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= zitromycin ER - spolahliva citlivost a vysoka
ucinnost na klucové patogény vyvolavajlce
infekcie dychacich ciest

® Mycoplasma pneumoniae

® Chlamydophila pneumoniae
® Moraxella cararrhalis

® Streptococcus pyogenes

® Staphylococcus aureus
® Haemophilus influensae
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~—Pneumadnia a exacerbacia chronickej bronchitidy
su infekcie DDC, ktoré sa ¢asto vyskytuju v ambulancii
vseobecného lekara.
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Komunitne ziskana pneumaonia

CAP ma vyznamny dopad na morbiditu a mortalitu
hlavne u deti a starsich ludi?

CAP zodpovedna za 2 — 3 miliony pripadov v USA, ¢o vedie k cca 10
mil. ambulantnych navstev, 500 000 hospitalizacii a 45 000 Umrti?

V Eurdpe je celkovd incidencia CAP 44/1000 obyvatelov rocne,
pricom zvysuje sa dvoj — aZ stvornasobne vo veku nad 60 rokov3

1 Vergis EN, Yu VL. Macrolides are ideal for empiric therapy of community-acquired pneumonia in the
immunocompetent host. Semin Respir Infect 1997;12:322 8.

2 Bartlett JG, Dowell SF, Mandel LA, File Jr TM, Musher DM, Fine MJ. Practice guidelines for the management
of community-acquired pneumonia in adults. Clin Infect Dis 2000;31:347 82.

3 Macfarlane JT~ Colville A, Guion A, et al. Prospective study of aetiology and outcome of adult lower
respiratory-tract infections in the community. Lancet 1993;341:511M.
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* 388 406 pacientov hospitalizovanych s CAP pocas 2 rokov
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~ Komunitne ziskana pneumania

Inicidlna terapia je takmer vzdy empiricka

Bezné vyvolavajuce patogény su:
e Streptococcus pneumoniae, Hemophilus influenzae, Moraxella catarrhalis
e Mycoplasma pneumoniae, Chlamydia pneumoniae, Legionella spp.

Atypické patogény su casto poddiagnostikované a mozu byt zodpovedné
priblizne za Stvrtinu pripadov CAP!

Miera mortality je priemerne 12%, pricom 5% predstavuje mortalitu v
ambulantnej starostlivosti a 29 % pri zavaznych CAP23

Makrolidy st odporacané ako prva vol'ba, pretoze poskytuju pokrytie pre
najbezZnejsie vyvolavajuace klticové patogény CAP vratane atypickych
baktérii4

1 Vergis EN, Yu VL.Macrolides are ideal for empiric therapy of community-acquired pneumonia in the immunocompetent host.Semin Respir Infect 1997;
12:322 8.
2 ERS Task Force Report. Guidelines for management of adult community-acquired lower respiratory tract infections. European Respiratory Society. Eur Respir
J 1998;11:98641.
3 Niederman MS, Mandell LA, Anzueto A, et al. Guidelines for the management of adults with community-acquired pneumonia. Diagnosis, assessment of
severity, antimicrobial therapy, and prevention. Am J Respir Crit Care Med 2001;163:1730 54.
4 Vegelin AL, Bissumbhar P, Joore JC, et al. Guidelines for severe community-acquired pneumonia in the western
world. Neth J Med 1999;55:110 7. SK 12-209
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Tabulka 8. Klasicke bakterie nalezené kultivaci Tabulka 10. Vyskyt atypickych patogenu dle sérologickych nalez(
patogen pac. /% | patogen pac./%| | M. pneumoniae 22,5%

H. influenzae 31/10,1 | S. aureus 4/13| | C. pneumoniae 43,8%

S. pneumoniae 20/6,5 | P. aeruginosa 3/10| | adenovirus 2,3%

K. pneumoniae 19/6,2 | S. pyogenes 2/0,71 | V.influenzae 1,9%

Viac ako polovica komunitnych pneuménii je sposobena aj atypickym

patogénom

Tabulka 12. Typy pneumonie — uréené dle mikrobiologickych testu
abs % abs %

typicka 69 225 smiena 42
atypické 141 neurcend | 54 17,6
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~ Odporucena empiricka lie¢ba pri CAP

