see INDICATIONS AND USAGE and DOSAGE AND ADMINISTRA-
TION).
Acule Otitis Media (dosage regimen: 10 mg'kg on Day | followed by 3 mp'kg on Days 2-5
or 10 mg/Kg once daily for three days): safety and effectiveness in the weatment of chikiren
with otitis media under & months of age have not been established,
Community-Acquired Preumnonia {dosage regimen: 10 me'kg on Day followed by 5 mgikg
on Drays 2-5): safery and effectiveness in the treatment of children with community-acquired
preumonia under 6 months of xge have not been established. Safety and effectivencss for
preumonia due 1 Chiamydia preynoniae and Mycoplasmd prermoniag wepe docemented
in pediaotric clinical trials, Safety and effectivness for menmonm due g0 Haemophiles influen-
Tae and Strepiococcis e were mot dosur it logically in - pediatric clin-
ical trials duc to difficulty in ining Use of azith for these two
micrnrgEnisms is supporied., hawever, by cvuicmc from adequate and well-controlled stud-
ies in adulls.

HI




Pharyngitis Tonsillitis (desage regimen: 12 melkg once daily fos 3 days): safety and effec-
tiveness in the treatment of chiléren with pharyngitisfonsillitis under 2 years of age have nat
been establishesd.

Studies evaluating the use of repeated courses of therupy have not been conduoctes).
Geriatric Use: pharmacokinetic parameters in older volanteers (65-83 years old) were sim-
ilar to those in younger volunieers (1840 years old) for the S-day therpeutic regimen.
Dosagre adjusiment does not appear to be necessary for older patients with normal renal and
hepatic function receiving wreatment with this dosage regimen.

ADVERSE REACTIONS

In clinical triaks, most of the reported side effects were mild 1o moderate in severity and were
reversible upon discontinuation of e daug . Approximately 0.7% of (he patents {adults and
children) from the multiple-dose clinical trials diseontinued arithromycin terapy because of
wreatment-reloted side effects. Most of the side effeots beading to discontineation were relat-
ed 10 the gastrointestinal tract, e.g., nawses, vomiting, diamhea, or sbdominal pan., Potentially
serious side effects of angioedema und cholestatic jaundice were reported marely.

Clinical:

Adults;

Multiple-dose regimen: overall, the most common side effects n adule pasicnts receiving a
maltiple-dose regimen of azithromycin were refated 1o the gastroinestinal sysiem with dioe-

were all reporied a1 o frequency of less than 1%, but were similar s gype 1o the adult pateern,
Tm emultiple-duose clinical trinks involving ulmuul 3300 pediarric pnmyn:s 0 pasients dison-

tinued therapy because of lated Y

DOSAGE AND ADMINISTRATION

Adulis:

The ded dose of azithromycin for the trestment of mild to m:deme acute bac-
teriad exacerbutmons of chronic obstructive pul v discase, tred
preumonia of mild severity, pharyngms.'wnmllms {as secend-line therapy), und unC-
plicated skin and skin strecture ions dus to the mdicated s 500 mg as a
single dose on the first day followed by 250 mg onee daily on days 2 through 5,
Azlthromycin tablets can be taken with or without food.

The recommended dose of azithromycin for the treatment of genital ulcer disease due o
Heemophiluy ducrevi (chaneroid), nen-gonococcal urethritis and cervicitis due to C. fra-
chomaiis |s a single | gram {1000 mg) dose

The recommended dose of azithromycin for the of itis and icitis due
10 Meisseria gonorrhoeae is 2 single 2 gram (2000mg} dose.

Children:

Acute Otitis Mediu and C Ity-Acguired F fa: the led dose of

azithromycin for orl suspensicn for e treatment of children with acute ofitis media and

rhealooss stools ($%), nausea (3%), and abdommal pain (3%) being the most frequently

reported,

No ather side effects ocurred in patients on the multiple-gose regimen of azithromycin with
afrequency greater than 1% Side effects that occurred with a frequency of 19 o less includ-
ed the following:

Cardiovascular: palpitations, chest pain.

Gastrolntestinal: dyspepsia, flailence, vomiting, melena, and cholestatic juundice.
Genitourinary: monilie, vaginitis, and nephritis,

Nervous System: dizziness, headache, vertigo, and somnolence.

General: fangue,

rash, photosensilivity and angicedema.

