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MECHANISMS OF DISEASE
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HRONIC OBSTRUCTIVE PULMONARY DISEASE (COPD) IS A MAJOR CAUSE OF

illness and death throughout the world. It affects about 10% of the general

population,! but its prevalence among heavy smokers can reach 50%.2 COPD
is the fourth leading cause of death in most industrialized countries, and it is pro-
jected to be the third leading cause of death worldwide by 2020.* Tobacco smoking
is the primary risk factor for the development of COPD, but other factors, such as
burning biomass fuels for cooking and heating, are important causes of COPD in
many developing countries.>*

A principal feature of COPD is a limitation of airflow that is not fully reversible
and is associated with an abnormal inflammatory response in the small airways
and alveoli. The principal abnormalities in small airways are the presence of an
inflammatory cellular infiltrate and a remodeling that thickens the airway wall,
thereby reducing the airway diameter and increasing resistance to flow® (Fig. 1).
Additional features are prominent inflammatory infiltrates in the alveolar walls,
destruction of alveoli, and enlargement of air spaces. These anatomical hallmarks
of emphysema reduce the elastic pressure that generates expiratory flow® (Fig. 2).
Chronic bronchitis, a condition that according to some authors has little to do
with the development of airflow obstruction,” develops in approximately 50% of
smokers.

Several mechanisms may contribute to these abnormalities. In 1964, researchers
reported that a deficiency of alpha -antitrypsin was associated with emphysema.®
A few years later, neutrophil elastase was reported to be the target of alpha,-anti-
trypsin.° These findings, together with the observation of increased numbers of
neutrophils and macrophages in the lungs of smokers, pointed to a connection be-
tween neutrophil elastase and macrophage proteinases as the primary effectors of
lung destruction in COPD, a premise that still prevails.1®1* Other, complementary
mechanisms have been proposed more recently, including oxidative stress due to
cigarette smoking or to the increase in activated neutrophils and macrophages,*? as
well as apoptosis of endothelial and epithelial cells. The apoptosis results in part
from the down-regulation of vascular endothelial growth factor (VEGF), which is
required for the growth and survival of endothelial and alveolar cells. These events
interfere with lung maintenance and repair, which are necessary to overcome the
sustained injury imposed by cigarette smoke.*® In addition, residual apoptotic debris
can promote further inflammation and an immune reaction.** Another possible
mechanism involves viral infections, which are common in smokers. Viruses can
add to the inflammatory milieu promoted by smoking.”*> Age-related alterations,
such as epigenetic changes, low-grade chronic inflammation, and cell senescence, can
also contribute to the development of emphysema by enhancing inflammation and
impairing tissue repair.® All these mechanisms point to a central role of the inflam-
matory response to inhaled particles and pollutants in the pathogenesis of COPD.*
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Figure 1. Specimens from the Small Airways in the Healthy Lung of a Nonsmoker
and the Lung of a Smoker with COPD.

In the specimen of the small airways (membranous bronchioles) from the
healthy lung of a nonsmoker (Panel A), the airway walls are thin, and intact
alveoli are attached along its circumference. In a comparable specimen from
the lung of a smoker with COPD (Panel B), the diameter of the airway is nar-
rowed, the airway wall is thickened, and many of the alveolar attachments
are broken. CD8+ T lymphocytes (in red) infiltrate the airway wall in the spec-
imen from the smoker with COPD (Panel B) but not in the specimen from
the nonsmoker (Panel A) (immunostaining with antihuman CD8; counter-
stained with hematoxylin). Images courtesy of Dr. Fiorella Calabrese.

Inflammation mediated by T cells in the
lung, which persists for years after cessation of
smoking, has been identified as a key compo-
nent of COPD.'”1¢ These findings suggest that
the immune response is involved in the patho-
genesis of COPD and that COPD could be an
autoimmune disease triggered by cigarette smok-
ing.*2t In the 5% of patients with COPD who
are nonsmokers, the disease seems to be associ-
ated with organ-specific autoimmunity.2?

In this article, we review the proposed mech-
anisms leading to COPD and the emerging evi-
dence that progression of the disease is the result
of T-cell-mediated inflammation. T cells could be
activated by antigens released during smoking-
induced lung injury. We have divided these mech-
anisms into three steps that may be involved in
the development of COPD.

