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=11 ensayos con 917 EPOC incluidos:

= Analizan: mortalidad, fracaso del
tratamiento, aumento del volumen del
esputo, purulencia del espute, PaCO2,

PaO2, peak flow yreacciones 2



~ Laterapia con antibioticos,
~ (Independientemente de la eleccion), redujo
significativamente:

= |a mortalidad RR 0,23 (IC95%: 0,10 - 0,52)
NNT 8 (IC95%: 6-17)

= e| fracaso del tratamiento RR 0,47 -
E@S% olai-oiez) NNT§1995=%. S
el'esputo 0,56 (IC95%:

o 41 - 0,77) NNT 8 (IC 95%: 6 - 17).
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__ = Hubo un pequefio aumento del riesgo de

_:-‘_

- diarrea con antibioticos RR 2,86 (IC 95%
1,06 - 7,76).

= |_os antibioticos no mejoro la gasemetria
arterial ni el peak flow.




ntibiotics for exacerbations of chronic obstructive

HHHHHHHHHHH
COLLABORATION®

CONCLUSIONES:

—_— e o

-~ = E| uso de antibioticos en las exacerbaciones de
EPOC con aumento de la tos y expectoracion
purulenta, independientemente de la eleccion del
antibiotico. -

= reduce el riesgo de mortalidad a corto plazo 77%.
= disminuye riesgo de fracaso del tratamiento 53%.
l = |imita el riesgo de purulencia del esputo 44%. =

. = con un pequeno aumento en el riesgo de diarrea.




Special Feature

Contemporary Management of Acute
Exacerbations of COPD*

A Systematic Review and Metaanalysis

Bradley S. Quon, MD; Wen Qi Gan, MD; and Don D. Sin, MD, FCCP

CHEST 2008; 133:756—-766



—W CHEST Special Feature

Favors Antibiotics Favors Placebo

Elmes et al,21 1965 L

Pines et al,*? 1968 »

Anthonisen et al,2? 1987 ——
|
Jorgensen et al,® 1992 —:I—

Nouira et al, %" 2001

M
|

(RR,0.54; 95% CI, 0.32-0.92)

[
|
|
[
|

Pooled summary {:}I
|
|
[
1

i 1 | 1

] |
01 02 0.5 1 2 5 10
Relative Risk (95% Confidence Interval)

F1GURE 3. Effects of antibiotic therapy on the risk of treatment
failure. '



= En comparacion con el placebo,

- antibioéticos reducen el fracaso d
en un 46% (1C95%: 0,32a 0,92) y

0S |
el tratamiento

a mortalidad

hospitalaria en un 78% (IC95%: 0,08 a 0,62).

= Paralas exacerbaciones agudas

e

de la EPOC:

— los corticoides sistemicos son eficaces en la
reduccion de los fracasos del tratamiento.

— los antibioticos reducen la mortalidad y los fracasos &
del tratamiento en las que requieren hospitalizacion B

I — la VMNI reduce el riesgo de intubacion y la
mortalidad en el hospital, especialmente en |
aquellos que demuestran una acidosis respiratoria.
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¢cQue Antibioticos emplear?
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Role of antimicrobial agents in the

management of exacerbations of COPD.
Sharma S, Anthonisen N.
e ——— —m_

~ = Una proporcion de pacientes tratados por

= AEPOC muestran una recuperacion
Incompleta, y exacerbaciones frecuentes.

= | os predictores de mal pronostico son:
edad avanzada, deterioro de la funcidn
pulmonar, mal estado general,
enfermedades concomitantes e historia 2
de exacerbaciones frecuentes que -
reqweren antibidticos o corticosteroides
sistémicos.

Treat Respir Med. 2005;4: 153-67.



