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Antibioticos para las exacerbaciones de la enfermedad pulmonar
obstructiva cronica

Ram FSF, Rodriguez-Roisin R, Granados-Navarrete A, Garcia-Aymerich J, Barnes
NC

Reproduccion de una revision Cochrane, traducida vy publicada en La Biblioteca Cochrane Plus, 2008, Numero 2

« Recomendado en pacientes con EAEPOC y

— mayor tos y purulencia del esputo que estan moderada o
gravemente enfermos.

* Los resultados deben ser interpretados con cuidado
debido a:
— diferencias en la seleccion de pacientes
— el nimero pequeno de ensayos

— |a falta de control de las intervenciones que influyen en el
resultado, como el uso de corticosteroides sistémicos.
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Bacterial colonization of distal airways in healthy subjects
and chronic lung disease: a bronchoscopic study

Eur Respir J 1997; 10: 11371144
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Microbiologic Determinants of Exacerbation
in Chronic Obstructive Pulmonary Disease

Antoni Rosell, MD; Eduard Monsd, MD; Néstor Soler, MD; Ferran Torres, MD; Joaquim Angrill, MD;
Gerdt Riise, MD; Rafael Zalacatn, MD; Josep Morera, MD; Antoni Torres, MD
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Riesgo relativo (95%
Cl) de exacerbacion:
1 MO 2.15 (1.83-2.63)
HI  1.69 (1.37-2.09)
MC 2.96 (2.39-3.67)
SP 1.77 (1.14-2.75)
PA 0.61(0.21-1.82)
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Sethi S, Maloney J, Grove L, Wrona C, Berenson CS. Airway inflammation and bronchial bacterial
colonization in chronic obstructive pulmonary disease. Am J Respir Crit Care Med. 2006;173(9):991-8.
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INnflammatory changes, recovery and
recurrence at COPD exacerbation

VW.R. Perera¥*, J.R. Hurst*, T.-M.A. Wilkinson*, R.J. Sapsford*. H. Midllerova™,
G.C. Donaldson* and J.A. Wed=zicha*
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Evidencia cientifica




Antibiotic Therapy in Exacerbations of Chronic Obstructive Pulmonary

Disease < Annals of Internal Medicine. 1987:106:196-204. >

N. R. ANTHONISEN, M.D. J. MANFREDA, M.D.; C. P. W. WARREN, M.D, €. S. HERSHFIELD, f
G. K. M. HARDING, M.D; and N. A. NELSON, Ph.D.; Winnipeg, Manitoba, Canada

The effects of broad-spectrum antibiotic and placebo
therapy in patients with chronic obstructive pulmonary
disease in exacerbation were compared in a randomized,
double-blinded, crossover trial. Exacerbations were
defined in terms of increased dyspnea, sputum
production, and sputum purulence. Exacerbations were
followed at 3-day intervals by home visits, and those that
resolved in 21 days were designated treatment
successes. Treatment failures included exacerbations in
which symptoms did not resolve but no intervention was
necessary, and thuse in which the patient’s condition
deteriorated so that intervention was necessary. Qver 3.5
years dcerbations were treated,
180 with placeboa : with antibiotic. The success
rate with placebo was 55% and with antibiotic 68%. The
rate of failure with deterioration was 19% with placebo
and 10% with antibiotic, There was a significant benefit
associated with antibiotic. Peak flow recovered more
rapidly with antibiotic treatment than with placebo. Side
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Antibiotic Therapy in Exacerbations of Chronic Obstructive Pulmonary
Disease

R. ANTHONISEMN, M.D.; J. MANFREDA, M.D.; C. P. W. WARREMN, M.D.; E. S. HERSHFIELD.
K. M. HARDING, M.D.; and MN. A. NELSON, Ph.D.; Winnipeg, Manitoba, Canada
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Figure 3. Median peak flow expressed as a percentage of baseline

peak flow from 14 d before, to 35 d after onset of exacerbation for 504
exacerbations in 971 patients.

Seemungal T. Am J Respir Crit Care Med 2000
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Puhan M. BMC 2008



Contemporary Management of Acute
Exacerbations of COPD*

A Systematic Review and Metaanalysis cuest 200s: 133:756-766
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Once daily oral ofloxacin in chronic obstructive pulmonary disease
exacerbation requiring mechanical ventilation: a randomised

placebo-controlled trial

Lancet 2001; 358: 2020-25

Semir Nouira, Soudani Marghli, Makhlouf Belghith, Lamia Besbes, Souheil Elatrous, Fekri Abroug

