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Relatore
Note di presentazione
Bacterial community diversity as
a gross measure of community structure has
the potential to be informative in itself,
requiring relatively little in-depth analysis. A
correlation between lower diversity and
more severe disease has been reported in
other c hronic resp ir at ory i nfections (1 3–15),
and was also observed here. It i s not clear
whether this relationship is re flective o f the
impact of virulent pathogens (such as
P. aeruginosa) outcompeting other species,
increased antibiotic exposure in more
severe disease, or a direct role of reduced
diversity as a primary driver of disease.
Although the high antibiotic treatment
burden in patients with more severe disease
(16, 17) seems a likely explanation, no
relationship was observed here between
bacterial diversity and the number of
courses of antibiotics a patient received in
the year before sampling
The results of this study suggest distinct
clinical and prognostic associations
according to bacterial taxa might exist.
Pseudomonas predominance is associated
with markers of more severe disease
including poorer lung function, frequent
exacerbations, and greater antibiotic use.
In contrast, Haemophiluspredominance
is associated with fewer pulmonary
exacerbations (historically and
prospectively). However, Haemophilus
bacterial load was associated with
in flammatory activation assessed both
locally (in sputum) and systemically (in
blood); it is tempting to speculate that
the host in flammatory response to
Haemophilusinfection, while increased,
contains infection and prevents
exacerbation, in contrast to infection with
Pseudomonas and other dominant taxa.
In many cases, the predominant taxa in
“ culture-negative ” samples were recognized
to be associated with lower respiratory
infection, for example, Moraxella,
Stenotrophomonas,or Burkholderiaspecies.
However, the generaPrevotella and
Veillonellawere both the dominant taxa in
about one-quarter of the samples that were
not dominated by either P. aeruginosa
or H. infl uenzae. This observation is
consistent w i t h c u l t u r e - b a s e d w o r k
de scr i bed e l sewher e (8). Fu rt her,
Veillonellapre dominance was p re dicti ve
of a hig h f requency of subse quent
exac erbation, a fi nding that highlights the
contribution of bacterial spe cies outside
those t raditionally considered important
in a respi ratory context. As Ve i l lo ne l l a
species would n ot be iso lat ed under
conditions used for routine diagnostic
test ing of r espiratory samples, the y are
likely to be underr eported. The data
prese nted here suggest their po tential to
ac t as a marker for d isease progress ion, or
inde ed to play a d ire c t r ole i n
pathoge n esis i n this context.
Some genera detected in high relative
abundance here, including Veillonella
species, are commonly associated with the
oral cavity, and the potential for sample
contamination is diffi cult to exclude
In conclusion, this strati fi cation system
provides highly clinically relevant output
from complex bacterial community data
that surpasses culture-based techniques. In
subjects with non-CF bronchiectasis this
system enabled future exacerbation risk to
be predicted, including in the substantial
subset of subjects with dominant bacterial
taxa that are not ordinarily identi fi ed by
culture and have not previously been
considered to be pathogenic.
Quale è il reale impatto di “taxa” batterrici dominanti 
Spesso non identificati dalle normali culture ‘
Sono patogeni ?   Quale è il loro effetto patogenetico ?
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BACCHELLI,
COME FUNZioNA
DI CHIARA FAMA
di Claudia Atetti

La formula é »u:hemmm ma il caleio funziona davvero come
un rito arcaico, Lo pensano due famosi antropologi. entre

Iniziano gli Europei ne svelano isegreti. Religiosi e tribali
i Vittorio Zucconi, Fablo Gambaro @ Anfenio Corbo
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® Research priorities in bronchiectasis: a
consensus statement from the EMBARC

CrossMark Clinical Research Collaboration

Stefano Aliberti', Sarah Masefield®, Eva Polverino®, Anthony De Soyza™®,
Michael R. Loebinger®, Rosario Menendez”, Felix C. Ringshausen®,

Montserrat Vendrell®, Pippa Powell® and James O. Chalmers'® on behalf of the
EMBARC Study Group"'

What are the prevalence and characteristics of microbiological colonisation in patients with
bronchiectasis across Europe (including bacteria, viruses, fungi, nontuberculous mycobacteria and
resistant microorganismsj?

Consensus statements
1) We suggest studies of the microbiome (incorporating bacteria and potentially fungi) in bronchiectasis

linked to detailed clinical phenotyping data

1) A longitudinal study of the bacteriology of bronchiectasis incorporating data on antibiotic resistance s

needed. —_
55 ey research priorities



http://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjQtsujoazNAhUFVBQKHVfKAmUQjRwIBw&url=http%3A%2F%2Fwww.qumran2.net%2Findice.php%3Fc%3Ddisegni%26temi%3Dcomandamenti&bvm=bv.124272578,d.d24&psig=AFQjCNEOqnrhvVggCWB1jiwSFEaQXsxoIQ&ust=1466156626044098
http://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjQtsujoazNAhUFVBQKHVfKAmUQjRwIBw&url=http%3A%2F%2Fwww.qumran2.net%2Findice.php%3Fc%3Ddisegni%26temi%3Dcomandamenti&bvm=bv.124272578,d.d24&psig=AFQjCNEOqnrhvVggCWB1jiwSFEaQXsxoIQ&ust=1466156626044098

Da un secolo | medici hanno dichiarato guerra al mondo

dei microbi usando gli antibiotici come arma e permettendoci

di curare numerose malattie. Ma nel tempo stiamo acquisendo H U M AN
familiarita con i 10000 tipi diversi di microrganismi

che si trovano a casa, dentro o su di noi, scoprendo le loro M I C R O B I O M E

innumerevoli attivitd benefiche. Sono il nostro microbioma.

AMERICAN
; il SOCETY FOR
dl lacopo Leardini MICROBIOLOGY

Il microbioma e definito come la collezione completa dei microbi (batteri, funghi, virus
ecc) che coesistono naturalmente nel corpo umano.

Lo studio del microbioma umano puo condurre a nuovi concetti e linee guida di valore nel
campo della nutrizione umana, nella scoperta di nuovi farmaci e nella medicina
preventiva. Tali studi possono accrescere enormemente la nostra comprensione di
malattie complesse quali l'obesita, il cancro e le malattie immunitarie come ad esempio I'asma

st




B1oDIVERSITA NEL MICROBIOMA UMANO:
IMPLICAZIONI SUI PROCESSI COGNITIVI E COEVOLUTIVI ——

HUMAN
MICROBIOME

r 'Q‘\

Massimo Pregnolato

Dipartimento di Chimica Farmaceutica

QuantumBiolab

Universita degli Studi di Pavia £
Viale Taramelli 12

Kinds of cells in the human body MICROBIOMA

Il genoma delle comunita microbiche
che vivono nel corpo umano

0 HUMARN contiene circa 100 volte piu geni rispetto al
quelli del genoma umano.
0 BACTERIAL In altre parole il «metagenoma umano» cioe

B FUNGAL il set d! tu.ttl i genomi co.rltenutl nel nostro
corpo e circa 100 volte piu esteso del
«genoma umano» finora considerato !

Abstracee Un corpo fisico umano medio ¢ costituito da circa
(10,000,000,000,000 o circa dieci trilioni) di cellule. I microorganismi
risiecdono nel COrpP Wimano adultoe sono stimad inwormo a 1014 cellule, il ©
1':qui1.-'a|r: a dire che il 902 del nosero co rpo Non ¢ uwmandao.

Orvviamente le cellule umane continuano a contribuire per la maggior parte

del nostro PCcs0 COrporco 1 quanto essendo 1 batter residenc coscictuicl da

cellule moleo |'_1i|"J l'_'li-l'_'-l'_'{ll'l': di -r_]u-f:“r: umane il loro oS0 colletavo & solo di circa

Q00 rrammi.
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La biodiversita del microbioma umano € presente in tutti i nostri organi ed apparati



The mucosal microbiome in shaping health and disease
Petra Ina Pfefferle’? and Harald Renz”’*

Evoluzione della DIVERSITA’ del microbioma dalla vita fetale alla eta adulta

Figure I.

