ROMINAZIT

1. Product Name

Ganeric name: Azithromyeln 500 myg & Brand name: Rominazit

2. Nmme and Strenght of Active Ingredlant(s): Azlthromyein 500 mg
3. Product Deacription: Rominazit{AzRhromysin 500 myg):
Hardgelatin capsules with white body and pink cap.

4 ¥ har
Pharmeacodynamic
Phar 1t r-Anti infectious agents for systemic uss,

ATCcode: JOIFA1D

Mechanism of action
Azithromycin is a macmolide antibictic belonging fo the azalide group. The mechanism of
action of azithromycin |s based malnly upon the suppression of bacterlal pmteln synth&sls

concomitantly treated with uﬂthrnmyc-.ln nnd rIfnbutIn Nuutmpanluwas rathar assoclated
with the uge of rifabutin, as 1o the o tion with azithromyeln has
besn established (sea uactlun4 B)

Effects of azithromycin on of

Carbamazepine: In a dlnleal smdy in healthy vduntaern for deterrmnlng the potential
pharmacokinetic Interactions upon azithromyclin and carbamazeplne,
no significant effact on plasma concantrations of carbamazepine or its active mataboaliies
hasbeencbsarved.

Cigapride: Cisapride is metabolised in the liver by the CYP 3A4. Because macrolide
antibictics inhibit thess enzymes, co-administration of cisapride may cause prolongation of
the QT-interval, ventricular arhythmias and such of the torsades de pointes type.
Cyclosporine: In a pharmacokinetlc clinlcal tral In healthy volunteers recelving 500 mg
azltt weln for three days, followsd by a singls oral dose of 10 mg/kg eydosporine,

by meana of binding to the ibosomal 50s sub-unit and Inhibition of peptick
Phamacologloal effacts

Azithromyein is active against a large number of microorganisms causing some
common human dmaaee Asmhl:: Gram+ and Gram- microorganisma

aphy aumu.:, , Methycillin-susceptible
i p fonelf hita, Penicllil ptible
Sir {Group A}, M P rhalle and etc.}, Anaeroblo
mmomanlsms (ciasfmmm perfiingens, Fi spp., F spp.and et}
and Chiamydia frachomatis.

Pharmacokinetic properties
Absorption: FaakplasmaeoneenhahonsamathlnedZ-GMUrsafhsradmlmmtlon
;:Orally administered azllhrnmydn Is Intanslvely and widely distributed
throughaout the body. It has been di d that lip of azlth
Eﬁurﬂd In tisaues are noticeably higher {as much as 50 ﬂmu) than those measured In
o

jori; Tenr detected which are not microbi

Elimination; Approximately 12% of an intravenously administered doss of 2 azthromycln ]
excreted unchanged In urine within the following 3 daye. Particularly high concentrations of
unchangead azithromyeln have baan found In human bile.
5. Indlcation
Rominazlt Is Indicatad In adults and children welghing more than 45 kg for the treatment of
infections. known or suspected to have been caused by one or more azithromycin-
suausphbla microcrganisms:

Upper respiratery tract infections - pharyngitisfonsillitis, sinusitis and otitis media;
+ Lower respiratory tract infections - bacterial bronchitie and community acquired

pneumonla;
= Skin and subeut

15 flssues — moderat acne vulgsrls eryﬂ\emn chronlcum

significant increases In €., and ALC, , by 24% and 21%, respectively, have been found for
cyclesporine. Significant changesin AUC,_ havenot been established.
These dah raq||.'|_|ra careful consideration on 1he appropriateness of co-administration of

bath is ine levels should bs menitored

andthe dose adjusted accordingly.

Digoxin: Soma macrolide antlblotles have bsen reported to affect the microblal matabollsm

of digexin In the Intestines of some patients. Tha possiblity of Increased digaxin plasma

uunwntallnm in patients receiving wnanmﬂantazmmmyun and digoxin should be taken
Monitoring of digoxin pl hould be

Ergot derivatives: Due fo an existing theorefical possibility of davalopl ergotism,

wgmr;wgn should not be co-adminlstered with engot derivative-contalning products (see

saction

Methylprednlgolone: In a phan'naeoldnaﬂc Intaraction dlinlcal study In healthy volunteers,

azithromyein had no significant effect on the p kinatice

Theophylline; Upon oo-admlmltrahnn. there was no swdenca of untoward

pharmacokinetic drug interactions.