MECHANISMS LEADING TO COPD

STEP 1 — INITIAL RESPONSE TO CIGARETTE SMOKE
Innate and adaptive immunity are components of
an integrated system in which cells and mole-
cules function cooperatively. The innate immune
response relies not on antigen-binding receptors
but on pattern-recognition molecules, and unlike
the adaptive immune response, it is not associated
with long-lasting protective immunity. Innate im-
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munity is a rapid, nonspecific response to mi-
crobes and tissue injury that stimulates and influ-
ences the relatively slow development of specific
adaptive immune responses.?3

How irritants such as cigarette smoke trigger
an innate immune response is unknown, but the
“danger hypothesis” of Matzinger?* is a plausible
explanation. Matzinger has proposed that it is not
the presence of a microbe itself that alerts the
immune system to respond but rather the cellu-
lar stress or tissue damage (danger signals) result-
ing from infection. Toll-like receptors (TLRs), of
which there are about 15 different types, are
sensors on cells of the innate immune system
that recognize molecular patterns displayed by
pathogens. Some TLRs can also initiate immune
responses against injured tissue.?> Each puff of
a cigarette contains more than 2000 xenobiotic
compounds and 10*# free radicals that injure lung
epithelial cells to a degree that is directly pro-
portionate to their concentration.2>?” Breakdown
of connective tissue also occurs in humans who
smoke,?®2° as it does in mice exposed to ciga-
rette smoke.3° Products derived from epithelial-
cell injury can act as ligands for TLR4 and TLR2;
when either is cross-linked by its corresponding
ligand it will activate nuclear factor kB (NF-«B),3'32
inducing epithelial cells to produce mediators of
inflammation. These mediators activate alveolar
macrophages and neutrophils,??*3* which in turn
secrete proteolytic enzymes and, together with
reactive oxygen species, damage lung tissue fur-
ther.353¢

Exposure to infectious or environmental in-
sults, tissue trauma, oxidative stress, or cell
death37 could release sequestered autoantigens,3®
modify proteins, damage mitochondria, and re-
lease DNA from apoptotic cells.3® The adaptive
immune system can recognize these products as
foreign antigens and trigger an immune reac-
tion.3749-43 These and other similar mechanisms
have been implicated in rheumatoid arthritis,
atherogenesis, multiple sclerosis, and systemic
lupus erythematosus.3”384° In smokers, such anti-
gens could be released as a result of necrosis and
apoptosis of epithelial and endothelial cells and
extracellular-matrix injury.#*43 Self-antigens are
not by themselves sufficient for the development
of an immune response or an autoimmune dis-
ease; however, TLRs will link innate and adap-
tive immunity, enhancing the pathogenic poten-
tial of those antigens.** Inflammatory lung injury
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Figure 2. Lung Specimen from a Patient with Emphysema
and COPD.

A 100-pm slice from the whole lung shows centrilobular
emphysema, which is more prominent in the upper lobes
(no staining). The square inset shows centrilobular
destruction and enlargement (hematoxylin and eosin).
The oval inset shows a severe inflammatory infiltrate,
consisting of alveolar macrophages, CD8+ T lympho-
cytes (immunostaining with antihuman CD8; counter-
stained with hematoxylin), and other cells, involving
the alveolar wall and surrounding air spaces.

can disrupt the extracellular matrix, and break-
down products such as hyaluronate*s and bigly-
can*® can ligate TLR2 and TLR4.#” The end re-
sult is that macrophages and dendritic cells
produce cytokines and chemokines that orches-
trate the inflammatory conditions required to ac-
tivate the adaptive immune system.**4” In mice,
lung inflammation induced by cigarette smoke
depends on the presence of TLR4 and myeloid
differentiation factor 88, an adapter protein that
stimulates NF-kB.*®

We refer to this chain of events as step 1 in the
progression of COPD and propose that in most
smokers the disease process will not advance if
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innate inflammation is minimized and the events
described in step 2 and step 3 do not take place
(Fig. 3). Patients at step 1 are most likely smok-
ers with normal lung function or stage 1 COPD
as defined by the Global Initiative for Chronic
Obstructive Lung Disease (GOLD).