Role of antimicrobial agents in the

management of exacerbations of COPD. I
Sharma S, Anthonisen N.
- - . .-_—:—.Iq;
= Estos pacientes de alto riesgo, deben
ser identificados y tratados con
antibioticos con bajo potencial para el

fracaso. -

= Un enfoque del tratamiento agresivo de
las exacerbaciones complicadas
B pueden reducir costes mediante la
- reduccion de utilizacion de asistencia
sanitaria y hospitalizacion. -

S
- |

Treat Respir Med. 2005;4: 153-67.



Optimizing antibiotic selection in treating COPD
exacerbations

Attiya Siddiqi Abstract: Our understanding of the etiology, pathogenesis and consequences of acute
Sanja}r Sethi exacerbations of chronic obstructive pulmonary disease (COPD) has increased substantially in

bl St the last decade. Several new lines of evidence demonstrate that bacterial isolation from sputum
Division of Pulmeonary, Critical Care

and Sleep Medicine, Department of during acute exacerbation i many instances reflects a cause-effect relationship. Placebo-controlled
Medicine, Veterans Affairs Western antibiotic trials in exacerbations of COPD demonstrate significant clinical benefits of antibiotic
MNew York Health Care System and

University of Buffalo, State University . j g il .
of New York, Buffalo, New York, USA trials, the choice of antibiotics does not appear to affect the clinical outcome, which can be

treatment in moderate and severe episodes. However, in the multitude of antibiotic comparison

explained by several methodological limitations of these trials. Recently, comparison trials with
nontraditional end-points have shown differences among antibiotics in the treatment of exacerba-
tions of COPD. Observational studies that have examined clinical outcome of exacerbations have
repeatedly demonstrated certain clinical characteristics to be associated with treatment failure or

early relapse. Optimal antibiotic selection for exacerbations has therefore incorporated quantifying

International Journal of COPD 2008:3(1) 31-44




REVIEW

Optimizing antibiotic selection in treating COPD
exacerbations

= | 0S ensayos de antibidticos vs placebo en
EPOC moderados y graves demuestran
Importantes beneficios.

= Sin embargo, la eleccion de los antibioticos
no parecen afectar a los resultados, lo cual
puede explicarse por limitaciones
metodologicas. -

——

* Ciertas caracteristicas clinicas se asocian
con el fracaso del tratamiento o recaida

temprana. |
International Journal of COPD 2008:3(1) 31-44



REVIEW

Optimizing antibiotic selection in treating COPD
exacerbations

= |a seleccion optima de los antibioticos para
las exacerbaciones haincorporado la
cuantificacion del riesgo: eleccion de
antibioticos diferentes para pacientes de
bajo y alto riesgo.

abaeleccion de los antibioticos basada.en la

__estratificacién de riesgo, alin no ha sido
demostrada en ensayos prospectivos

controlados.
International Journal of COPD 2008:3(1) 31-44
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GuiaEPOC**”*

Guia de Practica Clinica
de Diagnostico v Tratamiento de |la EPOC
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GuiaEPOC**”

= Cuatro familias de antibioticos cuyo
= espectro de actividad antimicrobiana incluye
a los principales microorganismos
Implicados en las agudizaciones de la
EPOC.

= Penicilinas: amoxicilina-clavulanico 875-125
mg/8 horas y 2000/125 mg/12 horas.

8 = Cefalosporinas VO: cefuroxima,
> cefpodoxima y cefditoren.

= Fluoroquinolonas: levofloxacino y
moxifloxacino




GuiaEPOC**”

= “En dltimo lugar los macraélidos:

= eritromicina, azitromicina y claritromicina.
En Espana, en torno al 30% de las cepas
de S. pneumoniae son resistentes a todos
los macrolidos y la mayoria de las cepas de
H.influenzae son resistentes a eritromicina y
claritromicina.

& = “Los macrolidos deben considerarse como -

g un tratamiento alternativo valido para
casos en que, por alergia o cualquier otro
motivo, no pueda emplearse un beta-
lactamico o una fluoroguinolona.”




(;I\/Iacrc’)lidos a dosis bajas?