Coumarin-tvpe oral anticoagulants: In a clinlcal study, azithromycin did not alter the
anticoagulant affect of a singls 15 mg dose ofwarfarin administarad to healthy voluntesrs.
Them have bsen reports recshvad from the post-marketing studles of potentlated
ulation subsaquent to co-adminigtration of azithromycin and coumarin-type cral
ulants. Although a causal relationship has not been established, considemtion
should be grven o the fraquenr;y of monmmng prothrombkin time, when azithromycin is
used |n path Jlants
Zdovudine: Single 1,000 mg doses and multiple 1,200 mg or 600 mg doses of
azithromycin had no affect on the plasma pharmacokinetics or url excration of
zidovudine or its glucuronide metabolites. However, administration of azithromycin
d the concentrations of phosphorylated zidovudine (tha clinically active

migrans (first stage of Lyme dl ),

P’m
= Sexually tranamlmad dlsaaaau 2 unwmpllcawd urethriis and corvicitis causad by
Chiamyxia trachomal
The use of the pmduut should be in line with naticnal and local guidelines and
recommendations for conducting antibacterial therapy.
G.Rneomrmndodnm

1. | Gl
- Upper and Iawer resp|rntory traut Infectlons Total eaume dose of 1500 mg, which
shauld be taken for 3 daya (500 mg once dally).
» Moderate acne wilgaris: Total course dose of & g, which should be taken under the
following recommended dosage regime: 500 mg once daily for 3 coneecutive days,

mg once weakly for the next @ weeks. The dose for the second week should be taken 7

days after the administration of the firet dose and the dose for the third to elghth weeks

shauld be taken over 7-day Intervala.

Uncomplicated sexwally transmitad dl caused
Tha therapautic dose s 1,000 mg, taken asa singladoss.
» Erythema chronicum migrana (first stege of Lyme disease): Total course dosa of 3 g

azithromycin, which should be taken under the following dosage regime: a single daily

dose of 1 gon Day 1, single daily doses of 500 mg on Days 2-5.

i Inazlt 500 mg capsules are not recommended
In children wslghing less than 45 kg, dus to the lack of accurats dosing.
Renal Impalmnent: No dosa ad|ustment ks required In patients with mild to moderate renal
impairment (creatining clearance >40 miimin).
Caution sheuld be exercised in patients with severe renal impairment (creatinine
clearance <40 mlmin) (see saction 4.4},
Hepatic impaiment. Since azithromycinis r ised in th and ted in the bile,
the product In contraindicated In petients suffering from severe liver diseases. No studles
have been conducted In relation to the use of azithramyucin In this patient group.
Mathod of adminlstration: Rominazit capaules should be swallowed whole, as a single
daily dose. Like the other antibiotics, the product should be taken at least one hour befare
or two hours aftsr meal.
7. Mode of Administration: Oral.
8. Contralndicatlon: Do not take Rominazit
«  Ifyou are allerglc to azithrommycln or any of the other Ingredients of this medicine;
. Ifyuu are allerglc o erythromycin or other antlblotlos of the lide and ketolldk

Ehlamidh " .

9. Wulmlnga and Procautions:
ha:
During the treatment with azithromycin, gs with erythmemyein and other macrolide
antibictics, sericus allergic reactions may develop in rare cases, such as angioneurctic
oadema and anaphylaxis (rarely fatal). In some of these reactions, recurrence of clinkcal
symptoms may ba observed, wheneby a longer pariod of obsarvation and treatment Is
necessary. In case of hypersensliivity reactions occuarance, the product should ba
discontinued and symptomatic reatment should be administersd. Due o the long tissue

halfifa of azithromycin, the clinical symp of hyp itivity reactions may persist
10f

