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. Qué son las
bronquiectasias?
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= Bronquiectasias
citologia

— Neutroéfilos prdominan en la luz
- proteasas

— Macrofagos infiltran la pared

— Linfocitos T infiltran la pared
bronquial

* Foliculos linfoides



> Etlologia

Postinfecciosas

Bacterias, TBC, micobacterias atipicas, virus y
hongos

Alt del sistema mucociliar

Sindromes de disquinesia ciliar

Alteraciones bronquiales congénitas

Sdr Mounier-Kuhn/ Williams-Campbell
Secuestro broncopulmonar
Traqueobroncomalacia

Déficits moleculares

Décifit de alfa 1 antitripsina
Fibrosis quistica

Inmunodeficiencias primarias

Déficits de anticuerpos o id celeulares
Deficits inmunitarios larvados

Inmunodeficiencias secundarias

QT, neoplasias, SIDA

Causas locales (obstructivas)

Intrinsecas (tumores, cuerpos extrafios..)
Extrinsecas (tumores, adenopatias..)

Postrasplantes

Bronquiolitis obliterante o EICH

Neumonitis postinflamatoria

Aspiracion, RGE o inh gases toxicos

Enfermedades sistémicas

Artritis reumatoide, Sdr Sjogren, EA, Sdr
Marfan, Ell, policondritis recidivante,
Sarcoidosis

E. de las unas amarillas, panbronquiolitis
Sindrome de Swyer-James

Aspergilosis broncopulmonar alérgica
EPOC grave, Asma avanzado




¥ Patogenia de las bronquiectasias

Fc iniciales

A
------

S e ',; | t ’. s
INFECCION
(aguda /cronica) A

Datio tisular

Deterioro PFR
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2 Flbrosis quistica
afectacion pulmonar




< Patogenia

A) Small airway Large airway B) Small airway Dilation (bronchiectasis)

Proteases

Inflammation Inflammation

C) D)

Obstruction Dilation (bronchiectasis) Obstruction Dilation (bronchiectasis)

>
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- _-T___—
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Interstitial pneumonia
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=% Patogenia de las bronquiectasias

Fc iniciales

eTensas
ﬂ

INFECCION
(aguda /croénica) A

Tabaco, infeccidn,
enf. respiratorias

Datio tisular
Deterioro PFR




BQ,

colonizacion — infeccién - inflamacion

Grupo Control LBA BQ P
N=10 N=19
o, AT (ng/L)2 4(1-14) 1 (1-6) 0.028
PMN (%)P 3.75+ 1.5 61 + 27 0.002
CE-PMN (ng/L)2 7(0-26) 502 (0-8808) 0.08
CEL-PMN (ng/L)2 0(0-1) 3(0-1537) 0.03
CIE-PMN (ug/L)2 36(17-149) 0(0-68) 0.001

a) mediana (minimo-maximo)
b) media + ds

De Gracia et al. ERJ 2000
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TABLE 3. TOTAL DIFFER
BRONCHIECTASIS WITH

Subjects, n

Total cell count, 10° cells x
Neutrophils, %*
Neutrophils, 10> cells X ml]
TNF-c, pg/ml
IL-18, pg/m
IL-8, pg/ml*
IL-10, pg/ml
IL-6, pg/ml
Elastase, g /o
MPO, U/L¥

Al

Neutrophils (%)

<

IL-13 {pafmi}

125 -

100 +
757
50 =
25 -|
0
Mormal o 5
flara 10 =10
Colony-forming units/ml
25 ; ‘_
20

Normal  10%  10*

flora

Colony-forming units/m]

B)
12
100 |
E
g,
hi
5oL
5
1 ﬁ .
o -
Normal 10 ;:10"
flora
Colony-ferming units/mi
D
| T
3000 =

IL-8 {paiml)

102
fiora

Colony-forming units/ml

BALF OF PATIENTS WITH

Colonized
Patients

22
22 (2-384)
57 (0-98)*
9.5 (0-377)
Kg (0-186)"
156 (55-308)
%363 (0-5,520)F
0 (0-5,520)
8 (0-115)
% 231 (15-2,930)*
*46.2 (0-1,067)*

Angrill et al. AJRCC 2001; 164: 1628-32
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" Colonizaciéon bronquial crénica y funciéon pulmonar

n Germen FVC% FEV1%
Angrill 70 Nocolonizado 88 18 85 22
2002 210  Colonizado /8 18 70 23
0,02 <0,005
n Germen FVC FEV1
Evans 12 P. aeruginosa 1,26 0,68
1996 37  No P. aerugin 2,07 1,21
< 0,05