Pre- and postnatal environmental factors pave the way for later chronic inflammatory disease through the microbiome
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Relatore
Note di presentazione
Evoluzione della diversità del microbioma :
Lo stile di vita materno  come la dieta l’obesità  il fumo lo stress (stile di vita urbano)  durante la gravidanza portano ad una + bassa diversità del microbioma  con riduzione della velocità di 
viluppo immunologico del feto .Anche alcune caratteristiche alla nascita come modalità del parto (naturale e/o cesareo) basso peso alla nascita portano ad una diversità della neocolonizzazione batterica postnatale 
Anche una vita neonatale vissuta in un ambiente troppo pulito con poca diversità batterica , con una alimentazione limitatata e non varia portano ad una colonizzazione microbica adattiva con relativo microbioma poco diverso e tendenza a fenomeni infiammatori e metabolici  che precludono a varie malattie 
Maternal lifestyle factors such as dietary habits/obesity, smoking, a poor microbial environment (e.g. urban lifestyle), and chronic stress during pregnancy
might lower the diversity of maternal mircobiota and decelerate the fetal immune development. Mode of delivery and immune maturation at birth might have
an impact on the diversity and properties of the neo-/postnatal bacterial colonization. Neo-/postnatal nutrition, early chronic stressful events, and low
microbial diversity of the living environment (e.g. exaggerated hygiene, frequent and early use of antibiotics) might hamper the development of a diverse and
adaptive mircobiota, which favors a non-enriched mircobiota accompanied by pro-inflammatory conditions at the mucosal interfaces, a metabolic im balance,
and the loss of immune tolerance. This might result in a higher risk for chronic inflammatory and metabolic diseases in later life.
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ABCs of the Lung Microbiome

James M. Beck'?

The microbiome is a population of
microbes assembled at a particular time
and in a particular location.

Le principali ricerche sul
microbioma polmonare si
| basano sulla sequenziazione
identificazione su BAL di
una regione variabile di un
gene <16S ribosomal RNA

13 _ _
;’ Gerllise;liljcﬁn ribosomal RNA
) 5 Fortunately, 16S rRNA is not
Figure 1. Seccndary structure model of the 165 rDNA. V1 through V3 indicate major hypervariable present mn mammals’ and Wlth proper
regions, which are sequenced to identify organizational taxonomic units; V4 and VB are unlabeled. Controls the Confounding effects Of hOSt

Reprinted by permission from Reference 4.
DNA can be minimized

Ann Am Thorac Soc Vol 11, Supplement 1, pp S3-S6, Jan 2014
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Note di presentazione
Le principali ricerche sul microbioma polmonare  si basano sulla sequenziazione/identificazione di una regione variabile di un gene <16S ribosomal RNA gene> NON PRESENTE NEI MAMMIFERI su BAL in corso di fibrobroncoscopia 


A Novel Microbiota Stratification System Predicts Future
Exacerbations in Bronchiectasis

Geraint B. Rogers', Nur Masirah M. Zain®, Kenneth D. Bruce®, Lucy D. Burr’, Alice C. Chen', Damian W. Rivett®,
Michael A. McGuckin', and David J. Serisier'**

"Immunity, Infection, and Inflammation Program, Mater Research Institute, University of Queensland, and Translational Research
Institute, Woolloongabba, Queensland, Ausralia; 2Institute of Pharmaceutical Science, King's College London, and *Division of Ecology
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| risultati di guesto studio suggeriscono una diversa associazione
clinica e prognostica collegata alla TAXA BATTERICA

Correlazione certatra bassa diversita ed espressione di malattia +
severa

La predominanza di Pseudomonas e associato con markers di
malattia + severa,ridotta funzione polmonare ,frequenti riacutizzazioni
e maggior uso di antibiotici

La predominanza di Haemophilus & associato con riacutizzazioni
polmonari meno frequenti ma maggiore risposta/attivazione
inflammatoria locale e sistemica forse ad azione protettiva !

In pratica | ‘aumento della risposta inflammatoria causato da Haemophilus
LIMITA e previene la riacutizzazione in contrasto con l'infezione da
Pseudomonas
Dubbi rimangono sul ruolo (in alcuni pazienti CULTURA NEGATIVI)
di alcuni batteri non identificabili ordinariamente come i generi
Veillonella e Prevotella e fino ad ora considerati NON patogeni



Relatore
Note di presentazione
Bacterial community diversity as
a gross measure of community structure has
the potential to be informative in itself,
requiring relatively little in-depth analysis. A
correlation between lower diversity and
more severe disease has been reported in
other c hronic resp ir at ory i nfections (1 3–15),
and was also observed here. It i s not clear
whether this relationship is re flective o f the
impact of virulent pathogens (such as
P. aeruginosa) outcompeting other species,
increased antibiotic exposure in more
severe disease, or a direct role of reduced
diversity as a primary driver of disease.
Although the high antibiotic treatment
burden in patients with more severe disease
(16, 17) seems a likely explanation, no
relationship was observed here between
bacterial diversity and the number of
courses of antibiotics a patient received in
the year before sampling
The results of this study suggest distinct
clinical and prognostic associations
according to bacterial taxa might exist.
Pseudomonas predominance is associated
with markers of more severe disease
including poorer lung function, frequent
exacerbations, and greater antibiotic use.
In contrast, Haemophiluspredominance
is associated with fewer pulmonary
exacerbations (historically and
prospectively). However, Haemophilus
bacterial load was associated with
in flammatory activation assessed both
locally (in sputum) and systemically (in
blood); it is tempting to speculate that
the host in flammatory response to
Haemophilusinfection, while increased,
contains infection and prevents
exacerbation, in contrast to infection with
Pseudomonas and other dominant taxa.
In many cases, the predominant taxa in
“ culture-negative ” samples were recognized
to be associated with lower respiratory
infection, for example, Moraxella,
Stenotrophomonas,or Burkholderiaspecies.
However, the generaPrevotella and
Veillonellawere both the dominant taxa in
about one-quarter of the samples that were
not dominated by either P. aeruginosa
or H. infl uenzae. This observation is
consistent w i t h c u l t u r e - b a s e d w o r k
de scr i bed e l sewher e (8). Fu rt her,
Veillonellapre dominance was p re dicti ve
of a hig h f requency of subse quent
exac erbation, a fi nding that highlights the
contribution of bacterial spe cies outside
those t raditionally considered important
in a respi ratory context. As Ve i l lo ne l l a
species would n ot be iso lat ed under
conditions used for routine diagnostic
test ing of r espiratory samples, the y are
likely to be underr eported. The data
prese nted here suggest their po tential to
ac t as a marker for d isease progress ion, or
inde ed to play a d ire c t r ole i n
pathoge n esis i n this context.
Some genera detected in high relative
abundance here, including Veillonella
species, are commonly associated with the
oral cavity, and the potential for sample
contamination is diffi cult to exclude
In conclusion, this strati fi cation system
provides highly clinically relevant output
from complex bacterial community data
that surpasses culture-based techniques. In
subjects with non-CF bronchiectasis this
system enabled future exacerbation risk to
be predicted, including in the substantial
subset of subjects with dominant bacterial
taxa that are not ordinarily identi fi ed by
culture and have not previously been
considered to be pathogenic.


Research Article

Neutrophilic Bronchial Inflammation Correlates with
Clinical and Functional Findings in Patients with Noncystic

Fibrosis Bronchiectasis Hindawi Publishing Corporation

Mediators of Inflammation
Volume 2015, Article ID 642503, 6 pages

i 7
Federico L. Dente, Marta Bilotta, Maria Laura Bartoli, Elena Bacci, hitp://dx.doi.org/10.1155/2015/642503

Silvana Cianchetti, Manuela Latorre, Laura Malagrino, Dario Nieri,
Maria Adelaide Roggi, Barbara Vagaggini, and Pierluigi Paggiaro

In conclusion, sputum neutrophilic inflammation in
NCFB patients can be considered a good biomarker of
disease severity, as confirmed by pulmonary function, disease

duration, bacterial colonization, and BSI score.

