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BPCO - Définition

Broncho-Pneumopathie Chronique Obstructive:

« Inflammation des voies aériennes (+ systémique)
* Diminution progressive des débits expiratoires
non ou incompletement reversible

A I’exclusion de :

e Asthme

« DDB / mucoviscidose

« Bronchiolites chroniques

Role du tabac +++




BPCO — Epidémiologie

®Prévalence :

*4 a2 10% de la population adulte dans les pays
developpes (soit 44.000.000 de personnes)
*3.500.000 en France, dont 100.000 sous OLD*

® Incidence en nette progression sur les 30
dernieres annees (notamment chez les femmes)

*OLD : Oxygénothérapie de Longue Durée
Organisation Mondiale de la Santé (OMS)
Direction Générale de la Santé (DGS)




BPCO - Diagnostic

& Bronchite chronique
toux productive, a prédominance matinale, quotidienne ou
quasi-quotidienne, pendant au moins 3 mois sur 2 années
consecutives

w Dyspnée, souvent tardive
 mal corrélée au VEMS
e corrélée a la distension

@ Trouble ventilatoire obstructif a la spirométrie
diminution du rapport de Tiffeneau (VEMS/CV)

Global initiative for Obstructive Lung Disease (GOLD)




BPCO - Outils pronostiques

Stade de la BPCO
(GOLD 2007)
Stade | (legére)
Stade Il (modérée)

Stade Il (sévére)

Stade |V (trés sévére)

VEMS/CV

IVEMS (% de la theorique)
VEMS = 80%

P0% < VEMS < 80%

30% < VEMS < 50%

VEMS < 30%
ou VEMS < 50% et PaO, < 60mmHg

I::u VEMS < 50% et hypertension pulmonaire

Global initiative for Obstructive Lung Disease (GOLD) 2007




Exacerbation aiguée de BPCO -

Définitions

* Rodriguez-roisin : aggravation franche et prolongée de la condition
du patient BPCO, par rapport a 1’¢tat stable, rapide, nécessitant une
modification du traitement de base.

GOLD: majoration des symptomes, justifiant une consultation
medicale. S1 BPCO séveére, IRA sur fond d’IRC

SPLF: une modification des symptomes usuels de la BPCO, dyspnée,
toux et expectoration, au-dela des variations quotidiennes, de debut
brusque et qui nécessite une modification du traitement usuel.

Augmentation de la dyspnée, du volume de
I’expectoration et la purulence de I’expectoration

La Presse Médicale. 2009; 38: 485-495




Exacerbation aigue de BPCO

 La fréquence est variable, en moyenne 1 a 2/an. La fréquence
augmente en général avec la sévérité de la BPCO.

MNDéclin du
T Morbi-mortalité VEMS

Exacerbation

| Qualité de vie




Epidémiologie en Réanimation
w Motif d’hospitalisation fréquent
10% des admissions en réanimation

Table 1. Characteristics of the Studied Patients on Admission to the Intensive Care Unit
(ICU)Y*

No. (%) of Patients
Mechanically Ventilated
Characteristic (N = 5183)

Age, mean (SD) [median {IQR}], y 50.2 (17.3) [63 [48-73]]

Sex, females 1885 (38.7)

SAPS Il score, mean (SD) [median {IQR)] 441 (17.0) [43 {32-54}]

Prior functional status, limited activity 2016 (38.9)

Medical/surgical 3428 (66.1)/1755 (33.9)

Reason for the initiation of mechanical ventilation
Acute respiratory failure 3564 (68.8)

Chronic respiratory disease (non-COPD) 60 (1.2)

Neuromuscular disease 94 (1.8)

Esteban et al. JAMA 2002



Gravite

ww Exacerbation pouvant mettre en jeu le pronostic vital
* immédiat : mortalité en réanimation entre 10 et 15%

* a moyen / long terme

- survie = 50% a 5 ans en cas d’hypoventilation
alvéolaire et/ou d’hospitalisation en réanimation

- survie = 20% a 5 ans en cas de nécessité de ventilation
mecanique

w décompensation des comorbidités (1 risque IDM et
AVC x3 a J3)

Global initiative for Obstructive Lung Disease (GOLD)
Société de Pneumologie de Langue Frangaise (SPLF)




Exacerbation - Prise en charge

1. Affirmer ’exacerbation: éliminer les
diagnostics différentiels

Rechercher et Traiter la cause de
I’exacerbation: Traitements
symptomatiques et étiologiques




Exacerbation - Dg positif

BPCO méconnue dans 50% des cas

Contexte evocateur: tabagisme > 20 PA;
symptomes respiratoires chroniques ayant débute
apres 40 ans

Signes d’IRA obstructive:

distension thoracique (signe de Hoover...);
respiration a levres pincées; sibilants; peak flow

Nombreux diagnostics differentiels




Classification

Criteres

» Dyspnée
» volume expectoration
» purulence des crachats

2 des 3 symptomes preécédents

1 des 3 symptdomes précédents + 1 critere mineur
» Toux; Sifflement

»Maux de gorge; Rhume

» augmentation de 20 % de la fréquence
respiratoire ou cardiaque

Ann Intern Med 2001;134:595-9 et 600-20




Physiopathologie




Alveoli with
emphysema

Microscopic view
of normal alveoli




LESIONS ANATOMIQUES

Normal

Airway held /

open by alveolar
attachments

Chronic Obstructive Pulmonary Disease

Disrupted alveolar
attachments
Mucus hypersecretion (emphysema)
{luminal obstruction)

