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Macrolidos

Los macrolidos son un grupo de antibioticos muy
relacionados entre si que se caracterizan por tener un anillo
macro ciclico de lactona con 14 a 16 miembros, cuyo
prototipo, y el macrolido mas utilizado, es la eritromicina. La
claritromicina y la azitromicina son derivados sintéticos de la
eritromicina.

Han sido usados como agentes de primera linea en el
tratamiento de infecciones respiratorias sin embargo el uso
prolongado puede producir aumento de la resistencia

En los ultimos afos ha aumentado el interés por su potencial
efecto inmunomodulatorio, observado con la eritromicina en la
panbronquiolitis difusa de los japoneses.

Este efecto iInmunomodulatorio fue solo observado con los
miembros de 14y 15




Mecanismo de accion

Reduce la virulencia y adhesion bacteriana
Inhibe la sintesis proteica bacteriana

Reduce la adherencia bacteriana

Reduce la produccion de toxinas bacterianas

Reduce la secrecian de _a,gua Reduce la produccion de radicales libres de
Modula el gen de expresion de oxigeno

la mucina

Infeccion
respiratoria
aguda o cronica

Mejora el clearence
mucociliar

Disminuye la inflamacién cronica
» Aumenta la fagocitosis de
neutrofilos
*Aumenta los niveles de B-
defensinas
Inflamacion *Disminuye la quimiotaxis de
persistente neutrofilos
*Disminuye la produccion de
especies de oxigeno




Azitromicina

La azitromicina es un macrolido de 15 lactona que junto a los del4
han mostrado algun efecto inmunomodulador con una vida media
larga de 2 a 4 dias lo cual permite el uso en 2 a 3 veces a la semana.




Paciente de 7 meses de edad previamente sana
gue consulta por fiebre y dificultad respiratoria
de 3 dias de evolucion.

Paciente en BEG regular mecanica respiratoria,
tiraje generalizado , sibilancias y subcrepitantes
en ambos campos pulmonares.

Se coloca O2 por canula nasal y dos series de
salbutamol.

Se interna y con Rx con infiltrado bilateral e
Imagen paracardiaca izquierda se medica con
azitromicina




Virologico en secreciones brongquiales VSR
POSItivo




Azitromicina y Bronquiolitis

A Single Dose of Azithromycin Does Not Improve Clinical
Outcomes of Children Hospitalised with Bronchiolitis: A
Randomised, Placebo-Controlled Trial

Gabrielle B. McCallum'*, Peter 5. Morris'~, Mark D. Chatfield', Carolyn Maclennan®, Andrew V. White®,
Theao P. Sloots®, lan M. Mackay®, Anne B. Chang'™
1 Child Healih Disicion, Merches Sdh

Obyjective Bronchiolitss, one of the most common reasons for hospitalisation in young children, is particularly problemat ic
im In digenous children. Macrolides may be bensficial in settings where children have high rates of masophanmg eal bacterial
carriage and frequent prolonged illness. The aim of our double-blind placebo controlled randomised trial was o determine
if a large dngle dose of arithromydn compared to placeba) reduced length of stay [LOS], duration of oxygen (O] and
respiratory readmisions within 6 months of children hospitalised with bronchiolitis. We also determined the effect of
azithromydin on nasoapharyn geal mionob kobsgy.

Methods: Children aged =18 months wene ramd omised to receve a single large dose (30 mg kgl of either azithromydi
placebo within 24 hrs of hospitalisation. Masophanymnoeal swabs were collected at baseline and 48hrs later. Primary
endpoints (LOS, Oy were monitored every 12 hrs. Hospitalised respiratory readmisions &months post discharge was
callected.