TasLE 2: Biomarkers measured in the sputum, EBC, and exhaled air '

P < 0.0001 *
rho = -0. .
in the examined patients with NCEB. 12“1. o E
] L

Sputum inflammatory cells
Neutrophils, median (range), % 79.3 (1.5-98.1)
Eosinophils, median (range), % 0.8 (0-70.2)

Exhaled NO, ppb 22.5(2-168)

MDA (EBC), nM 30.4 (6-116)
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Microbiology and outcomes of community Q) oo
acquired pneumonia in non cystic-fibrosis
bronchiectasis patients

Eva Polverino®, Catia Cilloniz ®, Rosario Menendez °,

Albert Gabarrus “, Edmundo Rosales-Mayor ®, Victoria Alcaraz®,
Silvia Terraneo ©, Jordi Puig de la Bella Casa “, Josep Mensa °,
Miquel Ferrer®, Antoni Torres **

This is the first study in the literature analyzing a large
CAP series to investigate demographics, clinical characteristics and microbial etiology
of pneumonia in NCFBE
patients.

':'.D-;pﬂrﬂne:; E;:nj";ﬁcrcbfn logy, Hospital Clinic of Barcelona, Spain
* Department of Infectious Disease, Hospital Clinfc of Barcelona, 5pain




This is the first study in the literature analyzing a large
CAP series to investigate demographics, clinical characteristics and microbial etiology of

pneumonia in NCFBE
patients.

Pazienti con CAP e Bronchiectasie (CAPBCTpz) versus Pazienti con CAP

RISULTATI :

*Pazienti (CAPBCTpz) in genere piu anziani e con maggiori comorbilita

(molti con BPCO)
e uguale presentazione clinica, score di severita ed outcome
(mortalita)
e uguale percentuale di isolamento microbico di S.pneumoniae
*CAPBCTpaz : maggiore presenza di P.aeruginosa ed Enterobacteriaceae
*CAPBCTpaz : Sottoposti a trattamento antibiotico empirico meno

adeguato rispetto al gruppo CAP senza bronchiectasie !

- e N AP group showed a lower rate of adequate
empiric antibiotic therapy according to guidelines'® in
comparison with CAP.



Relatore
Note di presentazione
NCFBE-CAP GROUP  versus GENERAL CAP POPOLATION
Pazienti + anziani e con maggiori comorbilità 
presentazione clinica,score di severità ed outcome (mortalità) uguali
Percentuale di isolamento microbico di S.pneumoniae uguale
Maggiore presenza di P.aeruginosa ed Enterobacteriaceae
+ bassa % di trattamento antibiotico empirico adeguato rispetto al gruppo CAP




Bronchiectasie nella BPCO
Bronchiectasie e BPCO




Recommendations for aetiological diagnosis of

revista portuguesa de

bronchiectasis Rev Port Pneumol. 2016: PNEUMOLOGIA

portuguese journal of pulmenclogy

On behalf of the Pulmonology Portuguese Society Bronchiectasis Study Group,

A. Amorim?®*, F. Gamboa®, M. Sucena®, K. Cunha?, M. Anciaes®, S. Lopes’,

S. Pereira®, R.D. Ferreira’, P. Azevedo®, J. Costeira”, R. Monteiro', J.C. da Costa’,
S. Pires!, C. Nunes®

Prevalence of BE in obstructive airway diseases

Prevalence of BE in patients with COPD is highly variable
(2-74%),""* probably in relation with the criteria used to
define BE. Several studies have confirmed a prevalence

- of approximately 50% in patients with moderate-severe
COPD. .5,

The prevalence of BE in asthma is described between 17.5
and 28%."°




Distinct COPD Phenotype?

Anne E. O'Donnell

Chest 2011;140:1107-1108
DOl 10.1378/chest. 11-1484

The online version of this article, along with updated information and
services can be found online on the World Wide Web at:
hitp://chestjournal .chestpubs. org/content/140/5 1107 full html

CHEST Bronchiectasis in Patients With COPD : A
ONLINE




EDITORIAL ﬂ.lﬁ
COPD-BRONCHIECTASIS OVERLAP SYNDROME

2015 NEW

COPD-bronchiectasis overlap syndrome

John R. Hurst', J. Stuart Elborn? and Anthony De Soyza®* on behalf of the CrossMark
BRONCH-UK Consortium®

Affiliations: 'UCL Respiratory, University College London, London, UK. “Centre for Infection and Immunity,
Queen’s University, Belfast, UK. 3Respiramrg,r Medicine, Institute of Cellular Medicine, Newcastle University,
Newcastle, UK. “Adult Bronchiectasis Service, Freeman Hospital, Newcastle upon Tyne Teaching Hospitals,
Newcastle, UK. °For a list of the BRONCH-UK Consortium members see the Acknowledgements section.

Correspondence: John R. Hurst, UCL Respiratory, Royal Free Campus, University College London, London
NW3 2PF, UK. E-mail: j.hurst@uclac.uk

FIGURE 1 a) Typical airway wall changes in chronic obstructive pulmonary diagnosis are diffuse, and may be associated
with co-existent emphysema on computed tomography. b) Airway wall changes in primary bronchiectasis may be
localised or diffuse, and may be more severe resulting in cystic and/or varicose appearances.




Clinical phenotypes in adult patients with

bronchiectasis , ,
Eur Respir ] 2016; 47

Stefano Aliberti', Sara Lonni', Simone Dore?, Melissa J. McDonnell?,

Pieter C. Goeminne*®, Katerina Dimakou®, Thomas C. Fardon’,

Robert Rutherford3, Alberto Pesci', Marcos |. Restrepos, Giovanni Sotgiu2 and
James D. Chalmers’

TABLE 3 Aetiology of bronchiectasis in the four clusters

Centre
Dundee, UK
Lewven, Belgium
Monza, aly
Galway, Ireland
Athens, Greece

1145 patients

Cluster 1: Cluster 2: Cluster 3: Cluster &: Overall
“Pseudomonas”™  “Other chronic infection®  “Daily sputum™  “Dry bronchiectasis” p-value
Patients 179 (100) 273 (100) 373 (100) 307 (100)
Idiopathic 46 [26) 86 (33 131 [38) 110 [36) 0.09
Post-infective 63 [34) B4 [21) G4 (26) 77 (25) 0.004
COPD 21(12) 25 (1) 50 [14) ¢ummmm 20 [4.4] 0.03
Connective tissue disease 10 [5.4) 26 (9.8] 26 (7.1] 27 [8.9] 0.377
Immunodeficiency 11(6.2) 17 [6.4) 14 [3.8) 14 [4.6) 0.436
ABPA 10 (5.4) 20 (7.8 1213.3) 12(3.9) 0.083
Asthma 2(1.1) 10 [3.8) 8(2.2) 15 [4.9) 0.071
Inflammatory bowel disease 301.7) 4123 1213.3) 30 0.233
Ciliary dysfunction 7 4] 612.3) 5 [1.4] 2 0.7 0.055
Aspiration 2(1.1) 6119 3008 30 0.419
ay-antitrypsin deficiency 0 (0 1 (0.4) 3 (0.8 6 (2] 0.091
Congenital 0 (0 2 (0.8) 3 (0.8 0(0) 0.284
Other 211.1] 1 (0.4 2 (0.5 15 14.9] <0.001

Data are presented as n (%, unless otherwise stated. COPD: chronic obstructive pulmonary disease; ABPA; allergic bronchopulmonary
aspergillosis.
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COPD without bronchiectasis (n=86; 8 deaths)
- - - - COPD with bronchiectasis (n=115; 43 deaths)

COPD with bronchiectasis : mortalita !!




EDMTORIAL
ASTHMA AMD BROMCHIECT ASIS

@ Bronchiectasthma and asthmectasis!

CrossMark Joan B. Soriana’ and José Serrana®  Eur Respir J 2016; 47
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o
Reconstruction of the first ever identification of bronchiectasis [plus asthma?). Laennec

Infections in childhood

Allergic bronchopulmonary
aspergillosis

".....a philosophical approach to
this problem could be that
Individuals suffering with asthma
and bronchiectasis should
comprise a different population
~and present a new syndrome
worth studying and
naming............




Asthma and bronchiectasis exacerbation

Bei Mao"#?, Jia-Wei Yang"#?, Hai-Wen Lu' and Jin-Fu Xu'*

Eur Respir ] 2016; 47: 1597-1600. J"'upril 13 2016
Affiliations:

'Dept of Respiratory and Critical Care Medicine, Shanghai Pulmonary Hospital, Tongji University School of
Medlcme Shanghai, China.

The xistence of asthma was assm:mtai With an mdependent inctease in risk of bronchiectass exacerbation.