Tabulka 5: Antibakteridlni 1éky doporuéené u em-
pirické ambulantni 1é¢by komunitni pneumonie
podle poslednich zahrani¢nich konsenza

nerizikovi nemocni
| R

| amoxicikq, makrolidy, dogyceyklin nebo
cefalosporiny II. generace

alternativné respiraéni fluorochinolony

starsi nemocni a/nebo s komorbiditou

ombinace beta-laktam + mal@
respiracni fluorochinolony

Tabulka 6: Antibiotika u hospitalizovanych nemocnych s CAP

a) bez komorbidity (stfedné tézka CAP): i.v. lombinace makrolidu (Klaritromyein event. azitromycin! S E)e’ta—.

=3

1 ORI Sl L : : : e : |
romycin) s b) s komorbiditou, vy$sim vékem (tézka CAP): i.v. kO[l’lbl'f‘lElCC n}a'kurohdu (klaritromycin evept. Elllz
cefuroxim) betalaktamovymi antibiotiky (amoxicilin/kys. kl_avulanova, amp1c1hn( su}b.::xct_am, cefalt_}spormy .
gifloxacin). nebo IIL. (cefotaxim, ceftriaxon) generace nebo i.v. monoterapie respiracnimi fluorochinolony (mu

U aspiracni pneumonie klindamyein. J | i
@emgp - ¢) podezieni na pseudomonddovou infekei: ‘i:v. antipseudomonadové betalaktamoyé antibiotiku
-ace (cipro- lin/tazobactam, ceftazidim, cefoperazon, cefoperazon / s_ul'bactar_n] a/l nebo ﬂ}lorocizmqlogy H’. gene
nemy. floxacin), v event. kombinaci s aminoglykosidy (gentamicin, amikacin). V zdloze zustavaji kdl‘@

Kolek et al., Stud Pneumol Phthiseol 2011 gk 12-209



Liecba makrolidom v monoterapii, alebo v kombinacii
zvysuje klinicku uspesnost liecby CAP
L e
e Zbna
80- 8 .klinického
Spn [~ zlyhania"
60 pri monoterapii

Clinical cure % of patients

AMMMMNY

B-lactam [
monotherapy macrolide monaotherapy

Fig. 2. -Comparison of chinical outcome by type of antibiotic therapy
adapted from [56]. B-lactam monotherapy: n=53; B-lactam mono-
therapy+macrohde: n=22; macrolide monotherapy: n=26. E=: Strepio-
coccus preumoniae (n=4); Z: atypical bactena (n=421); [0 mixed
5. preumoniae +atypical bacteria (n=44).
Esposito et al., Clin Infect Dis 2002
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Vysoka ucinnost Azitromycinu 2g

Azitromycin sa rychlo absorbuje do krvného rieciska.
Maximalne koncentracie v sere dosahuje do 2,5hod.
Nasledne sa vysokokoncentruje v bielych krvinkach
(neutrofiloch a monocytoch)

Azitromycinom nasytené biele krvinky
migruju nasledne do miesta infekcie,
kde p6sobia minimalne 7-12 dni.

Vdaka tomuto mechanizmu sa dosahuje maximalna
ucinnost), pretoze je zabezpeCena maximalna koncentracia

v mieste infekcie uz v priebehu 1.dha po dobu minimalne 7
dni.

Blumer JL, Int J Antimicrob Agent 2005 S T



Azitromycin ER 2g dosahuje 3-nasobne vyssie koncentracie v
bielych krvinkach uz pocas prvého dna liecby.