Mucosal and peribronchial
inflammation and fibrosis
(obliterative bronchiolitis)

Barnes PJ. N Engl J Med 2000 ; 343 : 269-80
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Role de la surinfection dans ’aggravation

Plusieurs mécanismes sont invoques pour expliquer le role de la
surinfection dans l'aggravation des BPCO

Altération de la clairance muco-ciliaire
Augmentation de la production de mucus
Diminution de la production d'IgA, d’IgG

Afflux de cellules inflammatoires (leucocytes) et libération de leurs
médiateurs

De plus, les complexes antigenes bactériens -anticorps pourraient induire, par
la production indirecte de proteases et de radicaux libres de 1'oxygene, des
1ésions du tissu broncho-pulmonaire




Causes des exacerbations des BPCO

Infection
Bactérienne/ Virale Allergie
50-60%

exacerbations de BPCO

Climatique
Hiver

Pollution
Atmosphérique




Etiologies infectieuses des exacerbations

Etiologies variables : origine infectieuse +/- 50%

Origine Bactérienne : 40-60%
- Haemophilus | +++.

- Moraxella C +++.

- Streptococcus Pn +++.

- Pseudomonas, entérobactéries, SARM
Origine virale : 30%
- Rhinovirus

Bactéries atypiques : 10%
- Chlamydia Pn.




Causes des exacerbations des BPCO

Infection

Bactérienne/ Virale Allergie/ Toxique
50-60%

exacerbations de BPCO

Climatique
Hiver

Pollution
Atmosphérique




ATB et BPCO!!!

6ol -

Commentaire

Les antibiotiques pour les exacerbations aigué€s des
¢« bronchopneumopathies chroniques obstructives
'.I();qrcw - ;;‘5/!;!\-‘”3 MSc F{Iif};
metn* %y, Wy,
Q 6,
/('\}x~._.

T XC N Y «

Acute The Use of Antibiotics in Acute Bronchitis and
Pulmo Acute Exacerbations of Chronic Bronchitis

Are Antik JONATHAN E. RODNICK, MD, and JAMES K. GUDE, MD, San Francisco and Santa Rosa, California

FX\W (AN XN Oa..

ANTEAB

Etude de I"'interet de I'administration
d'une antibiothérapie préecoce dans le traitement curatif
des exacerbations de broncho-pneumopathie chronique
obstructive admis en reanimation medicale polyvalente
ou respiratoire

M. Fartoukh, T. SimilowskiZ, C. Brun-Buisson
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PubMed ~ ||chronic obstructive pulmonary disease + antibiotics

'__1 R3% Eave search Limits  Advanced

Display Seftings: Summary, 20 per page, Sorted by Recently Added Send to: Filter your results:

P ) , All (1240)
Ay The fallowing term was ignored: +

Free Full Tesxt (306]

ﬁ See the search defails.

Eeview (357

Results: 1 to 20 of 1240

PubMed ~ || Ehronic obstructive pulmonary disease + antibiotics + 2011

'__1 R35 Save search Limits Advanced

Display Settings: Summary, 20 per page, Sorted by Recently Added Send fo Filter your results:

- _ _ A7)
ALy The following terms were ignored: + +

Free Full Text (24)

ﬁ See the search details.

Review (28]

Results: 1 to 20 of 117 page|1 |of8




Sociétés Savantes

SPILF 2001

3 criteres Anthonisen

Amox-acclav

C1G/Doxycycline

AFSSAPS 2001

Fievre pds 3j

Ou 2 criteres

Amox-acclav

C1G/Doxycycline

Canadien
Guidelines 2003

Purulence de
I’exacerbation

Amox/C2G/C3G/macroli
de

SPLF 2003

Purulence de
I’exacerbation

Pristinamycine/Amox/Do
X

ATS 2004

Purulence de
I’exacerbation

Amox/C2G/C3G

Gold 2005

3 criteres Anthonisen

Amox/
Doxycycline/Bactrim




3 situations!!!

1. ATB et Prévention des exacerbations des BPCO

2. ATB et Traitement des exacerbations légéres

3. ATB et Traitement des exacerbations modérées a
severes neécessitants I’hospitalisation




ATB et Prévention des exacerbations des

BPCO




ATB et Prévention des exacerbations des

BPCO

Revue des Maladies Respiratoires (2010) 27, XI-XVI

Disponible en ligne sur Elsevier Masson France

3, !
Mt N .
ELSEVIER www.sciencadirect.ocom www.em=consulte.com

MASSON

Annexes du texte
« Traitement pharmacologique de la BPCO »

Traduction des recommandations
GOLD 2008 sur la prise en charge
pharmacologique de la BPCO




]l a ¢t¢ montre qu’un traitement antibiotique
prophylactique n’a pas d’effet sur la
fréequence des exacerbations de la BPCO.

* Iln’y apas de preuve actuelle que le

traitement antibiotique est utile, sauf pour le
traitement des exacerbations d’origine
infectieuses

(Niveau de preuve A).




Prophylactic antibiotic therapy for chronic bronchitis

Toni 51.1];|~Lo‘.';1] , Peter N Black®, Emme E Chacko’, Phi”ipp.t Poole*

"Health Services for Older People, Auckland Hospital, Auckland, New Zealand. 2 Dept of Medicine, University of Auckland, Auckland,
Mew Zealand. ;Ucpt of Medicine, [..rniw:ni:il}' of Auckland, Auckland , New Zealand. * Uniwrsi[}' of Auckland, Auckland, New Zealand

THE COCHRANE
COLLABORATION®

Prophylactic antiblotic therapy for chronic bronchitis (Review)
Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.