DIAGNOSTIC DIFFICULTIES IN CLINICAL PRACTICE

First question : bronchial hyperresponsiveness (BHR) very common among
patients with only bronchiectasis ...indistinguishable from patients with bct and asthma

Second question : complexity of deciding whether an episode of clinical and functional
Impairment in a patient with asthma and bct corresponds to an asthma attack , to an
exacerbaction of bct to both conditions S|multaneously

= Asthma 2. 6UI1 15 5 88]
7 FEV1 <50% 4.03(1.75-9.26)
20 Extent =2 lobes 2.7311.146-6.45)
/ P aeruginosa isolation 2.4111.00-5.79]

0 . 2 .

Nonexacerbators  Exacerbators Factors associated with bronchiectasis
exacerbation in all subjects according to
the logistic regression analysis.




Galmiche P Ferbhibh F Des Varanmes B. Reviewr article: respi-
ratocry manitfestations of gastro-osesophageal reflu dissase.
Adiment Pharmacol Ther, 2003827609499 -6,

Le= AL, Buttom B, Demcshry L, Wilsom W, Gastro-oesophageal
refiluo: i Moy sDic fAbrosis bronchiectasis. Fuilm Fel=d

201712011 - 395020.

Recommendations for aetiological diagnosis of bronchiectasis

Esophageal syndromes
]
¥ v
Symplomatic Syndromes with
syndromas esophageal injury

r ki

k
1. Typical reflux 1. Refiux cough 1. Pharyngitis
syndrome syndroms 2 Sinusitis
2. Reflux chest pain 2. Refiux laryngitis 3. ldiopathic
symedrome syndrome pulmonary fibrosis
3. Reflux asthma 4. Racurrent otitis
syndrome miedia

4. RAefiux dental
arosion syndrome 5 bronchiectasis

Figure 2 GERD manifestations.
Adapted from Montreal Consensus.

BRONCHIECTASIS Gastro-oesophageal reflux disease
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On behalf of the British Thoracic Society
Bronchiectasis (non-CF) Guideline Group:
a sub-group of the British Thoracic Society
Standards of Care Committee

What is the role of HRCT?
» HRCT is the radiologica. DJAGNQSI | ice to establish

the diagnosis of bronchiec aois. 1ary

What is an optimum HRCT protocol for defining bronchiectasis?
» Standard HRCT protocol, single detector CT scanner. [D]
— patient position: supine, breath holding at full inspiration;
optional ECG gating 120—140 kV; 100—180 mAs (dependent
on patient habitus); acquisition time <1 s;

0.9,
— reconstruction with ‘very or ultra sharp’ kernel.

What are the HRCT features of bronchiectasis?

» Bronchial wall dilatinn (internal liimen diameter greater than
accompanying  CARATTERISTICHE | :ing) is the
characteristic fi L
Bronchial wall thickening is often also present though harder
to define. [D]

Can HRCT identify features of specific causes?

» HRCT f rlying
conditior SOSPETTO DIAGNOSTICO ! ratory
assessments. ||
HRCT images should be examined for features suggesting
ABPA, cystic fibrosis, immotile cilia, opportunist mycobac-
teria and tracheobronchomegaly. [D]

How are HRCT changes r='~*~= *= "== fomnting?
» The severity of brc SE\VVERITA’ | ‘T correlates with

measures of airflow Covevcican 1~

How often should radiological investigations be repeated?
» Routine repeat chest x-ray or HRCT is not necessary; repeat
imaging should be considered when there is clinical need.

[D]




HRCT Diagnostic Criteria

| f.r . re
Diametro Brond™ '1 BD) piu grande
rispetto a quell®um ™ sadiacente (SIGNET
RING SIGN) .

Scores 1 — mild - : IBD not e
Scores 2- moderate- : IBD from two or three times
Scores 3 : - severe- : IBD exc

Spessore della Par oe ispessimento

f adjacent vessel

peribronchiale : P ceness (PbT)

Scores 1- mild- : PbT was e nt vessel
Scores 2 —moderate- : PbT t'

Scores 3 — severe- :PbT grea

Non riduzione/asg ogressivo e distale dei

bronchi(LACK OF PERING)

Riscontro di brong ) fin quasi alla
superficie pleurica M.Bhalla Radiology 1991 mod.




Segni HRCT-MDCT diretti courtesyby
M. Scuderi

related togir flow limitation
and severity of bronchiectosis

Bronchial wall thickening is a usual but nconstant

e L

feature of bronchiectasiz. _ Minor 1o mild courtesy by
BRONCHOARTE L BATIO degrees of bronchiol woll thickening ore seen im normal M. Scuderi
> ICHO A RI4 subjects, those with osthma, individuols with lower '
»SIGMET RING SIGN LACK OF BRONCHIAL 'esEi":‘r:":r' -"::-Mfi.":. infections and :jf':'-lz'r;rr.;ri: smrkers

TAPERIMNG

Segni HRCT-MDCT diretti MUCOID IMPACTION

fA G

courtesy by
CROWDING M. Scuderi

courtesy by
M.5cuderi
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Figure 1

Recommendations for aetiological diagnosis of

revista portuguesa de

bronchiectasis Rev Port Pneumol. 2016: PNEUMOLOGIA

portuguese journal of pulmenclogy

On behalf of the Pulmonology Portuguese Society Bronchiectasis Study Group,
A. Amorim®*, F. Gamboa®, M. Sucena®, K. Cunha?, M. Anciaes®, S. Lopes', _
S. Pereira®, R.D. Ferreira’, P. Azevedo®, J. Costeira”, R. Monteiro', J.C. da Costa’,

S. Pires!, C. Nunes®

PT sagquslas,
intrinsic or extrinsic
obetnuction

. MLBingulzr
UL predominance lomi

L Typical CF L NTM L . 'dmﬂ‘*‘l “ﬁE?E Williams-Campbell
PT uslas PCD i ™ symedrome
seq cies PCD; COPD

Radiological charactenistics and astiology. UL, upper lobe; ML, middle lobe; LL, lower lobe.



DISTRIBUTION FOCAL

[ Detection of bronchiectasis ]

Focal bronchiectasis [ Diffuse bronchiectasis ]

Congenital bronchial atresia Peripheral Central
Extrinsic compression predominance predominance J
Endobronchial malignancy
Foreign body
Broncholithiasis
Airway stenosis

Upper lung Lower lung Right middle lobe and Allergic bronchopulmonary aspergillosis
predominance predominance lingula predominance Mounier-Kuhn’s syndrome

Focal Bronchiectasis

Any cause of airway obstruction can lead to focal bronchiectasis (Fig. 3). In contrast to
diffuse bronchiectasis, focal bronchiectasis requires diagnostic bronchoscopy in almost all
patients.

L P AL MR I AL I AL LRI e R b ]

Luce Cantin’
Alexander A. Bankier AJR:193, September 2009

Ronald L. Eisenberg




Fbs nelle bct localizzate




INDICAZIONE ALLA BRONCOSCOPIA (FBS)
IN PAZIENTO CON BRONCHIECTASIE NON FC

puo identificare e permettere la rimozione di un corpo estraneo
nell’albero tracheobronchiale

* Puo identificare alterazioni anatomiche e/o ostruzioni bronchiali
misconosciute

e Puo essere usato per identificare con certezze eventuali
patogeni nelle basse vie respiratorie usando metodologie
validate per il prelievo batteriologico come il BAL ed il brushing
protetto soprattutto in pazienti con apparente malattia stabile

e Permette I’ identificazione di “sindrome da aspirazione gastrica
in caso di riscontro di macrofagi con inclusioni lipidiche su BAL

7




Reversible bronchiectasis
(pseudobronchiectasie)

BAL: Haemophilus influenzae



Relatore
Note di presentazione
Chronic bronchitis in an immunocompetent girl



ELSEVIER

2002

* Reversible bronchial dilatation in children: comparison of serial high-resolution
computer tomography scans of the lungs

La diagnosi di BRONCHIECTASIE NEL BAMBINO deve essere fatta SOLO in
presenza di segni clinici PERSISTENTI nel tempo associati ad un riscontro di
BRONCHIECTASIE su una TAC del torace praticata dopo un ragionevole intervallo
di tempo (almeno 2 anni secondo l'autore....)