20 3-nasobne vyssie
koncentracie
100
E 1] ] ———
ES /
E &0 | = - -'|l
T —0— Azitromycin 2g
20
—— — azitromycin 500 mg denne pocas 3 dni
0 00001
0 20 %0 0 B0 100 120
» (ashod)

Priemerné koncentracie v bielych krvinkach

Vdaka comu poskytuje vyssiu ucinnost od prvého dna,
pocas minimalne 7 dni. "2

1, Liu P, et al. Antimicrob Agents Chemother. 2007, 51:103-109, 2. Amsden et al., Antimocrob Agents Chemother 1999 SK 12-209



/A{omycin ER 2g uz pocas prvého dia dosahuje

4-nasobne vyssiu systémovu expoziciu v plucnom

tkanive ako azitromycin 500mg
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Lucchi et al., J Antimicrobial Chemother 2008

24-hodinova systemova expozicia
(AUC,...)— Azitromycin 2g vs. 500mg

Azitromycin

28

4 x vySSia
koncentracia v plucnom tkanive
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Azitromycin
500 mg

\
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2% Maximélne koncentracie Azitromycinu ER 2g
pretrvavaju v plucach pocas 7-10 dni

Priemerna koncentracia azitromycinu v
plucach
-/~ 2 g Azitromycin (n = 4 subjekty/as)

100 : 2 .
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Lucchi et al., J Antimicrobial Chemother 2008, Amsden et al., Antimocrob Agents Chemother 1999 SK 12-209



Azitromycin ER 2g preukazal taktiez rovnaku klinicku
ucinnost ako levofloxacin
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D' Ignazio J, Camere MA, Lewis DE, Jorgensen D, Breen JD. Novel, single-dose microsphere formulation of azithromycin versus 7-day levoftoxacin therapy for

E Azitromycin 2g

ELevofloxacin

treatment of mild to moderate communityacquired pneumonia in adults. Antimicrob Agents Chemother 2005; 49:403541.
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Azitromycin ER 2g dosahuje porovnatelnu klinicku
ucinnost v liecbe CAP so 7-driovou terapiou —

klaritromycin XL
92,6% =

100
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60 - z Azitromicin 2g
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40 = Klaritromycin XL

30 -
20 - -6,9; 2,6 95%CU
10 -
0 - .

Azitromycin 2g Claritromycin XL

n= 202 1 g/denne/ 7dni
n= 209

Drehobl MA, De Salvo MC, Lewis DE, Breen JD. Single-dose azithromycin microspheres vs clarithromycin extended release for the treatment of mild-to-
moderate community-acquired pneumonia in adults. Chest 2005;128:2230 7. SK 12-209
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Infekcné exacerbacie CHOCHP

FPatients— — — —Viral - - - - - -- Bacterial

Vyskyt infek¢nych exacerbacii CHOCHP je najcastejSie pocas zimnych
mesiacov

Boixeda et al., Int J COPD 2012 132 pac.s CHOCHP sledovanych 2 roky: etiolégia respiracnyaljjinfiekioyg



chronickej bronchitidy

arba sputa naznacuje pritomnost potencidlne
patogénnych mikrébov pri akutnej exacerbacii
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Miravitlles et al., Eur Respir J

2012,

Poolovana analyza zo 6 multicentrickych Studii, 4003 vzoriek sputa od pac.s AECB: kultivaCny zachyt v 46,4%
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Azitromycin ER 2g je v liecbe infekcnej exacerbacie
CHOCHP porovnatelne ucinny ako i.v. antibiotika

Table 2 Cure rates of symptoms related to AE-COPD in both groups on day 3 and day 10 after the initiation of reatment

Day 3 Day 10

Z5R group Inravenous group Z5R group Intravenous group

n (%) n (%) n (%) n (%)
Fever 9/11 (81.8) 10V16 (62.5) 10/11 (90.9) 13/16 (81.3)
Cough 6/12 (50) 316 (18.8) 11/12 (91.7) 116 (62.5)
Sputum 6/12 (50) 316 (18.8) 11/12 (91.7) 12/16 (75)
Dyspnea B2 (66.7) 9714 (64.3) 12412 (100) 12/14 (85.7)

Cure rate of each symptom that presented after iniiaion of treatment

Klinickeé vyliecCenie:
Azitromycin 2g 83,3% vs. i.v. ATB 88,2%
p=1,000

Zmiernenie priznakov:

Rychlejsie v skupine liecenych Azitromycinom 2g

Asai et al., J Infect Chemother 2011 29 pacientov s exacerbaciou CHOCHP
Azitromycin 2 g vs. i.v.ATB (77% ceftriaxon, 18% piperacilin+tazobaktam, 6% sultamicilin...) SK 12-209



ﬁ

Azitr

<0 exacerbacie

~—1/3 pacientov.