Reésultats

 Neuf études randomisées ont €té inclues
(ATB Vs Placebo; toutes avant 1970)

* Plusieurs type d’ATB: pénicillines,
Cyclines,...

e Durée du TTT: 3mois — 1 année

* 1055 patients inclus




Conclusion

* There was a small reduction in the number of
exacerbations per patient per year with
prophylactic antibiotics but this was not
statistically significant.

The authors conclude that prophylactic antibiotics

do not have a place in routine treatment because
of concerns about the development of
antiantibiotic resistance and the possibility of
adverse events.

Prophylactic antiblotic therapy for chronlc bronchitis (Review)
Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Lid.




ATB et Prévention des exacerbations des

BPCO

The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 AUGUST 25, 2011 VOL. 365 NO. 8

Azithromycin for Prevention of Exacerbations of COPD

Richard K. Albert, M.D., John Connett, Ph.D., William C. Bailey, M.D., Richard Casaburi, M.D., Ph.D.,

J. Allen D. Cooper, Jr., M.D., Gerard J. Criner, M.D., Jeffrey L. Curtis, M.D., Mark T. Dransfield, M.D.,
MeiLan K. Han, M.D,, Stephen C. Lazarus, M.D., Barry Make, M.D., Nathaniel Marchetti, M.D.,
Fernando J. Martinez, M.D., Nancy E. Madinger, M.D., Charlene McEvoy, M.D., M.P.H.,

Dennis E. Niewoehner, M.D., Janos Porsasz, M.D., Ph.D., Connie S. Price, M.D., John Reilly, M.D.,

Paul D. Scanlon, M.D., Frank C. Sciurba, M.D., Steven M. Scharf, M.D., Ph.D., George R. Washko, M.D.,
Prescott G. Woodruff, M.D., M.P.H., and Nicholas R. Anthonisen, M.D., for the COPD Clinical Research Network




Prospective randomis¢e

* Prospective randomisee
* 1142 patients:

- 5770 participants ont recu azithromycin
(dose of 250 mg/J) pendant 1 annce

- 5772 participants recoivent du placebo

e Suivisurl an.




43%

Azithromycin

Placebo

32%

Proportion Free of COPD Exacerbations

P=0.001 by log-rank test and Wilcoxon signed-rank test

TTT T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T I T T T T T I T T T T T T T T T T I T T T T IT T T ITTT T TITI 111
0 20 40 60 80 100 120 140 180 130 200 220 240 260 2BO 300 320 340 360

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 (579%) had an acute
exacerbation, and 559 in the placebo group, of whom 380 (68%:) had an acute exacerbation.




Mais...

Pourcentage des patlents traités par une corticothérapie par
voie générale non précisée

Taux d’hospitalisation ( 156 vs 200; p= 0.14)

Consultations aux urgences: 199 vs 257; p= 0.48
Effets indésirables: Troubles digestifs non mentionnés
Baisse de ’audition (25% vs. 20%, P = 0.04)

Résistance aux macrolides: 81% vs 41 % (p<0.01)




ATB et Traitement des exacerbations

légéres




Figure 1

== {01 head-to-head trials
comparing different antibiotics

Number of included
patients

o | . 7 placebo-controlled trials

T T T
Year 1955 1960 1865 1970 1975 1580 1285 1990 1995 2000 2005

Number of trials Placebo-controlled o 2 3

Head-to-head o 0 0

BMC Medicine 2008, 6:28 doi:10.1186/1741-7015-6-28




Editorial

L’antibiotherapie dans les exacerbations de BPCO :
un traitement permettant d’accepter l'incertitude ?

Rev Mal Raspir 2004 ; 271 ; 241-4




Résultats de I'étude d’Anthonisen : taux de succes a J21.

Placebo Antibiothérapie’

Type 1(n =141) 31/69 (45 %) 44/68 (65 %)
Type 2 (n = 152) 45/73 (62 %) 54/74 (73 %)
Type 3 (n = 68) 23/33 (70 %) 26/34 (76 %)

Total (N = 362)° 99/175 (57 %) 124/176 (70 %)

Anthonisen NR, Manfreda ], Warren CPW, Hershfield ES, Harding
GKM, Nelson NA : Antibiotic therapy in exacerbations of chronic
obstructive pulmonary disease. Ann [ntern Med 1987 ; 106 ;: 196-204.




Tableau .

Etudes comparatives 4 un placebo de I'antibiothérapie au cours des exacerbations de BPCO, analysées par FAFSSAPS.