Ofloxacin Placebo Absolute risk p
(Nn=47) (n=46) reduction
(95% CI)
Primary outcome
Death
ICU 2 (4%) 8 (17%) 13-2 (0-8 to 25-6) 0-05
Hospital 2 (4%) 10 (22%) 17-5 (4-3 to 30-7) 0-04
Need for 3 (6%) 16 (35%) 28-4 (12-9 to 43-9) 0-0006
additional

antibiotics
Combined events 5 (11%) 26 (57%)

45-9 (29-1 to 62-7) <0-0001

Secondary outcome

Duration of 6-4 (3-1) 10-6 (5-1)

mechanical

ventilation (days)

Duration of stay

(days)
Icu 9-4 (5-2) 14-5 (6-0)
Hospital 14-9 (7-4) 24-5 (8-5)

4.2 (2-5 to 5-9) 0-04

5-1 (3-9 to 6-3) 0-02
9-6 (3-4 to 12-8) 0-01




Once daily oral ofloxacin in chronic obstructive pulmonary disease
exacerbation requiring mechanical ventilation: a randomised

placebo-controlled trial

Lancet 2001; 358: 2020-25

Semir Nouira, Soudani Marghli, Makhlouf Belghith, Lamia Besbes, Souheil Elatrous, Fekri Abroug
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Figure 2: Kaplan-Meier survival analysis of deaths in patients

given ofloxacin or placebo
*By log-rank test.
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e Para una patologia tan frecuente como las
exacerbaciones de EPOC, la evidencia de
estudios randomizados es sorprendentemente
escasa. Solo se han analizado 917 pacientes y
todos menos uno de estos estudios son

anteriores a 1992.

— Rothberg MB. Antibiotic Therapy and treatment failure in patients

hospitalized for acute exacerbation of COPD. JAMA 2010



Ultimos estudios




Eur Respir J 2009; 33: 282—-288
DOl: 10.1183,/09031936.00088108
Copyright@ERS Journal Is Ltd 2009 > -
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®  Antibiotic Therapy and Treatment Failure in Patients
Hospitalized for Acute Exacerbations of Chronic
Obstructive Pulmonary Disease

Online article and related content
current as of November 11, 2010.

Michael B. Rothberg; Penelope S. Pekow; Maureen Lahti; et al.
JAMA. 2010;303(20):2035-2042 (doi:10.1001/jama.2010.672)

These 2 findings, that all patient
groups seemed to benetfit trom
therapy and that harms were mini-
mal, support the notion that all
patients hospitalized with acute exac-
erbations of COPD should be pre-

scribed antibiotics.



ANTIBIOTICOS EAEPOC 2008
NCT00495586 Amox/clv vs. amoxicilina ambulatorios
NCT00170222- Doxiciclina vs placebo.

NCTO00190437 - Amox/clav en pacientes intubados //

NCT00255983 Faropenem vs. Pb  bronquitis cronica

PULSE Moxifloxacino vs. placebo intermitente



CHES1T

Official publication of thhe American C ollege of Chest Physicians

CHEST Antibiotics Are Associated With Lower
ONILINE Relapse Rates in Outpatients With Acute
Exacerbations of COPD

Sandra G. Adams, Jairo Melo, Michael Luther and Antonio Anzueto
Chest 2000:117:1345-1352

60

Relapse Rate
(Percentage)

None Amox Augm Macr TMP/S Cipro Ceph
(29/92)  (20/37) (5/59)  (13/63) (9/82) (2/9) (1/20)
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ONLINE

Amoxy/Clav.
Macrolidos

22 Cefalosporinas
3aCefalosporinas
Quinolonas

Comparison of First-Line With Second-Line
Antibiotics for Acute Exacerbations of
Chronic Bronchitis

George Dimopoulos, llias |. Siempos, loanna P. Korbila, Katerina G.
Manta and Matthew E. Falagas

A (CHEST 2007; 132:447-453)
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ORIGINAL RESEARCH

Efficacy of amoxycillin versus amoxycillin/clavulanate
in acute exacerbations of chronic pulmonary

obstructive disease in primary care
International Journal of COPD 2009:4 45-53
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Figure 2 Clinical cure at days 10 and 30 in the evaluable patients with COPD exacerbation.



Antibiotics in Addition to Systemic Corticosteroids for
Acute Exacerbations of Chronic Obstructive
Pulmonary Disease

Johannes M. A. Daniels', Dominic Snijders!, Casper S. de Graaff', Fer Vlaspolder?, Henk M. Jansen?,
and Wim G. Boersma' Am ] Respir Crit Care Med Vol 181. pp 150-157, 2010

Estudio randomizado, doble ciego en pacientes
hospitalizados por exacerbacion de EPOC

Brazos: doxiciclina 200 mg /7 dias vs.placebo. Todos
corticoides sistémicos.