Single i-gram dose regimen: overal, the most commeon side effects in patients receiving o
single-dose regimen of 1 gram of azitiromycin were reluted to the gastroiniestingl sysiem
and were mare frequently reported than in patisnts receiving the multiple-dose regimen.
Side effects that oceurred in patienis on the sngle one-gram dosing regimen of azithromycin
with a freguency of | % or greater included dinmhea/Toose: siools (7%), nausca (5%), abdom-
inal pum (5%, vomiting (2%), dyspepsiz ( 1%, and vaginits (1%).

Single 2-pram dose regémen: overall, the most common side effects in parients receiving a
single 2-grum dose of azithromycin were related o the gastrointestinal system. Side effects
that occumed in patients in this smdy with a frequency of 1% or greater included nausca
(18%), diarrhealoose steols (14560, vomiting (7%), abdominal pain (7%), vaginitis (25},
dyspepsia (1%), and dizziness (1 %), The majority of these complaints were mild in nare.
Children:

Multiple-dose regimens: the types of side effects in chiliren were comparable to those seen
in adults, with different incidence rates for the two dosage regimens recommended in chal-
dren.

Acute Otitis Media: for the recommended dosage regimen of 10 mg/kg on Day | followed
by 5 ma/ke on Days 2-5, the most frequent side effects attributed % treatment were diarhea’
Ipose ools (2%), abdominal pain (2%), vomiting (15), and nausea (1%).
Commanity-Acquired Preamenia; for the recommended dosage negimen of 10 mgfkg on
Day 1 followed by 5 mgikg on Days 2-5, the most frequent side effects atributed to reat-
ment were di stools (5.8%:)., abd 1 pain, vomiting and nagsea (1.9% each),
and rash (1.6%).

Pharyngitisitonsillitis: for the recommended dosage regimen of 12 mppke on Days 1-5, the
most freqaent side effects aributed o treament were diarhealoose siools (6%), vomiting
(5% ). sbdoaminol pain (3%, nausea (2%). and headache (1%),

With either trestment regimen, o other side effects occumed in children treaed with
azithromycin with a frequency greater than | %, Side effects that ooourred with a frequency
of 1% or less included the following:

Cardiovascular : chest pain.

Gastraintestingl: dyspepsia, constipation, anocexia. flanence, and gastritis.

Nervons System - headache (otitis media dosage), hyperkinesia, dizziness, agitation. nerv-
oUsness, neommi.

General: fever, fatigus, malsise.

Allergic: rash

Skin and Appendnges: pruritus, urticaria.

Special Semses: conjuncrivitis.

Post-Marketing Experience:

sidverse events reported with nrithromycin during the post-marketing period in adult andior
pediatric patients for which a causal relationship may oot be established inclode:

Allergie: arthralpia, edema, urticaria, angiodema,

Curdiovesenlar: arhythmias including ventricular tachycardia,

Gastrointestinal: anorexia, constipation, dyspepsin, flaulence, vomiting/diarhes rarcly
resulting i dehydrtion, peeudsmembeanous colitis and rare reports of wngue discolosation.
General: asthenin, paresthesia and araphybacis {mrely fatal).

Genitourinary: inerstitial nephritic and acote renal failure, oral candidiasis, vaginitis.
Hematopoictic: thrombocywopenia.

Liver/Biliary: abnormal liver function includmg hepatitis and cholestatic jaandice, as well
a5 rage cases of hepatic necrosis and hepatic Fnllme some of which have rcsull.cd in duuh
Nervous System: convilsions, dizzi . headache, ! P
mervousness, and agitation,

Psychiatrie: aggressive reaction and ansiety.

Skin/Appendages: pruritius, rurely serious skin seactions including erythema multiforrme,
Stevens Johnson Syndrome, and taxic epidermal necrolysis,

Spevinl Senses: hearing disturbances including bearing loss, desfiess, andior tinnius, rure
reports Of taste perversion.