Auteur Patients Critéres Maladie Antibiothérapie Critéres de Conclusions
d'exacerbation /-n\ipj;\atﬂire jugement
Elmes, 1957 [186] Externes Mon précisés Légére Tétracycline Clinique {nb de Pas de différence
in=113) jours de la (moins de jours
maladie) i 3
Berry, 1960 [17] Externes LIn signe Légére 8 modérée Tetracycline Score des AB = placebo
{n=53) d'aggravation de la symptémes
bronchite
chronigue
Antonisen, 1987 [4] Externes 1a3parmi T Légére & modérée  Tétracycline, Durée des AB > placebo si = 2
n=173) dyspnée, toux, cotrimoxazole ou  symptomes symptdmes
expectoration amoxicilline 10 j
Jorgensen, 1992 [8] Externes Modification de Légéare Amaoxicilline Clinigue (jugement] Pas de différence
in=278) I'expectoration 1.6q9x=7]j du médecin), DEP 3] (succés 63 % vs
64 %)
Elmes, 1965 [18] Hospitalisés Mon précisés Ampicilline Clinigue — DEP Pas de différence
{n =56} Absentéisme
Peterzen, 1967 [19] Hospitalises MNon précises Legére Chloramphénicaol  Clinique — DEP Pas de différence
{n=19) 2gx10]
Pines, 1968 [T] Hospitalisés Expectoration Sévére (PCO, Pénicilline 14 j + Clinique — DEP AB == placebo
in=30) purulente, DEP moyenne 70} Streptomycine 7 |
= 200
Pines, 1972 [11] Hospitalisés Expectoration Modéree Tétracycline ou Clinigue (jugement AB = placebo ®
{n=259)" purulente, Chloramphénicol  du médecin) - DEP
DEP = 200 12
Micotra, 1982 [20] Hospitalisés T toux, Modérée (PCO, 42 stracycline 7 j Clinigue {jugementj Pas de différence
{n =40} expectoration, a 4L, pH NI du patient et du
dyspnée médecinl, Pa02,
DEFav7j®
Manresa, 1987 [21] Hospitalisés T toux, Modérée dsévére Cglaclor15g=8] Clinique Fas de différence
{n=19) expectoration, (PCO, moy. 59-66) {(expectoration) 2

dyspnée




Etudes Comparatives: Placébo vs
ATB dans les exacerbations legeres

Etudes

Elmes
1957

Jorgensen
1992

Peterson
1967

Pines
1972

Nicorta
1982

Anthonisen
1987

Patients ATB

Externes
(n:113)
Externes
(n:278)
Hopital
(n:19)
Hopital
(n:259)
Hopital
(n:40)
Externe
(173)

Cyclines
Cyc/Amox
Phénicolé
Cyclines
Phéni

Cycline

Cyc/Amox

Bactrim

Jugement

Nb Jours Mal
Clinique/DEP
Clinique/DEP
Clinique/DEP
Clinique/PaO2/DEP

Nb Jours Mal

Conclusion

Pas de Différences
Pas de Différences
Pas de Différences
AB> Placebo

Pas de Différences

Pas de Différence
sauf s1 > 2
symptomes




ATB et Traitement des
exacerbations legeres

BIVIC Medicine e

Research article _

Where is the supporting evidence for treating mild to moderate
chronic obstructive pulmonary disease exacerbations with
antibiotics? A systematic review

Milo A Puhan*!Z, Daniela Vollenweider!, Johann Steurer!,

Patrick M Bossuyt? and Gerben ter Riet?

BMC Medicine 2008, 6:28 doi:10.1186/1741-7015-6-28




Mc¢ta-analyse

« 7 ¢tudes analysces

* 990 patients non hospitalis€s avec une
exacerbation légere a modeérce

» Efficacite:
- Amelioration de la symptomatologie
- Changement de TTT ATB




Odds ratio Cumulative odds ratio
(5% CI) (85% CI)

Elmes 1957 0.87 (0.23-4.18) 0.87 (0.23-4.18), p=0.97
Barry 1060 0.08 {0.00-1.47) 0.30 (0.04-4.22), p=0.44
Anthonisen 1087 0.55 (0.26-1.17) 0.56 (0.26-1.21), p=0.14

Jorgensan 1992 1.05 {0.64-1.72) 0.76 (0.42-1.36), p=0.36

—0-
Sachs 1905 1.06 (0.18-6.30) —— 0.81 (0.52-1.28), p=0.37

A 1 10
Favours antibiotic Favours placebo

Figure 2
Evidence on the effects of antibiotics in chronic obstructive pulmonary disease exacerbations. Cumulative meta-
analyses of placebo-controlled trials, which evaluated the effects of antibiotics on treatment failure in patients with mild to

moderate exacerbations.




FHam F5F Hodrguee-Raoisin B Geanadas-Nevarmes A, Garcia-Svmerich J. Barmes [&

THE COCHRANE
COLLABORATION®

Antibiotics for exacerbations of chronic obstructive pulmonary
disease (Review) Copyright © 2009 The Cochrane
Collaboration. Published by JohnWiley & Sons, Ltd.




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Figure 03. Treatment Failure: re-analysis of data using only studies conducted in the community.

Raview: *Antibiotics for exacerbations of chronic obstructive pulmonary dissase (VWiley incorporated)
Comparizorc 01 Artibiotics versus placeho
Qutcome, 02 Treatment failure (no resoldion or deterioration of symptoms after frial medication of any duration or dea

Sfudy Artibictic Group Flaceho Group RR (fixed) RR {foced)
ar sub-cateqory Ml nM 95% Cl 95% Cl

Arthonisen 1987 19/8% 28/59 0.70 [0.45, 1.11]
Jargensen 1992 497132 49/136 1.03 [0.75, 1.41]

Total (35% CI) 183 135 0.91 [0.70, 1.18]
Total events: 68 (Artibiotic Group), 77 (Placebo Group)

Test for heterogeneity Chit =184, df =1 (P=017),F=457%
Test for overall effect Z=0.71 (P=048)

bF 02 0E % A2 5 10

Favours anbibictic  Favours placebo




* Conclusion: cumulative evidence from
placebo-controlled trials did not show any
significant effects of antibiotics on

treatment failure in COPD patients with
mild to moderate exacerbations.