STEP 2 — T-CELL ACTIVATION AND PROLIFERATION
Immature dendritic cells alert the adaptive im-
mune system to the presence of incoming patho-
gens or to tissue injury.2>44+4%5° These cells ma-
ture when the TLRs they display bind to a ligand.
Mature dendritic cells express high levels of class
II major-histocompatibility-complex (MHC) pro-
teins and the costimulatory molecules CD80 and
CD86, which direct them to local lymph nodes,
where they present antigens to T cells.5* Expres-
sion of interleukin-12 by dendritic cells activates
the signal transducer and activator of transcrip-
tion 4 (STAT4), which induces T cells to differ-
entiate into type 1 helper (Thl) T cells, which
in turn produce interferon-y. In smokers with
COPD, there is a marked increase of mature den-
dritic cells in the peripheral airways>>3 that is
most likely related to the high expression in the
lungs of the dendritic-cell chemoattractant
CCL20.52 There is also an increase in CD4+ T cells
expressing STAT4 in the lungs. Consistent with
these events in the chain of causation is the ob-
servation that the expression of STAT4 and
interferon-vy correlates with the degree of airflow
limitation in COPD.>*

It is likely that material in the lungs of smok-
ers from stressed, injured, and necrotic cells>>5°
and from apoptotic cells>” is taken up by den-
dritic cells and presented by dendritic cell-MHC
class I molecules to CD8+ T lymphocytes. Such
T cells are abundant in the lungs in COPD.>®

Naive, quiescent T cells cannot enter the lung
parenchyma outside blood vessels,> but once
activated by antigen-bearing dendritic cells, they
can be drawn into the lung by means of their
tissue-specific chemokine receptors.>®>° In the
lungs of smokers with COPD, CD8+ and CD4+
T cells express the tissue-specific chemokine
receptors CXCR3, CCR5, and CXCR6,°°-°2 but
they do not express CCR3 or CCR4, both of
which are chemokine receptors expressed by
CD4+ Th2 T cells in asthma.®»°2 The ligands for
CXCR3-CXCL10 (or interferon-inducible protein-10
[IP-10]) and CXCL9 (or monokine induced by in-
terferon-y [MIG]) are strongly expressed by struc-
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Figure 3. Initial Response to Cigarette Smoke — Step 1 in the Process Leading to COPD.

Cigarette smoke injures epithelial cells, which release “danger signals” that act as ligands for toll-like receptors (TLRs) in the epithelium.
These actions trigger the production of chemokines and cytokines, which results in an innate inflammation. Products from the inflam-
matory cells may injure the extracellular matrix, leading to the release of TLR ligands and consequent TLR activation, which will promote
further inflammation, tissue injury, and the production of antigenic substances. This chain of events may cause dendritic cells to mature
and migrate to local lymph organs, where, if the conditions are favorable, T-cell activation may result, with progression of the disease. If
the innate inflammation in step 1 is minimized or controlled, the inflammation will not progress to adaptive immunity, and the disease
may be arrested. These processes are typical of smokers who have neither COPD nor Gold stage 1. GM-CSF denotes granulocyte—macro-
phage colony-stimulating factor, HSP heat-shock protein, ICAM-1 intercellular adhesion molecule 1, MCP-1 monocyte chemoattractant
protein 1, and TNF tumor necrosis factor.
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tural cells in the airways and pulmonary arteries
in patients with COPD but not in those of smok-
ers and nonsmokers without COPD. The expres-
sion of these receptors and their ligands corre-
lates with the severity of the disease.®°-¢2

We refer to this chain of events as step 2 and
propose that disease progression and severity at
this point are determined by the ability of den-
dritic cells to stimulate T cells. This ability is
modulated by immunoregulatory mechanisms:
mild failure of these regulatory mechanisms re-
sults in GOLD stage 1 or stage 2; severe failure
allows progression to what we call step 3 and
GOLD stage 3 or stage 4 (Fig. 4).