Heardisorders

Pi ged cardiac larisation and GT-Interval, Imparting a risk of developing cardisc

amhythmla and torsades de pointes, have been chesrved In treatment with othar
macrolides. Asimilar effect with azithromyein cannet be ruled out in patients at
an increased risk of prolonged cardiac repolansamn Tharefore. az:thmmycm should be
used with particular cavution In patients with:
. ngr:nlnhl or acquired, dinlcally documented and cenfimed prolongation of the QT-
. cardlomyopeﬂw eepaclallyln cassof existing heart fallure;
* glnug bradycardie;
. axnshngsymplnmﬁhc arrhythmis;
» current co-administration of other medicinal products known to prolong the QT-interval,
such as anti-arthytmics of classes LAand 111, cisapride and terfenadine;
+ olectrolyte disturbances, particularly hypokalasmia, hypomagnesasmia and
hypocalcaemia.
Superinfections: Gurng the treatment with azithromyedn, there Is a possibliity of developing
supernfections, Including fungal Infections. As with other antibacteral preducts,
momlnnng Tor symptorna of nupennfsnhum caused by non-susceptible microorganisms,
g fungi, is d while conducting treatment with azithromyecin.
Pseudomembranous colltis of varying severity may develop. Mild dinlcal forms usually do
net ocour after product discontinuation; moderate and savare forms require treatmant with
elactolyte scluticny, amino agld solitions and thoss for | | nytritien, antibacterial
agents with high antibactarial activity against Clostridium difficle. Cases of diarhoea
caused Clostridium dificite (CDAD) have been reported with the use of aimost all
antibacteral agents, Including. azithromycin, as s saverity may range from mild diarhoes
to fatal colltls lsading to aoladnmy. CDAD musat always ba taken Into conaldaration in
patients in whor the antibiotic therapy is accompanied by the devalopment of diarthoea.
Careful monitoring by a specialist is required, since CDAD may occur over two months
after cessation of the antibiotic uss.
Streptococeal Infectlons: Feniclllin I8 the first cholce for the treatment of
pharyngltisionsilitis caused by Streplococcus pyogenes, as wall as for the pravention of
acute rheumatic fever.
Azithromyein is usually effectiva against streptococei in the ormpharyrx, but thare ane no
data to demonstrate its efficacy in the prevention of acute rheumatism.
Renal impaimment; In patients with severs renal impairment {creatinine clearance <40
ml/min), Increases by 33% In the systamic exposure to azlthromycin have been cbeerved.
There are no clinical data on the safa use of azithromycin In patients with sevars renal
Impalmment and therefore, the product should be used with particular caution In such
cases. No dose adjustment is required in moderate and mild renal impairment (creatinine