Proportion Free of COPD Exacerbations

103 Pocet exacerbacii
- pacient/rok: AZl 1,48 vs.
. Placebo 1,83 (p=0,01)
04 Cas do prvej exacerbacie:
0 AZl 266 dni vs. Placebo 174
. dni (p<0,001)
0.6 T
D'5; Azithromycin
0.4; N —
“-35 oo
D.E: HR 0,73
D.l: P=0.001 by log-rank test and Wilcoxon signed-rank test p <O ’ OO 1
I:'-l}-||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||
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Follow-up [days)

Figure 2. Proportion of Participants Free from Acute Exacerbations of Chronic Obstructive Pulmonary Disease
(COPD) for 1 Year, According to Study Group.
The analyses were based on the participants who were randomly assigned to the group minus those who did not

return for any follow-up assessment — 558 participants in the azithromycin group, of whom 317 (57%) had an acute
exacerbation, and 559 in the placebo group, of whom 380 (68%) had an acute exacerbation.

1142 pac.s CHOCHP sledovanych 1 rok

Albert et al., NEJM 2011
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“Zaver — infekcie dolnych dychacich ciest

Infekcie dolnych dychacich ciest patria medzi najcastejsie priciny
morbidity a mortality, klinicky najzavaznejsimi sa komunitna pneumonia a
akutna exacerbacie CHOCHP

Pri liecbe infekcii dolnych dychacich ciest treba uvazovat s vysokou
pravdepodobnostou vyskytu atypického patogéna.

Vyber makrolidového ATB zvysuje klinicku aspesnost liecby infektu ¢i uz
v monoterapii, alebo v kombinacii.

Odporacania na antiinfekénu liecbu odporucaju makrolidové ATB v prvej
linii pri empirickej liecbe vambulantnej praxi, u starSich pacientov v
kombinacii.

Kombinovana terapia s makrolidmi prindsa zvysenie klinickej tiispesnosti,
zniZenie mortality a dlzky hospitalizacie.

SK 12-209



— Zaver — Azitromycin ER 2g v liecbe dolnych dychacich
ciest

Azitromycin 2g je unikatne makrolidové ATB, ktoré

poskytuje rychlejsie a dlhodobejsie niekolkondasobne vyssie koncentracie v
infikovanom tkanive v porovnani s klasickymi azitromycinom.

preukazuje u¢innost porovnatelnu s klaritromycinom XL alebo
levofloxacinom v liecbe komunitnej pneumonie, ¢i s i.v. B-laktamovymi
antibiotikami v liecbe exacerbacie CHOCHP

Unikatna liekova forma poskytuje

100% istotu douzivania ATB v spravnom terapeutickom rezime, vdaka comu
eliminuje riziko nedouzivania ATB liecby a znizuje moznost recidivy a
rezistencie na ATB.

porovnatelny vyskyt NU, ktoré st prevazne prechodného charakteru.

SK 12-209



Infekcie hornych dychacich ciest su najéastejsou
diagndzou infekcii DC v ambulancii vseob. lekara
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Bakterialn tokokovastonsilitis

itromycin ER 2g vs. azitromycin

Omg

TOE L TEU TOC. LETU
21 s 1 @8
28d)  45d) 28d)  45d)

Jorgensen M.D. Single-dose extended-release oral azithromycin vs. 3-day azithromycin for the treatment of group A
3- haemolytic streptococcal pharyngitis/tonsilitis in adults and adolescent: a double-blind, double-dummy study
European Society of Clinical Microbiology and Infectious Diseases, CMI, 15, 1103-1110 SK 12-209



~ Akutna bakterialnar

Azitromycin ER 2g vs. levofloxacin

—

Azitromycin ER
2,0 g jednorazovo

Levofloxacin
500mg/d/10d

Azitromycin ER 2g preukazal rovnaku tcinnost ako 10 dinova liecba

polest sinusov

levofloxacinom

Tlak v sinusoch

243 (90,0%)

244 (92,4%)

Precitlivelost sinusov

218 (80,7%)

214 (81,1%)

VedlajSie priznaky

Kasefl 153 (56,7%) 155 (58,7%)
Horucka 36 (13,3%) 57 (21,6%)
Bolest hlavy 238 (88,1%) 244 (92,4%)

Nazalna kongescia

265 (98,1%)

256 (97.0%)

Zatekanie zadnej nazalnej steny

240 (88,9%)

242 (91.7%)

Murray JJ, Emparanza P, Lesinskas E, et al. Efficacy and safety of a novel, single-dose azithromycin

microsphere formulation versus 10 days of levofloxacin for the treatment of
acute bacterial sinusitis in adults. Otolaryngol Head Neck Surg. 2005;133: 194—-200.