ATB et Traitement des

exacerbations séveres




Antibiotics in Chronic Obstructive Pulmonary Disease Exacerbations: A Meta-
analysis.

Saint, Sanjay; Bent, Stephen; Vittinghoff, Eric; Grady, Deborah

JAMA. 273(12):957-960, Mar 22, 1995.

Favors Placebo

Cyclmes

Elmes et al, 195725

Berry ot al, 19607 | Cyclnes
Fear and Edwards, 1962 COt]'jIHOX&ZOlE
Elmes et al, 19652 T - Alnpicﬂljne

Chloramphenicol

Petersen et al, 19673¢
Pines et al, 1972™

G—— PemG/streptomycine

IAnthﬂnisen ot al, 193??—?' = T Cyc]jnes
Jorgensen et al, 19923° CYCH]IES/CTX/A]HOX:

Orwarall

[
—1.0 : 0.5

Effect Size (SD)

Figure 1. Effect sizes of randomized trials and summary overall estimate. Effect
size is the difference between the mean outcome in the antibiotic and placebo
groups divided by the pooled SD. Horizontal lines denote 95% confidence
intervals. Dots represent point estimates




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.01.

Review:  Antibiotics for exacerbations of chronic obstructive pulmaonary disease

Comparison 01 Antibiotics versus placebo, Outcome 01 Mortality (short-term) during study

Comparison: - O Antibictics versus placebo

Outcamne: O Mortality (short-term) during study intervention

intervention

Study Antibiotic Grou 4 \Weight Relative Risk {Fixed)
nN nit 95% (%) 7o
HOSp s 9653 1125 5729 — 18.0 Q20002 1.61]
) louira 200 147 & 0.22 [ 008, 0.59
‘I M 2001 44 Q22 [ 0.08, 0.59
Pneu]]]o Pines 1968 /15 3715 T 108 Q33[0.04 285]
Pnemllo Pines 1972 /gs 1/86 — T 55 Q32[001,7.80]
——tal (95% CI) 180 176 ‘ -> > 1000 Q23[0.10,052]

Total events: & (Antibictic Group), 27 (Placebo Group)

il

Test for heterogeneity chi-square=0.19 df=3 p=0.98 I* =0.0%
Test for averall effect z=3.55  p=0.0004

Q000 a0l al

Favours antibiotic

1100 1600

Favours placebo



Research Open Access

Exacerbations of chronic obstructive pulmonary disease: when are

antibiotics indicated? A systematic review
Milo A Puhan*, Daniela Vollenweider, Tsogyal Latshang, Johann Steurer and

Claudia Steurer-Stey

Total citations identified from electronic databases

mn = T&5

Citation excluded after screenimg titles

and abstracts

m = T30

h

Studies retriewed for detailed evaluation:
- From electronic databases: n— 35
- From hamd searchimng (reference lists of reviews

and studies, “related articles™ functicon of

Fubbied and trial registers)c n= 30
m = &5

Excluded afier full text assessment

Reasons for excluson:

- Mo placebo-control group = 38

- Mo RCT n= 7
Agresment S73% ]
Kappa = 0US0, p=00001 - Oingoing RCT n =4

- Mo dinical ouwtcome n= 2

- - Mo COPD exacerbation m = 1

Studies included in rewview m= 52

- From electronic databases n= O

- From hand searching n= <4

n=13

Figure I
Study flow from identification to final inclusion of studies.

Respiratory Research

Respirgtory Research 2007, 8:30  doi:10.1 18671 465-9%21-B-30




Research Open Access

Exacerbations of chronic obstructive pulmonary disease: when are
antibiotics indicated? A systematic review
Milo A Puhan®*, Daniela Vollenweider, Tsogyal Latshang, Johann Steurer and

Claudia Steurer-Stey

Deaths Odds ratio (5% CI) Favours Favours
. 4 e
{Hoof Deatha/Total No) {Foed-Effect Modal) antibiotics plateb

Antibobes FRBen0

Petersen 1067 - 1 o.23001-228) Chloramph Pneumo
Pines 1968 1M W1 0.20 (0.03-3.12) Peni/Strep Pneumo

Pines 1972 186 0.16 (0.01-4.07) Cyclines/phe Pneumo
Nouira 2001 : 1046 OAB{LOX0TE)  ogovacin ICUT

{9 L) Al 13/150 A0 {0000 E7)

heteroganeity =027, 1*=0%, p=0.97

01

Odds ratio (85% CI)

Figure 4

Forest plot showing the four studies that included patients with severe exacerbations. The x-axis represents the odds ratio for
mortality. An odds ratio below | represents a lower chance of mortality with antibiotics. Studies not reporting mortality could
not be included in the meta-analysis.




FHam F5F Hodrguee-Raoisin B Geanadas-Nevarmes A, Garcia-Svmerich J. Barmes [&

THE COCHRANE
COLLABORATION®

Antibiotics for exacerbations of chronic obstructive pulmonary
disease (Review) Copyright © 2009 The Cochrane
Collaboration. Published by JohnWiley & Sons, Ltd.




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Parametres Nombre d’études

Nombre d’études randomisées 11

Nombre d’¢tudes dans I’hopital S

Nombre d’étude en réanimation

Definition objective BPCO

Evaluation de la Mortalité

Echec Thérapeutique!!!