STEP 3 — ADAPTIVE IMMUNE REACTION
The CD8+ cytotoxic T cell is the predominant cell
in large airways,*? small airways,* and the lung
parenchyma®5-%7 in COPD. The number of CD8+
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T cells in the lung correlates with the degree of
airflow obstruction and emphysema, suggesting
that these cells cause tissue injury in COPD.%®
Any cell that displays MHC class I molecules can
be a target for CD8+ cytolytic T cells. After a cyto-
lytic attack, target cells die of apoptosis or necro-
sis from the damage done by perforin, granulysin,
or granzyme A or B, all of which are proteolytic
enzymes released by CD8+ T cells® in the lungs
of patients with COPD.70:7

In the lungs of smokers with COPD and em-
physema, epithelial and endothelial cells under-
go apoptosis,’>»73 and the number of these apop-
totic cells increases with the extent of smoking
and correlates with the number of CD8+ T cells
in the lung.*® Furthermore, cell survival seems to
depend on signals from the integrin family of
adhesion receptors, which continuously sense the
extracellular milieu. Another signal for apopto-

NEJM.ORG JUNE 4, 2009

Downloaded from www.nejm.org at INST ARAGONES CIENCIAS DE LA SALUD on June 8, 2009 .
Copyright © 2009 Massachusetts Medical Society. All rights reserved.



MECHANISMS OF DISEASE

sis in COPD could be the loss of cell contact with
the extracellular matrix induced by breakdown
of the matrix by proteases.”7°

The apoptosis and necrosis of epithelial and
endothelial cells induced by CD8+ T cells and
possibly proteases, which cell proliferation does
not compensate for,°> most likely contribute to
lung destruction in COPD.? Furthermore, phago-
cytosis of apoptotic cells by alveolar macrophages
is deficient in COPD,”” an abnormality that can
increase the amount of antigenic material and
that has been implicated in some autoimmune
disorders.1#4:39:47,78

CD4+ T cells are also found in large numbers
in the airways and parenchyma of smokers with
COPD.”*” These cells are activated and are oligo-
clonal; clones of CD4+ T cells appear in the lungs
but not in the blood, suggesting that the accu-
mulation is the result of stimulation by antigens
distributed throughout the lung.”> CD4+ T cells
in the lungs of smokers with COPD express
STAT4 and interferon-v, further suggesting anti-
genic stimulation.>* The number of CD4+ T cells
expressing interferon-y correlates with the de-
gree of airflow obstruction,>* supporting the sug-
gestion that these cells, along with CD8+ T cells,
play a role in the pathogenesis of COPD. The ef-
fector functions of the CD4+ T cell are mainly
mediated by Th1 cytokines, which promote trans-
endothelial migration of inflammatory cells to
the site of injury.2> The recruitment and activa-
tion of inflammatory cells, macrophages, neutro-
phils, eosinophils, CD4+ and CD8+ T cells, and
B cells progress as COPD worsens.”*”8° In COPD,
the interaction between the chemokines CXCL10
(or IP-10) and CXCL9 (or MIG), secreted by T cells,
and their receptor, CXCR3, found in alveolar mac-
rophages, up-regulates the production of matrix
metalloproteinase-12 by these cells, thereby facili-
tating lung destruction.®?

The presence of B cells in lymphoid follicles
has been reported in the airways and parenchy-
ma of patients with COPD and of mice exposed
to cigarette smoke.”®* Sequence analysis of rear-
ranged immunoglobulin genes in individual B-cell
clones in these lymphoid follicles has revealed
the presence of immunoglobulin-variable-region
mutations in clonally related B cells, suggesting
an antigen-driven selection process. The absence
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Figure 4. Proliferation of T Cells — Step 2 in the Process Leading to COPD.

When step 1 is successful, mature dendritic cells migrate to local lymphatic
organs, whereupon stimulation by toll-like receptors (TLRs) leads to the ex-
pression of CD80—CD86 and cytokines, creating a propitious milieu for T-
cell antigen presentation and proliferation into effector CD4+ type 1 helper
(Th1) T cells and cytolytic CD8+ T cells. Interleukin-6, secreted by the den-
dritic cells, favors the production of effector T cells by overcoming the signals
from regulatory T (Treg) cells. Upon activation, effector T cells express tis-
sue-specific chemokine receptors. Immune regulation or tolerance mecha-
nisms will determine at this stage the degree of proliferation of T-cell effec-
tors, homing, and eventually, disease severity. An absence of tolerance is
associated with Gold stage 3 or stage 4, moderate tolerance with Gold
stage 2, and full tolerance with Gold stage 1. MHC denotes major histo-
compatibility complex.
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of bacterial and viral products in the follicles sug-
gests that these oligoclonal B cells arise in re-
sponse to lung antigens.®* Nevertheless, viral and
bacterial infections could be important in perpetu-
ating the inflammatory process and are regarded
as the main cause of the exacerbations in COPD.*>¢
Such infections might trigger an immune re-
sponse that culminates in pulmonary damage.*?