TA, et al.

eryrmromyrm NEraPY IS asSocia
chronic oustructive pulmonary c

[Ee
als

Am J Respir Crit Care MVead 20065176 —47.

Estudio aleatorizado, doble ciego, controlado con placebo, _
eritromicina 250 mg/12horas a EPOC, demostré una reduccion '
significativa en las exacerbaciones, comparado con el placebo. —

rng.rJrrrJ MY.CINI Prevents; Smoke-Inauced enmpnysena
[ mic

Am J Resp]r 2 1=6.

Claritromicina protege de enfisema a ratones expuestos al humo de
tabaco.
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GLOBAL STRATEGY FOR THE DNAGNOSIS,

MANAGEMENT, AND PREVENTION OF
CHRONIC OBSTRUCTIVE PULMONARY DNSEASE
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Antibiotics. Prophylactic, continuous use of antibiotics
has been shown to have no effect on the frequency of
exacerbations in COPD""'® and a study that examined
the efficacy of chemoprophylaxis undertaken in winter
months over a period of 5 years, concluded that there
was no benefit'™. There is no current evidence-that the
use of antibiotics, other than for treating infectious

exacerbations of COPD and other bacterial infections,
IS helpful®™ (Evidence A).
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cANntiviricos?
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as
mportance o Viral and o [efal Infections In Chrenic
opStructive pulmoenany i X rorrrJorJJ

' - J Clin Virel. 2009 Oct; 46 ( ':’

= 31% infeccion viral: el 9% de la gripe A, 7%

por VSR y el 7% con el VIP-3. —
= En los infectados por virus, 58% tambien
tenian co-infeccion bacteriana.
= | os pacientes co-infectados no presentan I
sintomas diferentes que los pacientes con
infecciones simples. -
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Ciclos de tratamiento antibiotico

cortos (<bdias)

Short-course antibiotic treatment in acute
exacerbations of chronic bronchitis and COPD: a
meta-analysis of double-blind studies

R El Moussaoui,' B M Roede," P Speelman,’ P Bresser,? J M Prins,' P M M Bossuyt

ABSTRACT conflicting data, with several large studies failing to
Background: A study was undertaken to determine demonstrate superiority of antibiotic therapy over
whether a short course of antibiotic treatment (<5 days) placebo.” Other trials indicated that antibiotic
I is as effective as the conventional longer treatment in therap}’ 15 effectwe in patients who have at least
acute exacerbations of chronic bronchitis and chronic . ceased dys-

obstructive pulmonary disease (COFD). THORAX 2008 63:415-422 1 increased
Methnds MIEDLINE EMBASE and the Cochrane central SPUtum purulence (lﬂs a type 1 or 2 exacerbation),”
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Ciclos de tratamiento antibiotico

L ~cortos (<5dias) I
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= 21 estudios, publicados en ingles.
= 10.698 EPOC Incluidos.

= Exacerbaciones EPOC GOLDII-II
= _Doble ciego aleatorizados.

@Widm&de{@‘po ciclo-corto.

THORAX 2008;63:415-422




Table 1 Details of studies comparing short antibiotic treatment with conventional treatment (7-10 days) in patients with acute exacerbations of
chronic bronchitis and COPD

Year of Quality Study  Mean age Outpatients or Duration  Early follow-up Late follow-up

Reference publication score  Concealment  si@ of subjects inpatients Treatment (days)  (days) (days)

Langan” 1998 4 Unknown B4 559 Outpatients  Cefuroaime 5 B-10 26-35
511 Clartromycin 1

Lorenz® 1998 4 Unknown 22 56.0 Unknown Cefixime 5 10-13 21-33
54.0 Cefixime 10

Langan” 1999 4 Unknown B4 5R8 Oupatients  Grepafloxacin b 11-13 31-38
56.3 Grepafioxacin -~ 10