223 pacientes con 265 exacerbaciones.
Edad media 73 anos

FEV1 medio 43% del tedrico



Antibiotics in Addition to Systemic Corticosteroids for
Acute Exacerbations of Chronic Obstructive
Pulmonary Disease

Johannes M. A. Daniels', Dominic Snijders!, Casper S. de Graaff', Fer Vlaspolder?, Henk M. Jansen?,
and Wim G. Boersma' Am ] Respir Crit Care Med Vol 181. pp 150-157, 2010

MEJORI CURA MEJORIA CURA 30 CAMBIO SINT

A DIA10 10 30 ANTB
DOXI 80% 67% 61% 51% 15% -10
PB 69% 51% 53% 41% 28% -6

P 0.05 0.01 0,32 0.15 0.01 0.03



Antibiotics in Addition to Systemic Corticosteroids for
Acute Exacerbations of Chronic Obstructive
Pulmonary Disease

Johannes M. A. Daniels', Dominic Snijders!, Casper S. de Graaff', Fer Vlaspolder?, Henk M. Jansen?,

and Wim G. Boersmal Am | Respir Crit Care Med Vol 181. pp 150-157, 2010
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Standard versus Newer Antibacterial Agents

mn the Treatment of Severe Acute Exacerbation

of Chronic Obstructive Pulmonary Disease:

A Randomized Tiial of Trimethoprim-Sulfamethoxazole

versus Ciprofloxacin » o
Clinical Infectious Diseases 2010:51(2):143-149

Semir Nouira,' Soudani Marghli,"? Lamia Beshbhes,? Riadh Boukef," Monia Daami.? Noureddine MNciri,?
Souheil Elatrous.,? and Fekri Abroug?®

85 TMP-SMZ

»

-

170 pacientes VM

10 DIAS

85 CIPROFLOX.

No hay diferencias en mortalidad, tiempo de VM, cambio
de antibiotico, ni tiempo hasta exacerbacion posterior




Sethi et al. Respiratory Research 2010, 11:10
http/frespiratory-research com/content/1 1/1/10

RESPIRATORY
RESEARCH

RESEARCH Open Access

Pulsed moxifloxacin for the prevention of
exacerbations of chronic obstructive pulmonary
disease: a randomized controlled trial

Sanjay Sethi'”, Paul W Jones?, Marlize Schmitt Theron®, Marc Miravitiles?, Ethan Rubinstein®, Jadwiga A Wedzicha®,
Robert Wilson”, the PULSE Study group

 Pacientes con EPOC estable, con criterios
de bronquitis crénica y al menos 2
exacerbaciones en el ano previo.

e Randomizados a:

— (573) Moxifloxacino,5 dias cada 8 semanas
durante 48.

— (584) Placebo



(B) ITT population
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(B) Mucopurulent/purulent sputum subgroup

Estimate of common odds ratio (95% Cl)

0.55
0.36 N 084 |p=0.006 (p = 0.005)
0.78
0.56 N 109 p=0148 (p=0.73
A PP EOT population
m ITT population
0 02 04 06 08 1 1.2 14 16 1.8

Clinical efficacy better Clinical efficacy worse



El uso de Moxifloxacino redujo las
exacerbaciones a 48 semanas.

Expectoracion purulenta al inicio del
estudio, (OR de 0,53; IC 0,35-0,82,

0<0,004 y NN

7).

No disminuyo el niumero de
hospitalizaciones, |la caida de funcidn
pulmonar ,ni la mortalidad y soélo
marginalmente la calidad de vida.

No se observo desarrollo de resistencias.



NUEVOS ESTUDIOS SOBRE EL USO DE
ANTIBIOTICOS EAEPOC 2010

NCT01091493 Antibidtico en exacerbaciones no
purulentas de la EPOC.Doble ciego, controlado
con placebo.

NCT00656747 Moxifloxacino vs.
Amoxicilina/clavulanico en bronquitis cronica.

NCT00739648 Completed Fase Il, prevencion de
exacerbaciones con levofloxacino inhalado.



CONCLUSIONES

* En la practica clinica, los pacientes con
EAEPOC y expectoracion purulenta
reciben tratamiento antibiotico.

* Posiblemente se consoliden otros
marcadores, como PCR o procalcitonina
para seleccionar los pacientes que mas
pueden beneficiarse.



CONCLUSIONES

e A pesar de ser una enfermedad comun, la
evidencia cientifica es limitada.

e Los ultimos estudios no encuentran
diferencias entre antibidticos de 1y 2
linea. Pero debe tenerse en cuenta el
patron de resistencias en diferentes
Zzonas.

* El uso de antibiotico intermitente
disminuye las exacerbaciones en un
subgrupo de pacientes.
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Antibiotics at COPD exacerbations: the debate
continues

Jadwiga A Wedzicha
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