We refer to this chain of events as step 3 in
the progression of COPD. We propose that en-
hanced dendritic-cell function, genetic predispo-

sition, and failure of immune regulation result
in adaptive immunity and severe disease (GOLD
stage 3 or stage 4) (Fig. 5).

Pulmonary inflammation in severe COPD in-
cludes large numbers of activated oligoclonal
Th1 T cells,°>7° B cells,®* and CD8+ T cells, which
persist for years after cessation of smoking,®?
suggesting a self-perpetuating process that is a
feature of autoimmune diseases. This chain of
events suggests that the adaptive immune re-
sponse in COPD, along with its persistence after
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Figure 5. The Adaptive Inmune Reaction — Step 3 in the Process Leading to COPD.

With the failure of tolerance or immune regulation in step 2, an adaptive immune inflammation (autoimmune) de-
velops in the lung, consisting of CD4+ type 1 helper (Thl) T cells, cytolytic CD8+ T cells, and 1gG-producing B cells.
Regulatory T cells (Treg) and vy CD8+ T cells could modulate the severity of the adaptive immune inflammation.
The resulting immune inflammation, induced by CD4+ Thl T cells and consisting of activated innate immune cells
producing oxidative stress and proteinases, along with cytolytic CD8+ T cells and B cells, leads to cellular necrosis
and apoptosis, immune and complement deposition, tissue injury with airway remodeling, and emphysema, as well
as the release of additional antigenic material, which perpetuates the process. In step 3, the full autoimmune pro-
cess has developed, producing the most severe disease (Gold stage 3 and stage 4). NO denotes nitric oxide, and
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smoking cessation, might be due to a response
to self-antigens.

EVIDENCE OF AUTOIMMUNITY
IN COPD

Three types of evidence can be marshaled to es-
tablish that a human disease is autoimmune in
origin: circumstantial, indirect, and direct.®® In
the case of COPD, all three types of evidence have
been established. The increased numbers of
T cells and B cells in the lungs of patients with
COPD constitute circumstantial evidence. In-
direct evidence of autoimmunity is provided by the
presence of circulating antibodies against elastin
in COPD and emphysema, along with the obser-
vation that CD4+ T cells cultured from the lungs
of patients with COPD respond to elastin by se-
creting interferon-y and interleukin-10. The extent
of the response is proportional to the degree of
emphysema, and the response can be blocked by
MHC class II antibodies, which indicates that an-
tigen presentation is involved.®# Indirect evidence
is also provided by the presence of circulating
IgG autoantibodies against pulmonary epithelium
and endothelium that have the ability to promote
antibody-dependent, cell-mediated cytotoxicity and
that participate in the antigen—antibody complex-
es that are deposited along with complement in
the lung.®s

Although antibodies reflect the microenviro-
mental availability of antigens, they are not neces-
sarily causal. Causality and direct evidence of
immunity can be implied from the results of ex-
periments in rats injected with human umbilical-
vein endothelial cells. Antibodies against the en-
dothelial cells were produced in the rats, and
emphysema developed in association with apop-
tosis of alveolar cells and an accumulation of
CD4+ T cells in the lung.®® This study also
showed that the antibodies against human endo-
thelial cells in the rats induced endothelial-cell
apoptosis in vitro and caused emphysema when
transferred to mice. Finally, the transfer of T cells
isolated from the spleens of rats that were im-
munized with human endothelial cells also caused
emphysema in immunocompetent rats.s°

The presence of autoantigens and antibodies
in COPD is not by itself direct evidence of cau-
sality. However, the properties of the autoanti-
gens, T cells, and antibodies in COPD, along with
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the findings in the animal model, support the
idea that autoimmunity is important in the patho-
genesis of COPD.