Wasilewski ()" 1999 ] Adequate 449 h2.0 Outpatients ~ Dirithromycin ] 10-12 17-21
h2.0 Erythromycin 1

Wasilewski (b 1939 ] Adequate h58 520 Outpatients ~ Dirithromycin i 10-12 17-21
h2.0 Erythromycin 1

Wilson" 1944 4 Unknown 750 60.0 Both Mol cxacin 5 14 28-35
60.2 Clartromycin 1

Chodosh"” 2000 § Adequate 614 56.9 Outpatients  Muoxifloacin 5 10-16 17-27
h6.2 Moxifloxacin 10

Filg*® 2000 4 Unknown GO0 4.2 Outpatients  Gemifloxacin b 14-21 28-35
fi4.0 Co-amaxiclav 1

Fogarty” 2000 4 Unknown 548 540 Unknown Cefdini 5 17-21 26-42
5.0 Cefprozi 10

Paster™ 2000 § Adequate hB6 h4.0 Outpatients  Cefdinir b 12-19 26-40
h20 Loracerbef 1

Gotfried™ 2001 2 Unknown 349 4810 Outpatients  Gatifloxacin 5 14-21 26-35
440 (2t e srin 7



Table 1 Details of studies comparing short antibiotic treatment with conventional treatment (7-10 days) in patients with acute exacerbations of
chronic bronchitis and COPD  (CONtinuUacion)

Year of Quality Study  Mean age Ouipatients or Duration  Early followeup Late follow-up

Reference pubication score  Concealment  si2 of subjects inpatients Treatment (days)  (days) (days)

Masterton™ 2001 3 Unknown h32 60.7 Outpatients Levofloxacin ] 14-17 35-47
h9.5 Levofloxacin 1

Aubjer™ 2002 4 Unknown 325 (1.5 Outpatients  Telithromycin i 17-21 31-36
66.0 Co-clavulanate 10

Wilson™ 2002 3 Unknown ni 58,7 Inpatients Gemifloxacin ] 14-21 2835
h8.4 Claritrormycin 1

Soler” 2003 3 Unknown 282 601 Both Giatiflowacin § 11-14 31-38
619 Co-clavulanate 10

Zervos™ 2003 ] Adequate 376 50.5 Unknown Telthromycin ] 17-24 3145
57.0 Cefuroxime 10

Sethi™ 2004 ] Adequate 360 fi1.6 Unknown Gemifloxacin ] 14-21 2835
634 Levofloxacin 1

Fogarty™ 2005 3 Unknown 650 5.5 Outpatients  Telithromycin i 17-24 31-36
h9.4 Clarthromycin =~ 10

Gotfried™ 2005 4 Unknown 485 621 Outpatients ~ Clarithromycin ] 17-21 31-40
616 Plaritheas

Sethi™ 2005 4 Unknown 893 0.1 Both 14-21 2835
60.3

815125
Alvarez-Sala” 2006 3 Unknown 541 61.1 Unknown Cefditoren pivoxil & 10-12 25-35

61.0 Cefurnxime 10




Cura clinica:

Chronic obstructive pulmonary disease

Short course Conventional course OR Weight OR

Studly ' [T (95% CI Nxed) %o (95% CI Tixecd)
absarez=-Sala 2006 211/264 229 ETT —-— 5.2 LEZ (D.B4, 1.29)
Aubrier 2002 120/160 125160 —— 2.7 1.27 {0.70, 2.09)
Chodogsh 2000 274/288 JEEZET — 1.5 170 {0.52, 2.33)
File 2000 2475304 2477396 —a— 5.4 0.8% {0.568, 1.31)
Fagarty 2000 21N2TR DOOSFI0 —1— 5.1 1.75 {084, 1.85)
Fogarty 2005 2247270 236/282 — - 4.5 0.85 (061, 1.49)
Gotfried 2005 1658/218 1727226 —e— B.3 0832 (0,54, 1.27)
Langam 1988 278/340 2B1/344 —— 5.8 1.03 {069, 1.51)
Langam 1998 1417273 145/268 — 8.4 0,85 (061, 1,200
Lorenz 1988 73108 73/108 —— 2.4 1.22 (068, 2,18)
Masterton 2001 1877268 2077262 —a—1 6.4 074 (D48, 1.70)
Faster 2000 1385291 1417285 —. 8.5 0.99 (0.7, 1.36)
Sethi 2004 155/182 139/178 +—= 2.4 1.687 {0.94, 2.77)
Sethi 2005 392/443 JE9/450 —t=— 5.1 1.27 (D81, 1.79)
Saler 20032 108/136 103126 — = 2.5 0LES (D47, 1.58)
Wasilewski 19994 208,/249 208 250 —a 4.1 LT DJET, 1.54)
Wasilewski 19998 219/282 206/ 276 —q=— 5.3 118 {DLBG, 1.704)
Wilson 1998 ZEWETA ZB9/3T1 7.8 84 {0, 1,320
Wilkon 2002 2797361 JEOVIRE 6.5 1.08 {0,785, 1.85)
Zervos 2003 12151387 1385191 5.7 076 (0,49, 1.18)
Total {(25% Cl AOBIS267 A0TES2T0 100, 0.9% (0.90, 1.08)
Test for heterogeneity: ¢ = 13,74, df= 18, p= 0,8

Test for overall effect z ==0.28, p = 0.3

THORAX 2008;63:415-422 e ‘ 5o
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Cura bacteriologica:

Chronic obstructive pulmonary disease

ahort course Conventional course (8 Weght LR

Study g T (95% Cl fixed) B (95% Cl fixed)
Aulbrier 2002 20430 19/44 o Sutt 088 (0,39, 2,000
Chadosh 2000 142162 166/165 - A 082 (0,32, 2,07]
File 2000 4044 36/44 1+ 2207 (0,73, 8,08)
Fogarty 2005 TO/BE 789 —_— 8.2 0,73 (0,33, 1.82)
Giatfried 2001 EG/ET 75/80 0.8 283 (0.53, 15.04]
Giotfried 2006 B2/105 81/111 — = 8.5 078 (040, 1.53)
Langan 19493 744102 74780 . — L0 05T (0,29, 1.14)
Langan 1988 JE/ER T8/EG O 4.3 073 1028, 1.1
Lorenz 1988 25/35 1417 ) 24 uad (L12, 2.28]
Masterton 2007 B2/112 B4/101 —_— L 0.93 (0.48, 1.90)
Sethi 2004 33544 48580 ) 4.5 0.75 (0,30, 1.90)
Sethi 2005 1025141 84/13% — 11.8 1.74 {068, 1.92)
Soler 2003 B5/E3 BT = 28 182 (0,70, 4,68)
Wasilewski 19894 76/103 88/108 — 1040 064 (0,33, 1.23)
Wasilewski 19998 102/128 £2/108 —— Tal 141 0,75, 2.65)
Wilson 1999 E9/115 #1/114 —_— F | 2207 (116, 3.70)
Wilsom 2002 4357 4366 — = 4.2 176 (0,80, 3.856)
Zervos 2003 19¢25 pares 2.2 0,86 (0,24, Z,13)
Total (85% CI 12271535 12041515 10000 1.05 (0.87, 1.26)
Test for heterogeneity: 2 =21.69, dif=17, p=0.2
Test for owverall effect z = 0,48, p = 0,6

| [ [ [

Ual D 1 = a

THORAX 2008;63:415-422
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Cura clinica: CEFALOSPORINAS

[reatment Control OR Weight OR

Study N nN (9a% (1 fixed)] % (86% C] fived)
01 Clinical cure of cephalosporing in the short arm

AlvarerSala 20g 211/20d 28277 — b4 0,83 (0,54, 1.29]

Foparty 2000 17278 201270 1 B4 1.25(084,184)