SK 12-209



| itna bakterialna Rhinosinusitis—

Azitromycin 2g vs. levofloxacin

Ustup sprievodnych symptomov bol rychlej$i u vyssieho poctu
pacientov lieCenych Azitromycinom 2g

Murray JJ, Emparanza P, Lesinskas E, et al. Efficacy and safety of a novel, single-dose azithromycin
microsphere formulation versus 10 days of levofloxacin for the treatment of

acute bacterial sinusitis in adults. Otolaryngol Head Neck Surg. 2005;133: 194—-200.
SK 12-209



— Akutna bakterialna rhinosinusitis\
Azitromycin 2g vs. levofloxacin

Ustup sprievodnych symptomov bol zaznamenany u viésieho pocétu
pacientov liecenych Azitromycinom 2g

Bolest’ Tlak  Citlivost’ Vytok

Murray JJ, Emparanza P, Lesinskas E, et al. Efficacy and safety of a novel, single-dose azithromycin
microsphere formulation versus 10 days of levofloxacin for the treatment of

acute bacterial sinusitis in adults. Otolaryngol Head Neck Surg. 2005;133: 194—-200.
SK 12-209



/Bak’eeﬂalna strepto

~ Azitromycin 2g vs. azitromycin IR (SOOmg)

Azitromycin 2g AZ- IR

500 mg/3d
Hnacka 10,5% 10,7%
Nauzea 4 4% 1,3%
Bolest’ brucha 3,0% 4 7%
Bolest hlavy 2,0% 0,3%

Vyskyt neziaducich ac¢inkov bol v oboch skupinach

porovnatelny.

Jorgensen M.D. Single-dose extended-release oral azithromycin vs. 3-day azithromycin for the treatment of group A
3- haemolytic streptococcal pharyngitis/tonsilitis in adults and adolescent: a double-blind, double-dummy study
European Society of Clinical Microbiology and Infectious Diseases, CMI, 15, 1103-1110
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Zaver — Azitromycin 2g a infekcie hornych dychacich
ciest

Miera zlyhania PNC liec¢by pri terapii HDC mo6ze dosiahnut az 35%!?

Azitromicin 2g je unikatne makrolidové ATB, ktoré poskytuje:
e porovnatelnu uc¢innost ako levofloxacin

e rychlejsiu bakterialnu eradikaciu a ustup symptomov
ochorenia. 2

e porovnatelny vyskyt NU ako azitromycin 500omg, levofloxacin

* 100% istota douzivania ATB, v spravnom terapeutickom rezime.

1. Kaplan EL, Johnson DR. Unexplained reduced microbiological efficacy of intramuscular benzathine penicillin G and of oral
penicillin V in eradication of group A streptococci from children with acute pharyngitis. Pediatrics 2001; 108: 180-1186.
2. Girard D, Finegan SM, Dunne MW, Lame ME. Enhanced efficacy of single-dose versus multi-dose azithromycin

regimens in preclinical infectionmodels. ] Antimicrob Chemother. 2005;56:365-371.
g p J 55633657371 SK 12-209
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A2|tromycm ER Zg - Jednoducha terapia

Bez potreby tpravy davky u pacientov uzivajacich statiny
Bez potreby monitorovania hladiny glukézy u pacientovs DM
Bez vplyvu antacid na farmakokinetiku Azitromycinu 2g
Tehotenska kategoria B

Bez potreby upravy davkovania u pacientov s miernou az stredne
zavaznou poruchou renalnych a hepatalnych funkcii

SK 12-209



Dakujem za pozornost
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