....nel bambino si dovrebbero usare metodiche ( multidetector four channel

CT) che minimizzino il tempo e la dose di esposizione anche per ridurre la
necessita di una sedazione

LA DIAGNOSI DI BRONCHIECTASIE NEI BAMBINI DEVE ESSERE FATTA
CON “ MOLTA CAUTELA"



http://www.ejradiology.com/home
http://www.ejradiology.com/home

NELL'ADULTO
« NON REVERSIBILITA' DELLE LESIONI
« LA MALATTIA SPESSO PROGREDISCE ANCHE SE
VIENE PRATICATA UNA TERAPIA ADEGUATA |



Relatore
Note di presentazione
Polverino patrizia 2006 2008 2011 passaggio della colonizzazione da pseudomonas a strepto stafilo ecc





RADIOLOGICAL SCORING SYSTEM in CYSTIC FIBROSIS

Bhalla CT score (bronchiectasis in cystic fibrosis)

Score
Category 0 1 2 3
Severity of bronchiectasis Absent | Mild (luminal diameter slightly | Moderate (lumen 2-3 times Severe (lumen >3 times
greater than diameter of the diameter of the vessel) diameter of vessel)
adjacent blood vessel)
Peribronchial thickening Absent | Mild (wall thickness equal to Moderate (wall thickness Severe (wall thickness > 2
diameter of adjacent vessel) greater than and up to twice times the diameter of
the diameter of adjacent adjacent vessel)
vessel)
Extent of bronchiectasis (no. of BP segments) Absent | 1-5 6-9 >9
Extent of mucus plugging (no. of BP segments) Absent | 1-5 6-9 >9
Sacculations or abscesses (no. of BP segments) Absent | 1-5 6-9 >9
Generations of bronchial divisions involved Absent | Upto 4th generation Up to 5th generation Up to the 6th generation and
(bronchiectasis or plugging) distal
No. of bullae Absent | Unilateral (not > 4) Bilateral (not > 4) >4
Emphysema (no. of BP segments) Absent | 1-5 >5
Collapse or consolidation Absent | Subsegmental Segmental or lobar

Severe Advance Lung Disease (SALD) Scoring System

Chest Computed Tomography Scores Are Predictive of

Survival in Patients wit
Lung Transplantation

Cystic Fibrosis Awaiting

Martine Loeve?, Wim C. ). Hop®, Marleen de Bruijne®**, Peter T. W. van Hal% Phil Robinson’,
Moira L. Aitken® Jonathan D. Dodd® and Harm A. W. M. Tiddens'?; on behalf of the Computed Tomography
Cystic Fibrosis Survival Study Group™
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Bronchiectasie:
Scoring system in Non CF




The Bronchiectasis Severity Index
An International Derivation and Validation Study

James D. Chalmers', Pieter Goeminne?, Stefano Aliberti®, Melissa J. McDonnell*®, Sara Lonni®, John Davidson?,
Lucy Poppelwell’, Waleed Salih’, Alberto Pesci®, Lieven J. Dupont?, Thomas C. Fardon', Anthony De Soyza*®,
and Adam T. Hill®

o 04 Derivation cohort
Il 58
Il 9 or more

% event rate

= Mortality (AUC 0.80)
—= Hospital admissions (AUC waw'

— Reference line (AUC 0.5)

Mortality Hospital admissions 0. 025 050 075  1.00
1-specificity . .
0-4 punti: Lieve
5-8 punti: Moderata

>9 punti : Grave

Exacerbations/year
&

Questionnaire

St.Georges Respiratory
8

(=]

N o N < Go"'
¢ ¢
o 2
Bronchiectasis severity index score Bronchiectasis severity index score

P, Aliberti S AJRCCM 20



ORIGINAL ARTICLE
BROMNCHIECTASIS

Eur Respir J 2014; 43: 1357-1347

Multidimensional approach to non-cystic
fibrosis bronchiectasis: the FACED score
Miguel A. Martinez-Garcia'?, Javier de Gracia®**, Monserrat Vendrell Relat?®,

Rosa-Maria Girdn®, Luis Maiz Carro’, David de la Rosa Carrillo® and
Casilda Olveira?

The outcome was 5-year all-cause mortality after radiological diagnosis
“An easy-to-use multidimensional grading system accurately classifies
bronchiectasis severity according to prognosis”

TAELE & Final score, cut-off points of the dichotomised variables and scoring of each variable

Points

Chronic colonisation by Pseudomonas aeruginosa
Mo
Yes
Dyspnoea mMRC score
o-n
-1V
FEV1 % predicted
=50%
=50%
Age
=70 years
=70 years
Number of lobes T T T T I T T
1-2 0 0 10 20 30 40 50 &0
=2

Cumulative survival

—— 0-2 points

————— 5-7 points

Follow-up months

Maximum score 7 points. mMRC: modified Medical Research Council; FEV1: forced expiratory volume in 1 s.

FIGURE 4 Kaplan—Meier curves for respiratory mortality

We conclude that this easy-to-use multidimensional grading system proved capable of accurately
classifying the severity of bronchiectasis according to its prognosis.




The Bronchiectasis Severity Index
An International Derivation and Validation Study

James D. Chalmers', Pieter Goeminne?, Stefano Aliberti®, Melissa J. McDonnell*®, Sara Lonni®, John Davidson?,
Lucy Poppelwell', Waleed Salih', Alberto Pesci®, Lieven J. Dupont?, Thomas C. Fardon', Anthony De Soyza®®,
and Adam T. Hill®

Valutazione
Multidimensional approach to non-cystic Prognosi
fibrosis bronchiectasis: the FACED score In rapporto
e A ez e wavier de Gracis . Monserrat Vendrell Relat™, alla severita

Casilda Olveira’

Stretto follow up

Impegno di risorse:

Facilita di accesso del
paziente al centro in caso

Identifica di riacutizzazione.
Le Forme gravi

Utilizzo di farmaci con

Prescrizione di device per FKT modalita off label o

fuori dalle indicazioni convenzionali attraverso protocolli di ricerca
*PEP mask Antibiotico terapia a

Lungo termine
.C!)AP eAntibiotici inalatori
*BiLevel

Chalmers JD, Goeminne P, Aliberti S AJRCCM 2014
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Approccio terapeutico integrato

A. Utilizzo di terapia antibiotiche inalatorie a lungo termine.

B. Utilizzo dei Macrolidi.

C. Riabilitazione e fisioterapia

ﬁwmmmmmw

Tomat 'I'oma
DuP jaour IOU! !OG? flOUP |SOUP 1 SOU!' 801“ s0U

Nessuna raccomandazione specifica nelle
linea guida, non farmaci con indicazione specifica oltre a quelle
comuni per tutti i pazienti con BPCO



Approccio terapeutico integrato

A. Utilizzo di terapia antibiotiche inalatorie a lungo termine.

B. Utilizzo dei Macrolidi.

C. Riabilitazione e fisioterapia




STATE OF THE ART
MANAGEMENT OF BROMCHIECTASIS IN ADULTS

Management of bronchiectasis in adults

James D. Chalmers', Stefano Aliberti® and Erancesco Blasi® CrossMark

Inhaled amikacin

Circulating neutrophils Pulmonary Airway neutrophil
epithelium

CXCR2 antagonists / Inhaled colistin
v

e | am=
-l ==

o mt—————

} seudomonas aeruginosa

Novel specific
anti-pseudomonals

sew
®m®" +—— Inhaled ciprofloxacin

Neutrophil elastas » Haemophilus influenzae
inhibitors

NEW

CFTR-specific therapies

Statins

FIGURE 3 New therapies in development for bronchiectasis and their possible role. CFTR: cystic fibrosis transmembrane conductance regular.




Rationale for inhaled antibiotics

To reduce systemic side effects To increase local concentration

The good example of CF:

the positive benefit (lung function, exacerbation, HRQoL)

Positive risk balance (safety/tolerability, resistance)




OBIETTIVO : Eradicazione di P aeruginosa in bronchiectasie non FC.

TABLE 2 Current state of development of inhaled antibiotic agents for non-cystic fibrosis bronchiectasis

Agenmt [ref.]