De Gracia 59  P.aeruginosa 2,3 1,5
1999 58  H. influenzae 2,7 1,9
< 0,05



%feccién bronquial cronica (FQ)
fattores de riesgo de FEV1 < 60%

110
100

* Fibrosis quistica (16 pacientes)
* Muestras de esputo

- los niveles elevados de IL-8,
mieloperoxidasa y DNA-neutrofilos
se asocian con:

- deterioro de la funcion pulmonar

Kim et al. Chest 2006; 129:1148-54
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FQ

Inflam - coloniz - PFR

Declive PFR
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Mayer-Hamblett et al. AJRCCM 2007; 175: 822-8




%fﬁccién bronquial cronica FQ
exacerbaciones agudas y funcion pulmonar

Correlacidon entre numero de
exacerbaciones y pérdida de
funcion pulmonar

Dowson et al. AJRCCM 2001;164:1805-1809



<2~ [nfeccion bronquial cronica (FQ)
~ exacerbaciones y funcién pulmonar

Schaedel et al., Pediatr Pulmonol 2002; 33: 483




2 BQ - EPOC

IETA
CATALANA DE
FNEUMOLOGIA

Colonizacion bronquial cronica y funcion pulmonar

30 pacientes / 1 aino

1 carga bacteriana

1 declive FEV,
1 IL8
P <0.001

Wilkinson et al. AJRCCCM 2003; 167:1090-5



«» BQFQ-BQno FQ-EPOC

patron colonizacion, infeccion

BQ FQ BQ no FQ EPOC

Haemophilus influenzae ++ ++++ F+++
Streptococcus pneumoniae + ++ o+
Staphylococcus aureus +++ + "
Pseudomonas aeruginosa ++++ ++ "

-+
-+

Stenotrophomonas maltophilia

Burkholderia cepacia

Aspergillius spp.

Virus
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= Colonizacion/infeccion bronquial cronica

Pang Pasteur Angrill Wilson Grupo TIR
ARRD 89 AJRCC 00 Thorax 02 ERS 06/09 SEPAR 10
23p (CT) 150p 75p (CT) 169p 1923p
H.influenzae 23 17 32 25 12
Pseudomonas 18 24 16 22 23
S.aureus 9 7 3 21 8
S.pneumoniae 4 4 8 4 4
MRSA 1
Otros 5 14 9 11 8
No germen 41 23 31 42 40




CRONOINFECCION:

PACIENTE CON INFECCION BRONQUIAL CRONICA

Virus
Mycoplasma / Clamydia

Neumococo

H. Influenzae

Staph. aureus

Pseudomonas aeruginosa

S. Maltophila

B.cepacea
Otros BGN




<+ Infeccién bronquial crénica (FQ)

-~ factores de riesgo de FEV1 < 60%

TABLE 7—Relative Risk Ratio of Having FEV; Less Than 60% in Different Age Cohorts With Regard to Genotype, Gender,
Pancreatic Status, and for Patients With Pancreatic insufficiency Also With Regard to Chronic Pseudomonas aeruginosia

IWDiabetes, and Cirrhosis'

Age cohort Genotype Pl vs. Male vs. A VS. Diabetes vs. Cirrhosis vs.
(vears) AB vs. C CL PS CL female n-:)n-PA CL non-diabetes CL noncirrhosis
=12 NS 1.2 1.1-1.3 NS 1.6-6.2 NS NS
13-18 NS 1.5 1.3-1.6 NS 1.4-4.6 NS NS
19-24 3 1.7-5 2.6 1.1-6.5 NS 1.1-2.8 1.5 1.1-2.2 NS
25-30 NS NS NS 1.4-7.1 1.5 1.1-2.5 NS
1 .
Mtlc sufficiency: NS, not significant; genotype: A, hc-moz}rgmlty for AF508: B, severe/severe mutation: C, one or two missense

mutations; CL, 95% confidence limits.

Pediatric Pulmonology 33:483—491 (2002)



- BQ-—Idiopaticas Colonizacion
bronquial por Ps
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BQ — Colonizacion bronquial por Ps

50 ml/ano

FEV1 (ml)

" Col crdénica P aeruginosa
70-120 ml/afno Multiples agudizaciones

Inflamacion sistémica

Martinez-Garcia et al. Chest 2007; 132: 233
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" Colonizacion patogeénica BQ

INFLAMACION




«%" Colonizacion inicial / intermitente
¢,Cuando intentar la erradicacion de la Ps?