clearance >40 mlmin).
Hepatic impaimment :Patients with marked hepatic dysfunclion and cholestasis require
attention and limiting the treatment with azlthromyein, having In mind that the elimination Is
carried out malnly by the Iiver. Treatment with azithromyoin In patlants with a sevara lher
disease requires caution, as there heve been reports of fulminant hepatitis, potentially
leading to Ilfe-threauamng hepatic failure. The risk is higher in patierts with pre-existing
liver diseases or taking potentialhy totoxic medicinal products. In case of clinlcal
gymptoms and/or clinlcal laboratory evidence of liver dysfunction, such as rapidiy
developing asthenla, accompanled by |aundice, dark urine, bleading tendency or
sympioms of hepalic encephalopathy, significant elevations of liver enzymas, prempt liver
function tests/investigations should be performed and the administration of the produst
should be discontinued, if needed.
Treatment with ergot derdvathses: In patlents taking ergot dervative-contalning medicines,
the eoncomiiant use of macrollde antiblotics accelerates the development of srgotism.
There is no known evidence of such an interaction with azithromycin, but dus to the
of even a th ical risk of such interaction, concomitant administration of
azlthromycin and ergotamine Is unadvisable.
Myasthenla gravis: Cases of exacerbations of the disease or onset of myasthenla have
besn reported In patlants treatad with azithromyein.
Dthar Pmlams with rare hamdltary pmblams of galactoae Intolerance, the Lapp lactase
tose plion should not take this medicinel product
becauss it uorllalns lactosa monohydrate asan excipient.
The gelatin capsule contains the colourant azorubine, camoisine (E122}, which may
cause allengle reactions.
10. Interaction With Other Medlcaments
Antlaclds: Co-administration with aluminum or magneslum-containing antaclds has not
led to changes In the blogvallabllity of azithromyein, although has resutted In reduction
of the peak plasma concentrations by approximately 25%. In view of these data,
azithromycin should not be co-administered with antacids. Azithromycin intake should
be at least 2 hours before or after the adminlstration of antacids.
Clmetlidine: Cimetidine, administered two hours before azlthremycln, does not adversely
affact pharmacokinetic behaviour of azithromycin.
Neifinavir: in a shudy of 12 healthy voluntesars recelving concomitant azithromyeln (1,200
my) and neffinavir at the steady state (750 mg three times daily), 100% increase in
azithromycin absorption and bioavailability has been found. No significant effect on the
dlearance has been reporied. The clinlcal significance of this Interaction |= unknown, but
caution Is required In case of azithromye!n adminlsiration In patients recelving nelfinawvir.
Terfenadine: Due to the risk of serious amtythmias, lsading sacondarlly to prolengation of
the QT- interval in patients receiving other antibacterial agents concurrently with
terfenadine, clinical trials were conducied to study the poaulhle pharrnacokmshc
Interactlons. In the coursa of the studles, no evidence of Ints tlon aziih
and tsrfenadine has besn found. In soma casas, it was not possible to excluds 1hu
pesslbliity of such Interactions, but no concrete svidence of thelr occurrance has been
established. As with otharmmlidu. azithromycin should be used with particular caution
in combination with terfenadine.
Fluconazole: In an label, Ir Chox study in 18 healthy volunteers, the
effects of oral 1,200 mg dose of azlthromyclnwere Investigated on the pharmacokinetics of
fiucanazole, administered at 800 mg and vica varsa.
No slgnificant phamacokinetlc Interactions b 11l yein have
been found.
Rifabutin: During co-administration of azithromycin and rifabutin, the serum
concentrations of both medicines were not affected. Neutropenia was found in individuals

le and azitt

mettaI bolite) In perpheral blood mononuclear cells. The clinkcal significance of this finding ls
unclear.
Dldanoalne: Co-adminlstration of 1,200 mg/day azithromyeln with didanoaine In & patients
did not appear to affect the pharmacokinetics of didancsine, compared with placebo.
Atorvastating Oo-admmmmhnn of aznhromycln {500 mg daily) and atorvastatin (10 mg
daily)did not alter the pi -ations of af

co-admlnlslmhon ofa S-day mglmen of azthmmyclnmm cefirizine {20 mg) at
the steady-state In o pharr tlon and no significant prolongation
ofthe QT-Interval.
Efavirenz: Co-administration of a 600 mg single dose of azithromyeln and 400 myg single
#‘:a gefawanz for 7 days did not result in any clinically significant pharmacokinetic
interactions.
Indinavir; Co-administration of a single dose of 1,200 mg azithromycin had no statistically
significant effect on the pharmacokinetics of Indinavir adminlstered at 800 mg three imes
dallyfor5days.
Midazolam: Azithromyeln, adminlstered at the usual course dose (500 my once dally for 3
sonsscutive days) did not result in untoward changes in the pharmacodynamics and

1atics of i ata 15mg dosa.

_EMgnaﬁ,LMmlnlshaled at a single daily dose of 500 mg for 3 days, azithromycin did not
affect bglllza maln pharmacokineic parameters (AUC and G ) of elidenafll or Its major
meta 3
Triazolam: When co-administered with azithromyeln (azithromycin of 500 mg on Day 1,
250 mg on Day 2 and 125 myg triazolam), there was no evidence of untoward drug
pharmacokinetic interactions.