Curremnt phase
o F d ewvelopnm ent

Primary
‘o wbc onve:

Druratiom

Fatient populatiocn

Maim results

Safety

Ao xicillin [F8—80]

Tobramycin [B1]

Gentamicin [82]

Colistim [83]

Artreocnanm [B4]

Ciprofloxacin NP
861

Liposomal
ciprofloxacim [&7]

& |78 3 7%

5 |80]
S AT P 3T
A 2T P30

A T3 P T
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A 134 P 138

A alk P oas

& Ak P22
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failure of oral
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Siimg le- blind
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controlled trial

Phase 1l
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ramdo i sed
controlled trial
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%‘1!5}"-&:1 Trial

S purbumm
purulemnce

F. aarwgirasa
bacterial Load

Bacterial load
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Management of bronchiectasis in adults

James D. Chalmers', Stefano Aliberti® and Francesco Blasi®

detesc ted.

CrossMark

Trwwn 28 day
treatment
courses with
altermating
28 day off
treatment

28 days
Treatmeent wwith
Followe—wp b
B days

24 wemeks
Ithrea 28 day
treatmment

oy cles]

FPasit e s putum for 2
Aarwgirasa o other
Gram-megatve organisms
lex cluding Hinflvanzas)|
FEWn =20% predicted;

o hirenic s pubunm prosdoc tiem.

ldepathic or pao-st-infecties
bromchiectasis: twwo or
meare exacerbations inthe
previcws 12 maenths o
hos pitalisation]; able to
produce s pubumm; ©wlbure
posities for target
OO o0 r g3 1SS,

F asmaginasa - odkemi sed
patients; =23 exacerbations
in previcous 12 memths .

Mo diference in OL-B at

weeek 4 lmean difference 08

5% Cl —3.1-4.7, p=0.7] im
AlR-BX1 armd 5.6 1.1-8.2,
p=0011] in AIR-BXZ]l; mo

difference in OL-B in both

stdies atweek 12 | p=0.54
in both studies|: no
differemnce in timme to first
e ac erbation.

Mean differemnce in bacterial
lvad —3 42 bogy g oo Fu-mLl "
wersys — 2T Logw o Fu-m L0,
p=0L001; mo significant
diffe-remces im proportiomn of
patients withh exacerbations
A& 7 woarsws 39 1%, p=004]
o signmificant differemce in
SGRO |mean difference

—3 54, p=0005F].

Reductiocm im P aarwsginass
bacterial load —4 F woarsws
—00E Loeg o cfu-ml— ",

p=0.002; reduwced mumber of

exacerbations im the actiee
Ttreatment growus RE 002
5% C10L04—0.8%, p=0.027];
meediam tinee to pulmmeomary
ex acerbations reduwced in
the per protocol populatiomn
lp=000ua]

AlR-BX1 adwerse avents
Leadimng to

dii scomtinu ation: 22
varsus &% AlR-BXZ-
adwerse events leading
to discontimeation: 10
wars s B4

109 of patients
deweloped resistamce
IMIC =4 meg-L— "] im the
ciprofloxacin group; mo
difference in adwerse
evants bebween groups.

Mo signmificamt differemnce
im oimi meall i ik tory
concentations o
ciprofloxacin at day 28;
ma imcrease in adwerse
aamts .

Geong es

FEFR: peak expiatory low rate; A: active; P: placebos; P aarweginass: FPsavdamaras aarwvginasa; FBEwn:
Respiratory Questionnaire; LCO: Leicester Cowgh OQuestionnaire: QOL-B: guality of

forced e piratory solunmse
life bromchiectasis gueestionmaire; DFI:

im 1= cfu: colomy forming wunits; SGRO: St
diry  poweder for imhalatiomn;

FAIC:  mmimimmw i bibooary



ORBIT-3&4 Phase 3 Status January 2015

Australia
Canada _ >\
France —

Georgia
Hungary
— *
Isrlael = =R
= *x ORBITS 3&4
Latvia e

New Zealand

ttttt

......

Romania

Serbia e . DIz
South Africa mmx = S
Spain *

United Kingdom
USA



ORBIT 4

Studio multicentrico, randomizzato, in doppio cieco, controllato con placebo per valutare la
sicurezza e 'efficacia di Pulmﬂquinm nella gestione delle infezioni polmonan croniche in
presenza di Pseudomonas aeruginosa nel soggetti con bronchiectasia non da fibrosi cistica,
con un’estensione in aperto di 28 gorni (ORBIT-4)

Ciprofloxacina per inalaznone (Ciprofloxacin for Inhalanon, CFIL, 50 mg/ml), 150 mg
in 3 ml

Ciprofloxacina libera per inalazione (Free Ciprofloxacin for Inhalation, FCI,
20 mg/ml), 60 mg in 3 ml

Obiettivo primario

L’ obiettivo primario di questo studio & di valutare ["efficacia di Pulmaquin rispetto al placebo
nella gestione delle infezioni polmonan croniche in presenza di P. aeruginosa nel soggetti
con bronchiectasia non da Fibrosi Cistica (non FC) valutando il momento della prima
esacerbazione polmonare nella Fase in doppio cieco.

Obiettivi secondari
Gli obiettivi secondari del presente studio sono di valutare quanto segue:

Efficacia di Pulmaquin rispetto al placebo valutata dagh esit clinici (comprese le
esacerbazioni polmonari), dalla funzionalitd polmonare, dagh esiti rifenti dal paziente e
dal test di esercizio fisico nella Fase in doppio cieco.

Risposta microbiologica nella Fase in doppio cieco e nell’Estensione in aperto.
Sicurezza e tollerabilitd di Pulmagquin rispetto al placebo nella Fase in doppio cieco.

Sicurezza e tollerabiliti di Pulmaquin nell’Estensione in aperto.




Antibiotici inalatori




Approccio terapeutico integrato

Effetti avversi in bronchiectasie non FC.

Adverse events Events/patients Risk ratio (95% Cl) p-value

Antibiotic group Control group

Death 7/304 (2.3) 4/286 (1.4) 1.28 (0.44-3.71)

Withdrawal due to 37/304 (12.2) 35/286 (12.2) 1.00 (0.67-1.50)
adverse events

Bronchospasm 26/260 (10.0) 6/266 (2.3) 2.96 (1.30-6.73)

Cough 15/97 (15.5] 14/101 (13.9) 0.54 (0.03-0.52)

Haemoptysis 6/97 (6.2) 5/101 (4.9) 1.26 (0.39-4.01)

Data are presented as n/N (%), unless otherwise stated.




Approccio terapeutico integrato

A. Utilizzo di terapia antibiotiche inalatori a lungo termine.

B. Utilizzo dei Macrolidi.

C. Riabilitazione e fisioterapia :ﬂ |




The vicious circle

Airway inflammation

Bacterial colonization Airway structural damage

Mucus hyper secretion

Ciliary dysfunction
BIOFILM BATTERICO Airway remodeling




Short- and Long-Term Antibiotic Treatment Reduces
Airway and Systemic Inflammation in Non-Cystic
Fibrosis Bronchiectasis

James D. Chalmers!, Maeve P. Smith® Brian |. McHugh', Cathy Doherty® John R Govan?, and
Adam T. Hill'-2

The University of Edinburgh Aedical Ressarch Council Centre for inflammation Research, The Queen's hMedical Research institute, Edinburgh,
United Kingdam: “Department of Respiratory Medicine, Roval Infirmary of Edinburgh, Edinburgh, United Kingdom: and *School of Medidne and
‘eterinary Medidine, Cystic Fibrosis Group, Centre for Infectious Diseases, University of Edinburgh, Edinburgh, United Kingdam

Conclusions

Chronic colonization with high bacterial loads in non-CF bron-
chiectasis is associated with airway and systemic inflammation,
a greater risk of exacerbations, and worse health-related quality
of life. Short- and long-term antibiotic therapy reduces markers
of airway and systemic inflammation. This study highlights the
importance of monitoring sputum bacteriology when clinically
stable and provides the evidence base for future intervention
studies to reduce the bacterial burden in the airways.
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Riduzione/rimodulazione dei mediatori di inflammazione sistemica




TABLE 1 Summary of three double blind randomised controlled trials of macrolides in non-CF bronchiectasis

EMBRACE: New Zealand BLESS: Australia BAT: Netherlands

Placebo Azithromycin Placebo Erythromycin Placebo Azithromycin
500 mg three 400 mg twice 250 mg once
times per week daily daily

Subjects n 10 11 b8 89 40 43
Male % 29 32 43 36 30 42
Mean age years 89.0 60.9 63.5 61.1 bh.b 29.9
Baseline data
FEV1 % predicted at baseling 67.3 67.1 70.1 669 82.7 7.1
Exacerbation rate pre-trial 3.93 (mean) 3.34 [mean) Not reported  Notreported 4.0 [median) 5.0 [median)
SGRA 36.6 39 38.1 36.7 0.2 0.6
Outcomes
Change in FEV1 with treatment ~0.04 0 40 -1.6° -0.10 1.03%
Change in SGRA from baseline -1.92 =517 -1.3 -39 =412 -12.18*
Total exacerbations in 12 months 178 109 114 76 18 39
during frial n
Mean exacerbation rate during 2.54 1547 197 1.27° 1.95 0.917

trial [ per patient]

SGRQ: St. George's Respiratory Questionnaire. *. p<0.05 compared with placebo. %: p<0.001 compared with placebo group.