IETA
CATALANA DE
EUMOLOGIA




<% Tratamiento inicial colonizacion Ps
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~~ BQ—=FQ Colonizacion bronquial por
Ps

Frederiksen B, et al., Pediatr Pulmonol 1997; 23: 330-335
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Mortality in Bronchiectasis: a long-term study assessing the factors influencing
survival.

'"M.R. Loebinger MA, MRCP,

ERJ Express. Published on April 8, 2009 as doi: 10.1183/09031936.00003709
Mortality Risk Factors

All the measured variables were included 1n a univariate analysis shown in Table 2.

Table 2

Parameters RR (95% CI) p value
Sex 1-96 (0-92-4-20) 0-082
Age 1-:06 (1-:02-1-09) 0-001
Smoker 1-78 (0-87-3-63) 0-120

|PSA,-’N011-PSA | [2-33 (1-04-5-18) 0-039 |




Infeccion bronquial cronica

Con independencia de la etiologia, en la colonizacion /
infeccion bronquial cronica:

*Correlacion entre densidad bacteriana y marcadores de
inflamacion

*Correlacion entre densidad bacteriana y exacerbaciones
pulmonar

« Mayor inflamacion mayor declive de la funcion pulmonar
» Mayor n° de exacerbaciones mayor declive de funcion.
 Todo ello es especialmente cierto en la colonizacion /

infeccion crdénica por P.aeruginosa

*Ps aeruginosa predictor mortalidad



L})a/w .
" Patogenia BQ

INFLAMACION
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The Problem of Bronchiectasis®
A Review

BERNARD E. McGOVERN, MD.,, FAC.P., F.C.CP.
North Hollywood, California

Mﬂe pulmonary tuberculosis, is a%
bu ronchiec . unlike tuberculosis, kills on a rairly defin

schedule. Tuberculosis, unless in a terminal state, tends to heal
if given a chance; and we see many people who once had far
advanced active pulmonary tuberculosis, who have regained a
measure of health and economic independence; but we see very
few bronchiectatic patients with far advanced disease who are

ever able to do more than live g dependent existance:
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found, in a group of two hundred bronchiectatic patients, who
had acquired their disease in the first ten years of life, that few
were living after forty years of age. Riggins,? from observations
at the Bellevue and Lennox Hill Hospitals, New York City, agreed
with Head for the most part; but also saw a fair sprinkling of
bronchiectatic patients in their sixth or seventh decades. While
Roles and Todd?® observed a forty-seven per cent mortality in
forty-nine non-surgically treated patients that were followed for
six years. Clagett and Deterling, Jr.,* stated that some bronchiec-

tasis was found in two per cent of all the necropsied cases at the
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Tt° quirdrgico

Tt° etioldgico

The treatment { \/acunacion infantil ed for surgery
is palliative: ;  Pe€

sulpha drugs, anc . .
tration: or sulfa | Prevencion frente TBC | S the acute

episodes; vaccine us); general

Tt° antibiotico
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‘Fibrosis quistica
supervivencia Supervivencia media

/.:br;nw‘_—’

General

mediana de

Fibrosis
Quistica



AN . . ..
=7 Fibrosis quistica

supervivencia

80 -

60

ediana de
cimiento
)

Supervivencia media

Tt° Ileo meconial

Tt° enzimas pancreaticas

Unidades de FQ

Tt° antibidtico



BQ no son una enfermedad en si mismas sino una
lesion estructural que puede producirse por diferentes
causas y en diferentes enfermedades

Sea cual sea la etiologia, todas son susceptibles de
colonizarse a nivel bronquial y desarrollar una gran
respuesta inflamatoria que se asocia a progresion del
dano pulmonar

Todas las bronquiectasias tienen aspectos de manejo
comunes sea cual seala causa que las ha producido







INFECCION CRONICA - INFLAMACION -
FUNCION PULMONAR




0 . ., . ., . .,
tdlonizacion / infeccion — inflamacidn

tratamiento

INFECCION
cr'omca

EPOC
BQ (con /sin FQ)

Datio tisular
Deterioro PFR




INFECCION CRONICA — INFLAMACION -
FUNCION PULMONAR

BRONQUIECTASIAS NO FQ
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tdlonizacion / infeccion — inflamacidn
tratamiento

antibiotico
1 > Colo on \

bronc
] —

Datio tisular
Deterioro PFR
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colonizacion — infeccion bronquial cronica
objetivos del tratamiento

Disminucion carga bacteriana

’

Reduccidn n© exacerbaciones

’

Tratamiento antibiotico Reducciéon respuesta inflamatoria
prolongado

Frenar deterioro pulmonar



BQ: Tratamiento
Infeccion bronguial cronica

« AB: microorg y antibiograma

« Tiempo: control infeccion: - esputo mucoso
- infecciones

*Via: - oral

- iInhalada: | - Infeccién por Pseudomonas
- Microrg.resistentes al AB oral
- No respuesta clinica al AB oral