Trimotoprim/sulfamethoxazole: When cn-admlmsterad with azﬂhramycln
{fimethoprim/sulfamethoxazole of 160 mg/800 ly, plus azith
1,200 mg for 7 days), there was no wldanes of unioward drug phnrrnannklnsﬂn
interactions.
1. Prqnnncyanduchﬂon
Pregnancy; Sty ductioni are insufficient with respectto evaluation of
offects on pregnancy, embryunallfoaial development, parturition or postnatal
development. The potentlal Ask for humans s unknown. There are no data from controlled
clinleal tals In humans. Azithromyeln should net o ba usad during pregnancy unleas
clsariyneadad

; There are ingufficient, limited data on the excretion of azithromyein in
humanand mammalian milk, The riek to the infant cannot be rulsd out, Adecision must be
made whether o discontinue breast-feading or to discontinue/abetaln from azithromycin
therapy taking Info account the bansfit of braast feeding for the child and the banefit of
therapy for the mother.
12. Undesirable Effects
The fraquency grouping is defined using the fellowing convention: very common (21/10);
commean {21/100 o <1/10}; uncommon (211,000 to <171 00); rare (2 1/10,0004o <1/1,000);
very rare («1/10,000); and not known (the frequency cannot be estimated from the

avallable data).

Blood and I te: disorders

Uncommon Leukopenia, neutropania

Notknown Thrombecybopenia, haemolytic ansemia

Uncommon Palpitations

Not known Arhythmia, including ventricular rhythm disorders,
prolongation ofthe QT-interval, severe rythm disorders
of thetorsade de polrtes type

Common Deafness

Uncomman Hearing impalred, tinnitug

Rare _ Verfigo

Very common  Diamhoea, abdumlnal discomfort {pains/spasms), nausea, flatulence

mon Yomiting,
Uncommon Gastritis, constipation
Not known Pancraallﬂs honguadlsmloumﬂon
=k SOMQCTES NG Qim 1%

Cn|11rrm Faﬂgus

Uncommon Cheast paln, cadema, malalss, asthenla

Hi Il s

Unesammeon Hepatitia

Rare Impaired hepatic function

Mot known Hepatitis fulminant, ch i ice, hep
I:lspaﬁcfailura

Uncommon Angloedema, hypersensitivity reactions

Not known Anaphylactic reactions, Including allerglc shock

(fatal in rare cases)
Infactions and Irfestations

Uncommon Vaginliis, candldiasis (fungal Infection)

Notknown Pseudomembranous colitis

Musculoskeletal and connective tissue discrders

Common Arthralgia

Qi

Common Headache, dizziness, paraesthesla, dysgeusla

Uncommon Hypoaesthesia, somnolence, insomnia

Motknown Syncope, convulgions, psychometor hyperactivity, anosmia,
ageusla, parosmia, myasthenia gravis

Common Vigion impaired

Uncommon Nervousness

Rare Agltation

Notknown Aggression, anxiety

| rin i

Nu_t known Intamtltla_l naphr_lﬂs. acute renal fallure

Common Pruritus, rash

Uncommon Stevans-Johnson syndromea, photosansitivity, urticaria

Notknown Toxic epidenmal necrolysis, erythema multiforme

Metabolism and nutrition disorders

Common Anorexia

rdi
Not m_owq Hypectension
Common Lymphocyte count decreased, ecsinophil count increased,
blood blcarbonate decreased

Uncommeon ASATIincreased, ALAT increased, biood bilirubin
increased, blood urea increased, blood creatinine
Increased, blood potassium abnormal

Notknown Prolonged G T-interval

13. Overdoae and Treatment

Adverss events experienced in higher than recommmended doses were similar to
those seen at normal therapeutic doses. The typical symptoms of an overdose with
macrollde antibloties Include less of hearing, severe vomlting, nausea and
diarrhoga. In the event of overdose, the administration of medicinal charcoal and
general symptomatic treaiment is required. Additional supportive measures should
be sonsidered with regard to vital functions.

14. Dosage Forms and packaging avallable

3 (three) hard gelatin capsules in a blister.

1 (ohe) blister with a package Insart per carten.

15. Name and Address of ManufacturerfMarkeiing Authorisation Holder
Manufacturer:
BALKANPHARMA-RAZGRAD AD

68, Aprilsko Vastanie Bivd,

7200 Razgrad, Bulgarla

Marketing Authorisation Holder:

SPEY MEDICAL LTD.

Lynton House 7-12, Tavistock Square,
London, England, WC1H 9LT, United Kingdom
16. Date of Revision of Package Insart
01/2016
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