Resulis 97 children were randomised (n=50 azithromycin, n=47 placebol Median LOS was smilar in both groups:
arithromycin =54 hours, placebo=58 houwrs (difference between groups of 4 hours 95%C1 -8, 13, p=0.81 O, reqguirement
was not sgnificantly different betwesn groups; Azithromycin =35 his; placebo =42 his (difference 7 hours, 95%C1 9, 13,
p=0.7]. Number of ¢ hildren re-hospitalised was similar 10 per group (OR =009, 95%C10.3, 2, p=0.8. At least one vins was
detected in 7% of children. The azithromydin group had reduced nasopharyngeal bacterial carriage (p=10.01) but o
difference in viral detection at 48 houwrs

Conclusion: Although a single dose of azithromypcin reduces cariage of bacteria, it is unlikely to be benefidial in redudng
LOrS, duration of O3 requirement or readmission s in children hospitalised with brondhiolitis I remains uncertain if an earier
and'or konger duration of axithro mmycin imp roves dindcal and microbiolog cal outcomes. for dhildren. The trial was registered
with the Ausralian and Mew Fealand Cindcal Trials Register. Qlindcal trials mumber: ACTEN 26080001 50347 bt po! v
anzctrong awTrialSeardhasps.




Azitromicina y Bronquiolitis
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Azitromicina y bronquiolitis

Azithromycin Therapy in Hospitalized Infants with Acute Bronchiolitis
i5 Not Associated with Better Qlinical Outcomes: A Randomized,
Double-Blinded, and Placebo-Controlled Qlinical Trial

Legrpade A Pife MO, PRD' Pac M Pita MD PRD' Femrants Lusi D' Pedca Pl de Melio, MOD®,
Mogas Gedae MD® Fofema Fadici MIDE Dariel Cordme Bakoss, MIF, bara Doms MDT MyasH. Jocss MO PRD'
Aerats T Sein, MID, PR’ and Pado J MamaSca MDD, PRD'2

Objective To test tha hypothess Tat azihmmyon reducs. 5o lengh ofhosprializaton and o¥ygen reguinemant
in bniant s W aouta vTral beoncihn 19s ).

Study design 'Wa parfommeada mnd omizaed, dounle-tlnded, placebs conmraied Tal in souhem Brazil, from 2009
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famon. (o Pecfadr 20021611 108-8).




Azitromicina y bronquiolitis
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Asma

Paciente de 14 afnos sin antecedentes perinatologicos de importancia.
Con diagndstico de Asma persistente grave en seguimiento en el
Servicio de Neumonologia desde el 2013. En tratamiento con
terapia inhalada con corticoides / broncodilatadores de larga
duracion.

Concurre a control programado en crisis por lo cual se decide su
internacion.

Al examen fisico presenta tiraje subcostal, sibilancias generalizadas,
taquicardia y taquipnea e insuficiencia respiratoria hipoxémica por lo
cual se decide la internacion.

Crisis asmatica

Se indica. Oxigeno por canula nasal, metilprednisolona,
broncodilatadores y azitromicina via oral.







Macrolidos y Asma

Azithromycin for prevention of exacerbations in
severe asthma (AZISAST): a multicentre randomised
double-blind placebo-controlled trial

Guy G Brusselle," Christine VanderStichele, " Paul J4;|r{:|+3r|_-,,E René Deman,’

Hans ';'1Iatutrg,rrn:l:,"'_"-.-"eerhe Ringoet,® Geert Verleden,® Ingel K Elerrns-df:-.,'-"_

Katia Verhamme,® Anja Delporte,’ Bénédicte Demeyere,’ Geert Claeys,”

Jerina Boelens,” Elizaveta Padalko,” Johny Verschakelen,'™ Georges WVan Maele,"’

Ellen Deschepper,’’ Guy F P Joos'
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Bronquiolitis obliterante post infecciosa

Effect of azithromycin on lung function and pulmonary exacerbation in children
with post-infectious bronchiolitis obliterans.