- Efectos 2° al AB oral

Colistimetato Tobramicina
de sodio libre de aditivos

(2 mU/12h%*) (300 mg/12h)

Nebulizadores apropiados
E. adversos: broncoespasmo, disnea, molestias toracicas
Broncodilatadores y drenaje de secreciones previo

: Cuidado: insuficiencia renal o hipoacusia
* nebulizador I-neb

RC. CE moderada



%Zﬁlonlza(:lon Inicial / intermitente
C,Cuando Intentar la erradicacion de la Ps?
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Barker AF. NEJM 2002; 346:1383-1393

Enfermedad infrecuente
— Prevalencia desconocida

— Incidencia ha disminuido en la era antibiotica y
vacunacion infantil

— Prevalencia alta en poblaciones aisladas con pobre
acceso a los centros de salud
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Chronic Cough Due to Bronchiectasis

ACCP Evidence-Based Clinical Practice Guidelines

Mark . Rosen. MD. FCCP -
lark |. Rosen, MD, FCCI (CHEST 2006: 129:1225—131S)

« En BQ no FQ el Tt° con antibioticos nebulizados no

deberia ser utilizado

Guidelines for the management of adult
lower respiratory tract infections

M. Woodhead*, F. Blasi”, S. Ewig', G. Huchon®, M. Leven®, A. Ortqvist’,
T. Schaberg**, A. Torres””, G. van der Heijden'" and T.J.M. Verheij""



A

SOCAP
=

* Barker AF. NEJM 2002; 346:1383-1393

Enfermedad infrecuente
— Prevalencia desconocida

— Incidencia ha disminuido en la era antibiotica y
vacunacion infantil

— Prevalencia alta en poblaciones aisladas con pobre
acceso a los centros de salud

Bronchiectasis

Ethan E Emmons, MD,

Last Updated: January 31, 2007

Internationally: Bronchiectasis is a major cause of morbidity in less-
developed countries, especially in countries with limited access to medical
care and antibiotic therapy.
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Bronchiectasis*

Anne E. O’Donnell, MD, FCCP Chest 2008;134;815-823

B ronchiectasis, which was once considered to be

an orphan disease with tading relevance in the
developed world in the late 20th century,' is now
being diagnosed with increasing trequency in North
America and around the globe. Bronchiectasis,
which was initially described by Laennec? in 1819, is
an abnormal dilatation of bronchi and bronchioles
due to repeated cycles of airway infection and in-
flammation.?>* Bronchiectasis causes severe pulmo-
nary infections and loss ot lung tunction, results in
chronic morbidity, and may contribute to premature
mortality.”>6 There are multiple genetic, “anatomic,
and systemic causes of bronchiectasis. Cystic fibrosis




BQ . Exacerbations in cystic fibrosis: 4 - Non-cystic
Incidencia fjprosis bronchiectasis

A B Chang and D Bilton
Thorax 2008;63;269-276

ABSTRACT

Bronchiectasis unrelated to cystic fibrosis (CF) is
Increasingly recognised as an important and major primary
respiratory disease in developing countries. In affluent
countries, bronchiectasis Is also increasingly recognised In
subsections of communities (such as indigenous peoples)
as well as a co-existent disease/co-morbidity and disease
modifier in respiratory diseases such as chronic obstruc-

tive pulmonary disease. The epidemiology, pathogenesis,
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Normativa SEPAR:
Diagnostico

y tratamiento
de las bronquiectasias
RECOMENDACIONES SEPAR

Vendrell M, De Gracia J, Olveira C, Martinez MA,

Giron R, Maiz L, Canton R, Coll R, Escribano A,
Solé A

S dad li de Neumabagla

SEPAR




Registro de Bronguiectasias
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" Etiologia (1)
Ellis Trucksis Pasteur Li Shoemark  Wilson
% Thorax CCTID AJRCCM ERJ RM ERC
1981 1991 2000 2005 2007 2001/6
111p 100p 150p 136p 165p 69p
Infecciones 46 16 29 4 34 32
Aspiracion 2 18 1 1
Sd Cilio 1 2 15 10 11
Inmunodef. 1 8 34* 4 6
FQ 31* 3 1 1
EPOC
Otras 5 6 3 4 21 24
Idiopéticas 49 45 53 25 26 26
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tdlonizacion / infeccion — inflamacidn

INFECCION \

T

Colonizacion

EPOC
BQ (con /sin FQ)

Dario tisular

Deterioro PFR