Laboratory Abnormalities:

Addults;

Sigmificant abnormalities Grespective of drug relationship) scourming during the clinseal trials
were reported as follows; with an incalesce of 1-2%: elevaed serm creatine phosphokinase.
potussium, ALT (SGPT), GGT, and AST (SGOT), with an incidence of less than 1%:
lewkopenia, neuropenia, decreased platelet covnt, elevated serum alkaline phosphatase, bilin-
bin, BUN, creatinine, blood glucose, LD, and phosphate,
When fullow-up wus provided, changes in laboratory tests appeared 10 be reversible
In multiple-dose clinical trials involving more than 3000 patients. 3 patients discontinued
therapy because of treasment-relaied liver cnzyme abrormalities and 1 because of a renal
Tunction abnormaliy,
Children:

igni abnormalities Gimespect

uf drug relationship) occurring during clinicl trials

y-acquired p in is 10/ myg/kg 25 2 single dose on the first day (not 1 exceed
500 mgiday) followed by 5 mgikg on diys 2 through 5 (nor i exceed 250 mgfday). (See
chart below. )
Azithromiyein for oral suspension can be taken with or without food.
The prior ingestion of food may ameliorats any gastroiniestinal side effects caused by the
administration of azithromycin.

PEDIATRIC DOSAGE GUIDELINES FOR OTITIS MEDIA AND
COMMUNITY-ACQUIRED PNEUMONIA
(Age 6 months and above, see Pediatric Use)
Based on Body Weight
Dosing Calculated on 10 mg'kg on Day 1 dose, followed by 5 mg/kg on Days 2 to 5.

Weight 100mg/S ml Suspensinn ikmgsS ml Suspension Totad mi per
Kg I | Day 1 Duays 2-3 Day | Days 2-5 | Tremtment Course
[ 22 1Sl il spd (2.5 miiizep) 15mi
0 44 Smliluph |25 ml (i p) 15 ml
30 L 7.5 ml {1 vzisp) [ 375 ml (32 tsp) 225 mi
W 58 10 md (Zispd |3l (1tsp) 30m

Pharyngitis/Tonsillitis: the recommended dose for chilkdren with pharyegitis/tonsillitis is 12
mg/Kz once a day for 5 days (not w0 exceed 500 mg / day ). (See chart below)

Azithromycin for oral suspension can be taken with er without food.
The prior ingestion of food may ameliosate any gastroimestinal side effects caused by the
udministration of azithromycin.

PEDIATRIC DOSAGE GUIDELINES FOR PHARYNGITLS / TONSILLITIS
(Age 2 years und above, see pediatric Use)
Based on Body Weight
Dusing caleulated on 12mg/Kg once daily days 1 to 5.

Weight 200me/ ml Suspeasion
Ke Ihs Dy 1-5 Tital ml pes Treatment Course
B [E] 2.5 ml (122 15p) 12.5 mi
17 Exl Sl (1 tsph 25md
25 -] 75 ml (1 121sp) 375 ml
13 3 10 mi (2 eap) 50 mil
Ay (L] 125 ml (2102 tsp) 625 ml
€ ing i 1005 for Az in Cral 600 my and 900 mg bottles. The

tabile below indicates the volume of water to be used for constitution:

Amount of water | Total volume after constitotion | Azithromyein coneznimtion
1o be added {azithromycin comient) after comstaution

@ ml {600 mg} 15 mi (600 meg) 200 myg ¢ 5 ml

12 mi (500 mg) 22.5 ml (900 mg} 200 mg | 5 ml

STORAGE CONDITIONS

Tablets: store in a dry place below 30°C, protected from light, Do not refrigesate.
Suspenshon: prior fo miving: store in a dry place below 30°C, protected from light. Do
mot refrigerate,

After mixing: swre below 30°C. Keep tightly elosed,

Discard after full dosing is completed. Discard any unused portion after 5 doys.

FPRESENTATION

ZEVLEN® tablets 250 mg s supplied in hlister packs of &'s

ZEVLEN® Suspension 200 mg / 5 ml and 300 mg / 7.5 ml are supplied in bottles of 15
ml and 225 ml {total volume after reconstiution) equivalent 1o 600 myg and %0 mg /
battle respectively.

Do not use after expiry date.

keep medicaments out of reach of children

This is a medicament
-A medicament is a product which affects your health, and its consumption contrary to
mstructions s dangerous for you,
-Follow sirictly the docior's prescription. the method of use and the instractions of the
ph wha sold the medi
-The doctor and the ph 131 are experts i3 its benefits and risks,
-Da nat by yoursell interrupt the period af treatment prescribed.
- nat repeat the same preseription without consulting your doctor

Mazufactared in Zouk Mosheh Lebanon by
ALGORITHM S.A.L.

Registered Tradermnrk Revision No. 071035
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