Langan 1998 2187340 281/344 —— 6,1 1,03 (068, 1,51)

Lorenz 1983 TIN08 73108 —— 2,5 1:22 (0,89, 2,18)

Paster 2000 138291 141/285 8. 0.98 (0,71, 136
Subtotal (85% CI 82211281 824/1295 28,3 1,04 (0,87, 1,24)

Tast for hateroganeity: 1= 2.22, df w4, p=0.7
Test for overall effect 2=0.38, p=0.7
- THORAX 2008;63:415-422




Cura clinica: MACROLIDOS -

e — i

I

—

Chronic obstructive pulmonary disease

Treatment Control OR Weight OR
Study i M (95% CI fixed) Yo (95% CI fixed)

02 Clinical cure of macrolides in the short arm
Aubier 2002 130/160 125/160 1.21 {070, 2,08)
Fogarty 2005 224/270 236/282 0,95 {0.61, 1.49)
Gotfried 2005 158/218 172/226 0,83 (0.54, 1.27)

Wasilewski 19994 206/249 208/250 0.97 (0.61, 1.54)
Wasilewski 19998 219/282 206/276 1.18 (0.80, 1.74)
Zervos 2003 121/182 138/191 0.76 (0.49, 1.18)
Subtotal {95% CI) 1058/1361 1085/1385 0.96 (0.80, 1,16)
Test for heterogeneity: y2= 3,32, df=5, p = 0.65
Test for overall effect z=-0.40, p=0.7

THORAX 2008;63:415-422




Cura clinica: FLUOROQUINOLONAS

——

I Chronic obstructive pulmonary disease

Treatment Control OR Weight OR
Study /N n/MN (95% Cl fixed) Yo (95% Cl fixed)
Test for overall effect z=-0.40, p=0.7
03 Clinical cure of fluaroquinolones in the short arm
Chodosh 2000 274/288 266/281 . 1.6 1.10 (0.52, 2.33)
File 2000 247/304 247/296 —a— 5.7 0.86 (0.56, 1.31)
Langan 1999 141/273 149/268 —— 8.8 0.85 (0,61, 1.20)
Masterton 2001 197/268 207/262 —=— 6.7 0,74 (0,49, 1,10)
Sathi 2004 165/182 139/178 — 2.5 1.61 (0,94, 2,77)
Soler 2003 108/136 103/126 — 2.7 0.86 (0.47, 1.59)
Wilson 1999 287/374 289/371 8.2 0.94 (0.66, 1.32)
Wilson 2002 279/351 280/358 6.9 1.08 (0.75, 1.55}
Subtotal (95% Cl) 1688/2176 1680/2140 43.0 0.94 (0.81, 1.08)

Test for heterogeneity: y2=86.51, df =7, p =0.48
Tesl for overall effect z==0.78, p =0.4

Total (95% Cl) J6EE/4818 J689/4820 * 100,0 0,97 (0.88, 1.07)
Test for heterogeneity: 2= 12,70, df = 18, p = 0.81
Test for overall effect z==051, p=0,6

| [ [ [
0.1 0.2 1 5 10

THORAX 2008;63:415-422 Favours conventional Favours short course



Ciclos de tratamiento antibiotico
cortos (<5bdias) l

THORAX 2008;63:415-422 Chronic obstructive pulmonary disease

Short-course antibiotic treatment in acute
exacerbations of chronic bronchitis and COPD: a

meta-analysis of double-blind studies
R El Moussaoui,' B M Roede," P Speelman,’ P Bresser,” J M Prins,' P M M Bossuyt®

CONCLUSION:

Los ciclos cortos de antibioticos son igual de efectivos que
los tradicionales en exacerbaciones de EPOC GOLD -1l



RICARDO Y NACHO

NO, S ALTINAL LE
RECETARA ANTBIOTICOD)
PERO LTVA TL QRO B
RECETAS FATAL Y QUIERE