Castafos, Ct; Salim, M*; Pereyra, Ct; Aguerre, V1; Lucero, BY; Bauer, G!; Zylbersztajn, B3; Lelivedl, L2, Gonzalez
Pena,H
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Panbronquiolitis difusa

Effect of Azithromycin on Patients with Diffuse
Panbronchiolitis: Retrospective Study of 51 Cases

Huiping Li". Ying Zhou', Feng Fan', Yuan Zhang ', Xia Li', Hui Yu', Lan Zhao',
Xianghua Yi®, Guojun He', Jiro Fujita® and Dianhua Jiang*

Abstract

Background Patients with diffuse panbronchiolitis (DPB) are routinely treated with erythromycin, clarithro-
mycin, and roxithromycin. The clinical effect of azithromycin on DPB has not been confirmed in a large co-
hort.

Ohjective The present study was undertaken to investigate the clinical effects of azithromycin on patients
with DPB.

Methods Fifty-one patients with DPB treated with azithromycin in Shanghai Pulmonary Hospital, China,
from July 2001 to April 2007 were analyzed retrospectively. Azithromycin (500 mg a day) was administrated
intravenously in the first 1-2 weeks, taken orally (500 mg, once a day) for 3 months, and tapered to 3 times
a week for 6-12 months. The patients were followed up until September 1, 2009. The therapeutic effect, ac-
cording to their clinical and radiological findings, arterial gas analysis, lung function, and sputum bacterium
before and after the therapy, was categorized into the following five grades: 1) cured; 2) improved; 3) no re-
sponse; 4) aggravation, and 5) relapse.

Results  With azithromycin therapy, 14 (27.5%) patients with DPB were completely cured. The symptoms
were eliminated to certain degrees for the other 36 cases (70.6%) of DPB. Five-year survival in this cohort
was 94.1%.

Conclusion  Azithromycin is effective and well tolerated for patients with diffuse panbronchiolitis.

Int Med 50.1663-1669




Panbronquiolitis difusa y
macrolidos

(irade Percentage (a)
Cured
Improved®*®
Mo response
Apgravation
Relapse*

Pre-therapy Post-therapy
Observed items - pvalue
Ex amination number Xt5" Fe-examination number X455
I-'E'-.";._.:.‘.‘--i.# 20 49,74 18 .95 20 63791874  p =0.001
Pa(, {rmnll[_r_}‘L Al ok 061315 7 B4 Te20.88  p =0.000
PaCO (mmi I[.r_}“ a1l AH. 280,07 [ B 174502 p =0.262
Sa0,%4 50 92.3343.98 . G35, 73+1. p =0.000

H* 7 414030 0.673

Int Med 50.1663-1669




Efectos de los macrolidos en

FQ

Potential role of macrolide antibiotics in the management of
cystic fibrosis lung disease.

Nguyen,T; Louie,S; Beringer,P and Gill,M. Curr Opin Pulm Med 2002.

8: 521-528.

Long term azithromycin in children with cystic fibrosis: a
randomised, placebo-contrlled crossover trial.

Equi,A, Balfour-Lynn,M; Bush,A;Rosenthal. Lancet 2002; 360:978-84
Effect of Long term treatment with azithromicin on disease
parameters in cystic fibrosis: a randomised trial.

Wolter,J; Seeney,S; Bell,S; Masel,P; Mc Cormack,J



Azitromicina y FQ

» Effect of Azithromycin on Pulmonary Function in Patients With Cystic Fibrosis
Uninfected With Pseudomonas aeruginosa A Randomized Controlled Trial

FREE

Lisa Saiman, MD, MPH; Michael Anstead, MD; Nicole Mayer-Hamblett, PhD; Larry C. Lands, MD, PhD; Margaret
Kloster, MS; Jasna Hocevar-Trnka, MPH; Christopher H. Goss, MD, MSc; Lynn M. Rose, PhD; Jane L. Burns, MD;
Bruce C. Marshall, MD; Felix Ratjen, MD, PhD; for the AZ0004 Azithromycin Study Group
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Azitromicinay EPOC