ATB utilisés!

Nombre de patients




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

THE COCHRANE
COLLABORATION

Figure I. Mortality: for studies that used an objective definition of COPD.

Review: *Antibictics for exacerbations of chronic obstructive pulmanary disease
Comparison; 01 Antibictics versus Placebo
Qutcome: 01 Mortalty

Stucly Artibictic Graup Placebo Group RR (fixed) RR (fixed)
or sub-category nh ni 95% Cl 95% Cl

Mouira 2001 Ofloxacin 18/46 - [0.08, 0.59)

Pines 1968 PeniG/Strepto 3/16 g o [0.04, 2.85]

LLAEEC ycline/chloramphenico 1786 [0.01, 7.80]
Total (95% CI) 151 147 O 5 [0.10, ‘0.5%)
Total everts: 5 (Artibictic Group), 22 (Placebo Group)

Test for heterogenety: Chi* =016 df =2 (P=082),F=0%
Test for overall effect: =321 (P =0001)

0o om 041 1 10 100 1000

Favours antibictic  Favours placebo

Antibiotics for exacerbations of chronic obstructive pulmonary disease (Review) Copyright ©
2009 The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Echec Thérapeutique et malades
hospitalisés (aggravation,déces)

Figure 04. Treatment failure: for studies that used an objective definition of COPD.

Review: =2 rfibiotics for exacerbations of chronic obsfructive pulmonary disease
Comparizon. 01 Antibiotics versus Placebo
Outcome: 02 Treatment Failure (no resolution of deterioration of symptoms after trial medication ar dzath)

Studdy Artibiotc Graup Placekho Geoup RR [fixed) RE (fixed)
or sub-category Uy M 95% 2%

&loneo 1992 E/E9 GES 0.33 [0.07, 1.52]
Pines 1963 6/LE 15715 0.40 [0.22, 0.74]
Pines 14972 31789 5388 0.57 [0.41, 0.73]

Tatal (35% Cf) 133 130 > 0.5L [0.38, 0.89]
Tatal everts: 39 (Antibiotic Graup), 74 (Placebo Group)

Test for heterogenety, Chi* =126, di=2(P=0253) P=0%
Test for oversll effect 7 =452 (P = 0.00001)

o1 02 05 A 2 s 10

Favours artibictic Favours plazebo

Antibiotics for exacerbations of chronic obstructive pulmonary disease (Review) Copyright ©
2009 The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.
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Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.04, Comparison 01 Antibiotics versus placebo, Outcome 04 PaCO2 (mmHg)

Review: Antibiotics for exacerbations of chronic cbstructive pulmonary disease
Comparison: 01 Artbictics versus placsbo
Outcome: 04 PaCO2 (mmHg)

Study Antibictic Group Placebo Group Weighted Mean Difference (Fieed) Weight ‘Weighted Mean Difference (Fixed)
N Mean(SD) M Mean(50) 95% (%) 55% Cl

Alonso 1992 29 &278 (1 1.53) 29 £3.86 (13.26) & 391 L0 [-7.50, 530 ]

Marresa 1987 51.00 (300) 8 46,00 (8.00) —— 271 500[-268 1268

Micotra 1982 20 41.80 {540y 20 41.60 (12e0) 337 D20 -665% 709]

Total (95% CI) &0 57 (000 099[-3.01,4%9]
Test for heterogeneity chi-square=1.51 df=2 p=047 P =0.0%
Test for overall effect 2=04%  p=0.6

-100 50 a Lo 100

Favours antibiotic Favours placebo




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.05. Comparison 01 Antibiotics versus placebo, Outcome 05 PaO2 (mmHg)
Review:  Antibiotics for exacerbations of chronic cbstructive pulmanary disease
Comparison: Ol Antibictics versus placebo

Outcome: 05 PaO2 {mmHg)

Study Antibictic Group Placebo Group Weightad Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)
M Mean(50)) M Mean{5D) 95% C (%) 55% C

Alonso 1992 4520 (9507 29 46,60 (13.28) 589 -1AD[-7.34, 454]

Manresa | 587 5700 (12007 & 61,00 (11.00) * 9.1 -400[-1441, 641 ]

Nicotra 1982 7410 (13.60) 20 68.10 (17.50) 220 600[-371, 1571 ]

Total (95% CI) &0 57 (000 -0.27[-483 428]
Test for heterogeneity chi-square=223 df=2 p=033 F =|04%
Test for overall effect z=0.12  p=03

-0 D L0100

Favours placebo Favours antibictic




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.06. Comparison 01 Antibiotics versus placebo, Outcome 06 PEFR (L/min)

Review:  Antibiotics for exacerbations of chronic obstructive pulmonary disease
Comparison: O Antibictics versus placebo
Outcomme: 06 PEFR. (Limin)

Study Antibictic Group Placebo Group Weighted Mean Difference (Fixed) Weight ‘Weighted Mean Difference (Fixed)
™ Mean(50) ™ Mean(50) 5% Cl (%) 85% Cl

Jorgensen 1992 104 278.17 (108.36) 122 279.06 (10641 —— €75  -089[-29.00,27.22]
Manresa 1987 | 21300 (57.00) 8 219.00 (70.00) — 153 -6.00 [ -65.06, 53.06 ]
Nicotra 1982 20 198,00 (72.00) 20 186,00 (105.00) - 7.1 1200 -43.80, 6780 ]