Effect of Azithromycin Maintenance Treatment

on Infectious Exacerbations Among Patients

With Non-Cystic Fibrosis Bronchiectasis
The BAT Randomized Controlled Trial  Jaua 2013305021251 1255

Figure 2. Proportion of Patients Remaining Exacerbation Free

Treatment pericd {0- 365 d)
100-

8

8

Exacarbation- Frea, %

43 pts (52%0) on AZI(250 mg
daily) for 12 months
40 (489%) on placebo for 12
months

ITT analysis
Median n of exacerbations:

- AZI group= 0 (IQR,0-1),
- Placebo= 2 (IQR, 1-3) (P.001).

END POINT : EXACERBATION FREE
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Quali antibiotici funzionano nel biofilm?

Macrolidi

inibizione del biofilm maturo in associazione con la tobramicina
(claritromicina)

Blocco/riduzione della comunicazione tra batteri (quorum
sensing) nei biofilm da pseudomonas aeruginosa (azitromicina)
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Efficacy of the Combination of Tobramycin and a Macrolide in an
In Vitro Pseudomonas aeruginosa Mature Biofilm Model”
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Effects of Antibiotics on Quorum Sensing in Pseudomonas aeruginosa’
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During infection, Prendomonas aeruginosa employs bacterial communication (guorum sensing [(QS]) to
coordinate the expression of tissue-damaging factors, (J5-controlled gene expression plays a pivetal role in the
virulence of P. aeruginesa, and (}5-deficient mutants cause less severe infections in animal infection models.
Treatment of cystic fibrosis (CF) patients chronically infected with P. aeruginosa with the macrolide antibiotic
azithromycin (AXM) has been demonstrated to improve the clinical owtcome. Several studies indicate that
A¥M may accomplish its beneficial action in CF patients by impeding ()5, therehy reduocing the pathogenicity
of P. aeruginosa. This led os to investigate whether ()5 inhibition is a common feature of antibiotics. We present
the results of a screening of 12 antibiotics for their ()S-inhibitory activities using a previously described 5
inhibitor selector 1 strain. Three of the antibiotics tested, AZM, ceftazidime (CFT), and ciprofoxacin (CFR).
were very active im the assay and were further examined for their efects on ()S-regulated virulence factor
production in P. geruginosa, The efects of the three antibiotics administered at subinhibitory concentrations
were investigated by use of DNA microarrays. Consistent results from the vimlence factor assays, reverse
transcription-FCR, and the INNA microarrays support the finding that AZM, CFT, and CPR decrease the
expression of a range of QQ5-regulated vimlence fctors. The data suggest that the underlying mechanism may
be mediated by changes in membrane permeability, thereby influencing the flux of N-3-oxo-dedecanoyl-1-
homoserine lactone.
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Research priorities in bronchiectasis: a
consensus statement from the EMBARC
Clinical Research Collaboration

Stefano Aliberti', Sarsh Masefield®, Eva Polverino®, Anthony De Soyza™®,
Michael R. Loebinger®, Rosario Menendez”, Felix C. Ringshausen®,

Montserrat Vendrell”, Pippa Powell® and James D. Chalmers'® on behalf of the
EMBARC Study Group''

What are the best molecule, dose, regimen and duration for long-term oral antibiotic therapy in
patients with bronchiectasis (according to the presence or absence of P. aeruginosa or other
pathogens]?

Three major studies recently demonstrated the efficacy of long-term macrolides in bronchiectasis in

double-blind randomised trials [46-48]. Key questions remain regarding oral antibiotic therapy including;
do macrolides have to be continued lifelong or can they be withdrawn (e after 12 months)? The most
appropriate dose and macrolide agent to minimise side-effects and development of antimicrobial resistance
has not been determined. It is not known if alternative oral antibiotic agents such as tetracyclines or
; ecive when given long term. As the maximum duration of macrolide treatment
was 12 months, it is not known if the effectiveness of macrolides wanes over time, as antibiotic resistance
d:w:lups or if effectiveness is sustained.

Wong C, Jayaram L, Karalus N, et al Azithromydn for prevention of exacerbations in non-cystic fibrosis
bronchiectasis (EMBRACE): a randomised, double-blind, placebo-controlled trial. Lancet 2012; 380: 660-667.
Altenburg ], de Graaff CS, Stienstra Y, ef al. Effect of azithromycin maintenance treatment on infectious
exacerbations among patients with non-cystic fibrosis bronchiectasis: the BAT randomized controlled trial
JAMA 2013; 309: 1251-1259,

Serisier D], Martin ML, McGuckin MA, et al. Effect of long-term, low-dose erythromydn on pulmonary
exacerbations among patients with non-cystic fibrosis bronchiectasis: the BLESS randomized controlled trial
JAMA 2013; 309: 1260-1267.
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*Riduzione del numero di *Epatotossicita
riacutizzazioni *Effetti gastrointestinali

«Miglioramento del SGRQ e *Alterazioni cardiovascolari

lieve miglioramento del FEV1 *Rischio di indurre

(non significativo) resistenza in caso

*Ridotta colonizzazione da di infezione da NTM

Pseudomonas A.

IN QUALI PAZIENTI USARE | MACROLIDI ? > Frequenti riacutizzatori ?

Riduzione della colonizzazione ? Riduzione della flogosi bronchiale ?




Original Research

BROMCHIECTASIS

Clinical Efficacy and Safety of
Budesonide-Formoterol in Non-Cystic
Fibrosis Bronchiectasis cuest 2012; 141(2):461-465

Miguel Angel Martinez-Garcia, MD: Juan |- Soler T, MDY Palolo Cataldn-Serra, MI,

Filar Ronwin-Senches, MD: and A h;l_-;.ur-'.r I"‘r-':'luu'i..

Conclusions: Inhaled medium-dose formoterol-budesonide combined treatment in a single

inhaler is more effective and safe compared with high-dose budesonide treatment in patients
with non-CF bronchiectasis.

Combined treatment >>>>>>
Reduction of dyspnea
Decrease in cough days
Decrease wheezing perceived
Reduction in dose of rescue B2
agonist needed

Improvement of HRQL

LABA and ICS are synergisticin :
reduction of mononuclear inflammation
reduction of neutrophilic inflammation
Reduction of airflow chronic bronchial
obstruction and bronchial
hyperresponsiveness
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COPD-bronchiectasis overlap syndrome @

John R. Hurst', J. Stuart Elborn? and Anthony De Soyza®* on behalf of the CrossMark
BRONCH-UK Consortium®

Affiliations: 'UCL Respiratory, University College London, London, UK. 2Centre for Infection and Immunity,
Queen’'s University, Belfast, UK. “Respiratory Medicine, Institute of Cellular Medicine, Newcastle University,
Newcastle, UK. “Adult Bronchiectasis Service, Freeman Hospital, Newcastle upon Tyne Teaching Hospitals,
Newcastle, UK. °For a list of the BRONCH-UK Consortium members see the Acknowledgements section.