The Effect of Azithromycin in Adults with Stable
Neutrophilic COPD: A Double Blind Randomised, Placebo
Controlled Trial

Jodie L. Simpson'*, Heather Powell”, Katherine ). Baines', David Milne®, Harvey O. Coxson®,
Philip M. Hansbra', Peter G. Gibson ™

1 2. it Wl o Pt ch acuizy of Hea B Soah
IAuddand Dt

Backgrownd: Chronic Obstructive Pulmonary Disease (COPD) 5 a progressive airway dissase charactensed by neu trophilic
alirway inflammation or bronchitis. Meutrophilic branchitis i associated with both bacterial colontsation and lung function
decline and ks commaon in exacerbations of COPD. Despite curment avail able therapies to control inflammation, e trophilic
bronchitis remains commaon. This study tested the hypothess that azithromycin treatment, as an add-on to standard
medication, would significantly reduce airway neutrophil and neutrophils chemaobdne (CXCLE) levels, as well as bacterial
load. We conducted a randomised, doubla-blind, placebo-controlled study in COPD participants with stable neu trophilic
bronschiitis.

Methods: Eligible pa anits (n =30 were randomised to azithromycin 250 mg daily or placebo for 12 wesks in addition
to their standard respiratory medications. Sputum was induced at screening, randomisation and monthly for a 12 week
treatment period and procesed for differential cdl counts, CXCLE and neutrophil elastase asesment Quantitative
bacteriol ogy was assessed in sputum samples at rand omisation and the end of treatment visit Severe exacerbations where
symptoms increased requiring unscheduled treatment were recorded during the 12 week treatment period and for 14
weeks following treatment. A sub-group of participants underwent chest computed tomography scans fn=15L

Rasule Nine participants with neutraphilic bronchitis had a potentially pathogenic bacteria solated and the median tatal
bactenial load of all participants was 532x 10 dfuwml Azithromycin treatment resulted in a non-significant reduction in
sputum neutrophil proportion, CHCLE levels and bacterial load. The mean severe exacerbation rate was 033 per person per
26 wesks in the adthromycin group compared to 0.93 exacerbations per person in the placebo group (incidence rate ratio
(95%0}F 037 10.01.121) p=0u063). For participants who undarwent chest CT scans, no alterations were observed

Conclusfons: In stable COFD with neutrophilic bronchitis, add-on azithromycdin therapy showed a trend to reduced severe
exacerhations sputum neutro phils, OOOLE levels and bacternial kead. Future studies with a larger sample size ane warranted.

Trial Registration: Australian New Zealand Clinical Trials Registry ACTRN1 2609000259246




Azitromicinay EPOC
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Conclucion 1

Las propiedades inmunomodulatorias y antimicrobianas, sumadas a
las altas concentraciones que alcanzan los macrolidos en el tracto
respiratorio convierten a los mismos en buenos candidatos para el
manejo de enfermedades respiratorias con inflamacion e infeccion
cronica

La mejores evidencias hasta el momento para el uso prolongado de
los macrolidos son en FQ y panbronquiolitis difusa.

Para otras enfermedades cronicas como el asmay la
bronquiectasias no FQ no hay evidencia cientifica suficiente que
justifique el uso rutinario de los macrolidos en forma prolongada.

Para enfermedades agudas como la Bronquiolitis la evidencia
actual es en contra de su uso.

Algunos datos recientes en EPOC gue presenta un incremento de la
infeccion cronica y la respuesta inflamatoria neutrofilica sugieren un
efecto beneficioso en cuanto a exacerbaciones




Conclusion 2

* Con excepcion de la Panbronguiolitis difusa y
la FQ el uso de macrolidos deberia hacerse
paciente por paciente.

« Siempre valorar en el uso cronico el riesgo de
resistencia bacteriana.




Preguntas sin Responder

e Que pacientes van a responder
e Cual es la dosis, diaria , trisemanal
e Cual es la duracion del tratamiento