Total (95% CI) 135 |50 000 054 [-2257 2364 ]
Tast for haterogeneity chi-square=0.22 df=2 p=030 I* =0.0%
Test for overall effect z=005  p=|

-1006 500 0 500 1000

Faveurs placebo Favours antibictic




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.08. Comparison 01 Antibiotics versus placebo, Outcome 08 Need for additional antibiotics

Review: Antibiotics for exacerbations of chronic cbstructive pulmonary disease
Comparisen: 01 Antibictics versus placsbo

Outcome: 08 Mead for additional antibiotizs

Study Antibiotic Group Placeba Group Relative Risk (Fixed) Relative Risk (Fixed)
niN n/N 95% 7 35% Cl

Mouira 2001 547 B . Q19008 045]

Total (95% CI) 47 46 < -> > | 0.19 [ 0,08, 045 ]

Tatal events: & (Antibictic Group), 26 (Placebo Group)
Test for heterogeneity. not applicable

Test for overall effect z=378  p=0.0002

aooraor ar 10 100 100D

Favours antibiotic Favours placebo




Antibiotics for exacerbations of chronic obstructive
pulmonary disease (Review)

Analysis 01.13. Comparison 01 Antibiotics versus placebo, Outcome |3 Duration of hospital stay (days)

Review: Antibiotics for exacerbations of chronic obstructive pulmonary disease

Comparisen: 01 Antibiotics versus placebo

Outcome: 13 Duration of hospital stay (days)

Study Antibiatic Group Placebo Group Weighted Mean Difference (Fixed) Weight Weighted Mean Difference (Fixed)

N Mean(SD) N Mean(5D) 95% C| (%) 95% C

Marresa 1987 11 1280 (400) 8 1230 (4.00) —— 442 050[-314 414]

Pneumo

Nouira 2001 47 1490 (740) 46 2450 (850, B— 558 -0.40([-1284-63¢] ICU

Total (95% CI) 58 54 -

000 -5.04[-756,-271]
Test for heterogeneity chi-square=| 6,48 df=1 p=<0.0001 * =93.5%

Test for overall effect z=4. 16 p=0.00003

-100 5O { SO I0d

Fawours antibictic Favours placebo




ATB et Traitement des exacerbations

Probléemes des méta-analyses

0 NS AW

. Choix de 1a molécule? > 20 molécules utilisées

Le pourcentage de la corticothérapie systémique?

. Des populations tres hétérogenes?

Criteres d’inclusion?

Criteres d’exclusions tres différents?
Criteres d’efficacité tres difféerents?
Gravites tres différentes?

Une seule étude en réanimation?




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

placebo-controlled trial

Semir Nouira, Soudani Marghli, Makhlouf Belghith, Lamia Besbes, Souheil Elatrous, Fekri Abroug
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Once daily oral ofloxacin in chronic obstructive pulmonary disease
exacerbation requiring mechanical ventilation: a randomised
placebo-controlled trial

Pla-s s
[=46)

Characicristic
-2 (64 BE-5 [O-B]
E={=% AZ [O13)

Smoklng {packyeaar) (29 54 [ 36)
Duration of chronlc bronchltls 11 (7] 11 {5]
(waars)
Baseline FEV. (L=} TS (D-25) O-Td4 (O-23)
Exaceroations, number durdng paEst -T [1-5) -6 [1-3)
yE&Ir
SAPEN =1
Tempseratune () F-5 (D-5)

=3B8-57C 2]
Slood leucooytas s pl (3460

= 12 DD 1 [(3ras)
Slond gases™

Pad/FD, (mm Hg) 0 [BS])

PaC, mm Hg) [222]

pH F-2F (O-Cr)
nitial ventllatorny sUupport

MorHmeasive [BE)

C:onswerthonsl L5 [329%)
Previous malmtenance tharapy

Arminopimydline ¥ (57T

nhaled EZ2-agonists 22 [47%)

Home oEygen 5 [11%)
C:oncomiitant drugs

Arminopimydline S (5499

Mebulls=d BZ-agonlsis Z2 [« T 22|
Cxaata are number of patants (%) or mean (S0, FEV =forced axpiratony wiHume In
1 5; SAPSH=simplifad acute physiology scone:™ Padv=partial presssuns of
arternal ocaygen; PaCo,=partial pressure of artental canon diogide;
ACy=fractional Inspiratony ceyEen concentration. *Done beTone Inftation of
mecihanical ventilaton.

Tabie 1. Basallng charactoristics of randomilsed patlants




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

Absolute risk
re s tion
[BE6% CI)

Primary outcome
Death
Icu [A%) B (17T%) -2 (D-8 to 25-6)
Hospital [A%) 10 [22%) 5 {4-3 to 30-T)
Need Tor % 16 (35X) 2B-4 (12-9 to 43-9)
additions
antlblotics
Combined events [11%) 26 (57T%) -0 (29-1 to 62T}

EE'{:J-I:I-I'I-I!EIjI TEFLC-DaTE
Duration of 6-4 {3-1} 10-6 (5-1) -2 {2-5 to 5-0)
mieshanics
ventliation (days)
Curatiocn of stay
idays)
el -4 (5-2} 14-5 (6-0)
Hospital -0 {T-4) 24-5 (B-5)

Advearse events
Rac=h
Faclal cadema
arrhio=a X
abnommal serum 2
AST and ALT
Total 5 {11%) 4 [59%) 1-9 100 to 13-8)
[aka are number of catients (%) or mean (S0). ICl=Enienshve-care unitt;
L= ~
ART=a=spart=ta aming dransfarase; ALT _ala'ure aminotransfarasa, Lancet 2001 368: 2020_95
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Number of patients
Ofoxacin 47 47 45 A4 44 a4
Placsbo 46 37 30 30 30 a0

Flgure 2: Kaplan-Maler survival analysls showing pneumonts

frae Intervals In pﬂﬂﬂﬂtﬁ on ofloxacin or placebo
*By log-rank test.