WHY SOME SMOKERS EVADE COPD

Immune regulation, genetic susceptibility, and the
environment are factors that provide protection
against or induce a predisposition to autoimmune
diseases, and they may be important in COPD.#2:43
With time, the lungs of all smokers are damaged
and release material with the potential for elicit-
ing an immune response. Not all smokers have a
reaction to these antigens, however, and among
those who do have a reaction, its intensity varies.
These differences probably account for the wide
range of disease severity in response to similar
amounts of exposure to cigarette smoke.%0487

An important mechanism that controls T cells
is mediated by CD4+CD25+FOXP3 regulatory
T cells.®® A deficiency of regulatory T cells can
impair the immune system’s tolerance for auto-
antigens and thereby lead to immune disease.®°
As compared with the lungs of people who have
never smoked, the lungs of people who smoke but
have normal lung function have a greater num-
ber of regulatory T cells. However, the lungs of
smokers with COPD and emphysema®® have fewer
regulatory T cells and less FOXP3 messenger RNA
than the lungs of healthy smokers.®* This sug-
gests that regulatory T cells may regulate T cells
in smokers with normal lung function, preventing
development of the immune reaction.°* Another
population of T cells with immunoregulatory
properties, the yd6 CD8+ T lymphocytes,®? is also
increased in smokers with normal lung function
but not in smokers with COPD.?? These findings
point toward impaired immune regulation in
smokers with COPD.

A characteristic of autoimmune diseases is
their propensity to appear in families, and sev-
eral studies have shown an increased prevalence
of airflow obstruction among smokers who are
first-degree relatives of patients with COPD.%4-9¢
In addition, the maximal expiratory flows in twins
who smoke are matched as closely as those in
pairs of twins who never smoked,®” a finding that
strongly suggests an underlying genetic suscep-
tibility. However, environmental factors (e.g., sec-
ondhand smoke) cannot be ruled out. Genetic
studies in smokers have shown associations
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among genes involved in oxidative processes and
several mediators of inflammation, but no genes
related to autoimmunity have been directly inves-
tigated.*®

Cigarette smoke may also promote the devel-
opment of COPD through its influence on epige-
netic factors, such as chromatin acetylation. A
reduction in histone deacetylase activity in the
lung parenchyma, bronchial-biopsy specimens,
and lung macrophages, mediated by oxidative
stress, has been described in smokers with COPD,
and this decrease is correlated with the severity
of the disease and the intensity of the inflamma-
tory response.®®

Finally, tobacco smoking can play an impor-
tant role in autoimmune diseases, probably by
inducing apoptosis and influencing lymphocyte
functions, both of which synergize with genetic
factors to create an important increased risk for
the development of rheumatoid arthritis and
systemic lupus erythematous.°

CONCLUSIONS

There is mounting evidence that autoimmunity
has a role in the pathogenesis of COPD. Although
circumstantial, indirect, and direct evidence of the
role of autoimmunity in COPD has been identi-
fied, no cause-and-effect relationship between
autoimmunity and the mechanisms of COPD has
been established. We hope that the evidence pre-
sented will stimulate the research needed to clar-
ify the role of autoimmunity in the pathogenesis
of COPD.

Supported by the Lloyd-Carr Harris Foundation, the Italian
Ministry of University and Research, and CIBERES, an initiative
of Instituto de Salud Carlos III (Spanish government).

Dr. Saetta reports receiving lecture fees from Farmindustrie,
GlaxoSmithKline, Abbott, AstraZeneca and Boehringer Ingelheim
and grant support from GlaxoSmithKline and AstraZeneca; and
Dr. Agusti, lecture fees from AstraZeneca, GlaxoSmithKline,
Boehringer Ingelheim, and Almirall and grant support from
GlaxoSmithKline, Almirall, and Air Products.

REFERENCES

1. Rabe KF, Hurd S, Anzueto A, et al.
Global strategy for the diagnosis, manage-
ment, and prevention of chronic obstruc-
tive pulmonary disease: GOLD executive
summary. Am J Respir Crit Care Med 2007;
176:532-55.

2. Rennard SI, Vestbo J. COPD: the dan-
gerous underestimate of 15%. Lancet
2006;367:1216-9.

3. Bruce N, Perez-Padilla R, Albalak R.
Indoor air pollution in developing coun-
tries: a major environmental and public
health challenge. Bull World Health Organ
2000;78:1078-92.

4. Rivera RM, Cosio MG, Ghezzo H, etal.
Comparison of lung morphology in COPD
secondary to cigarette and biomass smoke.
IntJ Tuberc Lung Dis 2008;12:972-7.