Correspondence: John R. Hurst, UCL Respiratory, Royal Free Campus, University College London, London
NW3 2PF, UK. E-mail: j.hurst@ucl.ac.uk

Treatments useful in COPD may not be widely effective in bronchiectasis and
viceversa

sInhaled corticosteroids provide perhaps the best example of this: they are widely
used in COPD but not recommended for most patients with bronchiectasis.The reasons
for this are unclear but reflect, in part, the diverse aetiology underlying bronchiectasis.

slnhaled antibiotics, antipseudomonal agents in appropriate patients , are

of benefit and appear in current bronchiectasis guidelines , but are not used

routinely in stable COPD. Bronchiectasis guidelines suggest 14 days of antibiotics

for treating bronchiectasis exacerbations but courses in COPD should be considerably
shorter.Extrapolating this to COPD-associated bronchiectasis could greatly increase
the use of antibiotics at a time when antimicrobial resistance is a major concern.




Approccio terapeutico integrato

C. Riabilitazione e fisioterapia




Approccio terapeutico integrato

Chronic Obstructive Pulmonary Disease
Non Cystic Fibrosis Bronchiectasis Walking aids

Airway Clearance Techniques Breathing techniques
Postural drainage Managing anxiety and panic
Non invasive ventilation Muscle Rehab.

Pelvic floor muscle training Respiratory muscle rehab.

Oxigen therapy

Airway clearance techinque
Non invasive ventilation (Acute)
Pelvic floor muscle training

Bott J et al. Guidelines for the physiotherapy management of the adult, medical, spontaneously
breathing patient Thorax 2009




Approccio terapeutico integrato

Chronic Obstructive Pulmonary Disease
e Postural drainage

e Airway clearance techinque
* Non invasive ventilation (Acute)
e Pelvic floor muscle training

Bott J et al. Guidelines for the physiotherapy management of the adult, medical, spontaneously

breathing patient Thorax 2009
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Short-term effects of three slow expiratory airway clearance techniques
in patients with bronchiectasis: a randomised crossover trial.
Herrero-Cortina B, Vilard J2, Marti D3, Torres A%, San Miguel-Pagola M>,
Alcaraz V3, Polverino E3

OBIJECTIVE:

To compare the efficacy of three slow expiratory airway clearance techniques
(ACTs).

INTERVENTIONS:

Autogenic drainage (AD), slow expiration with glottis opened in lateral posture
(ELTGOL), and temporary positive expiratory pressure (TPEP).

CONCLUSIONS:

Slow expiratory ACTs enhance mucus clearance during treatment sessions,
and reduce expectoration for the rest of the day in patients with
bronchiectasis.



http://www.ncbi.nlm.nih.gov/pubmed/26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Herrero-Cortina%20B%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Vilar%C3%B3%20J%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mart%C3%AD%20D%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Torres%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=San%20Miguel-Pagola%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Alcaraz%20V%5BAuthor%5D&cauthor=true&cauthor_uid=26712530
http://www.ncbi.nlm.nih.gov/pubmed/?term=Polverino%20E%5BAuthor%5D&cauthor=true&cauthor_uid=26712530

GESTIONE GENERALE : valida x tutti gli stadi della malattia Hoade b s LD s

transp tion, surgery

g General management [applies at all stages of disease: ; -
Alﬁiﬁzgi:;ce Vaccination against influenza and pneumococcus
Manage co-morbidities and underlying cause selected patients
Long-term antibiotic Pulmonary rehabilitation : : :
therapy Prompt treatment of exacerbations Macrolides for patients with
_ Sputum surveillance of Pseudomonas aeruginosa and frequent exacerbations
non-tuberculous Mycobacteria Inhaled antlhlntlcs‘ partlcular.xmtlh
therapy Pseudomonas aeruginosa colonisation
Therapies in aq
disease Regular physiotherapy+adjuncts
Inhaled corticosteroids in (devices/hyperosmolar agents]
selected patients
Consider macrolides for patients Severe bronchiectasis or persistent
with frequent exacerbations symptoms despite standard care

Regular physiotherapyadjuncts
(devices/hyperosmolar agents)

Moderate severity or persistent
symptoms despite standard care

Daily physiotherapy GESTIONE «ESPERTA» IN RELAZIONE AL

GRADO DI SEVERITA’ DELLA MALATTIA

Mild severity

FIGURE 2 The stepwise management of non-CF bronchiectasis. Alternative oral antibiotics such as f-lactams or tetracyclines may be appropriate for patients
intolerant or not suitable for macrolides.
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@ Research priorities in bronchiectasis: a
consensus statement from the EMBARC ‘ P
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Stefano Aliberti', Sarah Masefield®, Eva Polverino®, Anthony De Soyza™®,
Michael R. Loebinger®, Rosario Menendez”, Felix C. Ringshausen®,

Montserrat Vendrell®, Pippa Powell® and James O. Chalmers'® on behalf of the
EMBARC Study Group"'

Although historically considered a neglected disease, bronchiectasis has become
a disease of renewed interest over the past decades in light of an increase in
prevalence and an increasing burden on healthcare systems

There are no licensed therapies, and large gaps in knowledge in terms of
epidemiology, pathophysiology and therapy

To date, treatment of bronchiectasis is mainly extrapolated from cystic fibrosis
(CF) and chronic obstructive pulmonary disease (COPD), or based on expert
opinions as high-quality evidence is still missing

This consenss staement icenties the hey research priortes as cetermined by physicans carng
bronchietasis patients, by the ptents temsetves, and by the fends and fnly helping care for lhrrmbT |




~
gra2|e assaje E".

11H'E1III

s"."&#,..n
ARIGATO ﬂigﬁm * OU

SHUKURIA .:: ‘g,
BOLZIN

NKSCHEEN
SHUHHIA

E

;;;;mu GOZAIMASHITA & “ gy
= EFCHARISTO wﬁ mg

I

!H




	Diapositiva numero 1
	Diapositiva numero 2
	Diapositiva numero 3
	Diapositiva numero 4
	Diapositiva numero 5
	Diapositiva numero 6
	Diapositiva numero 7
	Diapositiva numero 8
	Diapositiva numero 9
	Diapositiva numero 10
	Diapositiva numero 11
	Diapositiva numero 12
	Diapositiva numero 13
	Diapositiva numero 14
	This is the first study in the literature analyzing a large�CAP series to investigate demographics, clinical characteristics and microbial etiology of pneumonia in NCFBE�patients.
	Bronchiectasie nella BPCO�Bronchiectasie e  BPCO
	Diapositiva numero 17
	Diapositiva numero 18
	Diapositiva numero 19
	Diapositiva numero 20
	Diapositiva numero 24
	Diapositiva numero 25
	Diapositiva numero 26
	Diapositiva numero 29
	Diapositiva numero 30
	Diapositiva numero 31
	HRCT Diagnostic Criteria
	Diapositiva numero 33
	Diapositiva numero 34
	Diapositiva numero 35
	Fbs nelle bct localizzate
	INDICAZIONE ALLA  BRONCOSCOPIA (FBS) �IN PAZIENTO CON BRONCHIECTASIE NON FC 
	Diapositiva numero 38
	2002
	Diapositiva numero 40
	Bronchiectasie: Scoring system in CF
	Diapositiva numero 42
	Bronchiectasie: �Scoring system in Non CF
	Diapositiva numero 44
	Diapositiva numero 46
	Diapositiva numero 47
	Bronchiectasie :TERAPIA
	Diapositiva numero 49
	Diapositiva numero 50
	Diapositiva numero 51
	Diapositiva numero 52
	Diapositiva numero 54
	ORBIT-3&4 Phase 3 Status January 2015
	ORBIT 4
	Diapositiva numero 57
	Diapositiva numero 58
	Diapositiva numero 59
	Diapositiva numero 60
	Diapositiva numero 61
	Diapositiva numero 62
	Diapositiva numero 63
	Macrolidi e biofilm batterici
	Diapositiva numero 65
	Diapositiva numero 66
	Diapositiva numero 67
	Diapositiva numero 68
	Diapositiva numero 69
	Diapositiva numero 70
	Diapositiva numero 71
	Diapositiva numero 72
	Diapositiva numero 73
	Physiotherapy. 2015 Dec 1. �Short-term effects of three slow expiratory airway clearance techniques in patients with bronchiectasis: a randomised crossover trial.�Herrero-Cortina B1, Vilaró J2, Martí D3, Torres A4, San Miguel-Pagola M5, Alcaraz V3, Polverino E3�
	Diapositiva numero 75
	Diapositiva numero 76
	Diapositiva numero 77
	Diapositiva numero 79