Quelques critiques ??2?

. Choix de la molécule?
La purulence des crachats?

La taille de ’échantillon!

Le pourcentage de la corticothérapie systémique?

Le Taux des pneumonies Nosocomiales précoces?




Antibiotic Therapy and Treatment Failure in
Patients Hospitalized for Acute Exacerbations
of Chronic Obstructive Pulmonary Disease

» Etude Rétrospective

* 84621 patients ayant une BPCO 1nclus

o 79 % recoivent une ATB dans les 48 heures
et 21% sans ATB et/ou au de las de 48
Heures

« Résultats: En Faveurs des ATB!!!

(Reprinted with Corrections) JAMA, May 26, 2010—Vol 303, No. 20
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Pas définition de BPCO!!!

413 services !!!!

Protocoles thérapeutiques non détaillés!!!

7 familles d’ATB!!!

Aucunes explorations cardiaques!!!

Des patients avec des diurétiques et d’autres non!!!
Pas de scanner thoraciques!!!

pas d’EFR!!!

Décompensations ou exacerbations!!!!

79929929929929929929929977




Prescription d’antibiotique et résistances
des germes
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Résistances des Germes!!!

Pneumocogue/Amoxicilline
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Résistances des Germes!!!

% de Résistance de H. influenzae a l’ampicilline’
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Antibiothéerapie et BPCO

w Indications toujours débattue!
w Recommandations de faible niveau scientifique (B,C)
w Non systématique +++ (méme en cas d’hospitalisation ?)

@ Indiquée si franche purulence des crachats ? purulence
seule ? majoration de la dyspnée ?

w Souvent probabiliste, durée non définie, 5 a 7 jours!

w Jamais indiquée au long cours et/ou a titre préventif

Saint, JAMA 1995
Puhan, Respiratory Research 2006
Soltz, Chest 2007




Recommandations







Results: 3

[]Characteristics and outcomes of ventilated patients according to time to liberation from mechanical

1. ventilation
Pefiuelas O, Frutos-Vivar F, Fernandez C, Anzueto A, Epstein SK, Apezieguia C. Gonzalez M, Nin N,
Raymondos K, Tomicic V, Desmery P, Arabi Y, Pelosi P, Kuiper M, Jibaja M, Matamis D, Ferguson ND,
Esteban A; Ventila Group.
Am J Respir Crit Care Med. 2011 Aug 15;184(4):430-7.
PMID: 21616997 [PubMed - indexed for MEDLIME]
Felated citations

[]Standard versus newer antibacterial agents in the treatment of severe acute exacerbation of chronic
= obstructive Eulmonanr disease: a randomized trial of trimethoprim-sulfamethoxazole versus
ciprofloxacin
Mouira 5, Marghli 5, Besbes L, Boukef R, Daami M, Nciri N, Elatrous S, Abroug F.
Clin Infect Dis. 2010 Jul 15;51{2)143-9.
PMID: 20536364 [PubMed - indexed for MEDLIME]  Free Article
Related citations

[10nce daily oral ofloxacin in chronic obstructive pulmonary disease exacerbation reguiring
2. mechanical ventilation: a randomised placebo-controlled trial

Mouira S, Marghli S, Belghith M, Besbes L, Elatrous §, Abroug F.
Lancet. 2001 Dec 15;358(9298):2020-5.

PMID: 11755608 [PubMed - indexed for MEDLIMNE]
Felated citations




Devant une Exacerbation de BPCO,

il faut:

1. Eliminer les autres causes d’aggravations:

Decompensation Cardiaque
Embolie pulmonaire
Pneumothorax

Causes Toxiques...
Mauvaise utilisation de 1’02

Le Jemtel, ] Am Coll Cardiol 2007
Abroug, Am J Resp Crit Care Med 2006
Tillie-Leblond, Ann Intern Med 2006
Rutschmann, Thorax 2006



Eviter la prescription systématique

Augmente
la Résistance
des germes




Emergence des souches résistantes
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Purulences de ’expectoration +
Dyspnée et/ou augmentation du volume

'

Facteurs de risques: Surveillance: pas d’ATB

VEMS < 30%, PaO2< 60mmHg,
Exacerbations > 4/an, corticothérapie, l
comorbidité

1 @ Aggravation ou
Purulence franche

Amox-Ac, FQ acrolide,
C3G, C2G Amox,
Doxy




Conclusions

* Pas d’argument pour ’utilisation non
raisonnable des ATB lors des Exacerbations des

BPCO
Purulence des Dyspnée
crachats




Conclusions

En Réanimation

* ] seule ¢tude publice dans la littérature

* [l s’agit d’une ¢tude Tunisienne ( I’equipe
du Pr Abroug )




Conclusions

Faire une ¢tude multicentrique Tunisienne
b




Merci Pour Votre Attention