5. Cosio M, Ghezzo H, Hogg JC, et al.
The relations between structural changes
in small airways and pulmonary-function
tests. N Engl J Med 1978;298:1277-81.

6. Saetta M, Ghezzo H, Kim WD, et al.
Loss of alveolar attachments in smokers:
a morphometric correlate of lung function
impairment. Am Rev Respir Dis 1985;132:
894-900.

7. HoggJC, Chu F, Utokaparch S, et al.
The nature of small-airway obstruction in
chronic obstructive pulmonary disease.
N Engl ] Med 2004;350:2645-53.

8. Eriksson S. Pulmonary emphysema
and alphal-antitrypsin deficiency. Acta
Med Scand 1964;175:197-205.

9. Janoff A, Zeligs JD. Vascular injury and
lysis of basement membrane in vitro by
neutral protease of human leukocytes.
Science 1968;161:702-4.

10. Hunninghake GW, Crystal RG. Ciga-
rette smoking and lung destruction: accu-
mulation of neutrophils in the lungs of
cigarette smokers. Am Rev Respir Dis
1983;128:833-8.

11. Martin TR, Raghu G, Maunder RJ,
Springmeyer SC. The effects of chronic
bronchitis and chronic air-flow obstruc-
tion on lung cell populations recovered by
bronchoalveolar lavage. Am Rev Respir Dis
1985;132:254-60.

12. MacNee W. Pulmonary and systemic
oxidant/antioxidant imbalance in chronic
obstructive pulmonary disease. Proc Am
Thorac Soc 2005;2:50-60.

13. Tuder RM, Yoshida T, Arap W, Pas-
qualini R, Petrache 1. State of the art:
cellular and molecular mechanisms of al-
veolar destruction in emphysema: an evo-
lutionary perspective. Proc Am Thorac Soc
20006;3:503-10.

14. Vandivier RW, Henson PM, Douglas IS.
Burying the dead: the impact of failed
apoptotic cell removal (efferocytosis) on
chronic inflammatory lung disease. Chest
2006;129:1673-82.

15. Kang MJ, Lee CG, Lee JY, et al. Ciga-
rette smoke selectively enhances viral
PAMP- and virus-induced pulmonary in-
nate immune and remodeling responses
in mice. J Clin Invest 2008;118:2771-84.
16. Yung RL, Julius A. Epigenetics, aging,
and autoimmunity. Autoimmunity 2008;
41:329-35.

17. Finkelstein R, Fraser RS, Ghezzo H,
Cosio MG. Alveolar inflammation and its
relation to emphysema in smokers. Am J
Respir Crit Care Med 1995;152:1666-72.

18. Saetta M, Di Stefano A, Maestrelli D,
et al. Activated T-lymphocytes and macro-
phages in bronchial mucosa of subjects
with chronic bronchitis. Am Rev Respir
Dis 1993;147:301-6.

19. Majo J, Ghezzo H, Cosio MG. Lympho-
cyte population and apoptosis in the lungs
of smokers and their relation to emphy-
sema. Eur Respir J 2001;17:946-53.

20. Agusti A, MacNee W, Donaldson K,
Cosio M. Hypothesis: does COPD have an
autoimmune component? Thorax 2003;58:
832-4.

21. Cosio MG. Autoimmunity, T-cells and
STAT-4 in the pathogenesis of chronic ob-
structive pulmonary disease. Eur Respir J
2004;24:3-5.

22. Birring SS, Brightling CE, Bradding P,
et al. Clinical, radiologic, and induced
sputum features of chronic obstructive
pulmonary disease in nonsmokers: a de-
scriptive study. Am J Respir Crit Care Med
2002;166:1078-83.

23. Abbas AK, Lichtman AH, PoberJS. Ef-
fector mechanisms of cell-mediated im-
munity. In: Abbas AK, Lichtman AH,
Pober JS, eds. Cellular and molecular im-
munology. 4th ed. New York: W.B. Saun-
ders, 2000:291-308.

24. Matzinger P. The danger model: a re-
newed sense of self. Science 2002;296:
301-5.

25. Parker LC, Prince LR, Sabroe I. Trans-
lational mini-review series on Toll-like
receptors: networks regulated by Toll-like
receptors mediate innate and adaptive im-
munity. Clin Exp Immunol 2007;147:199-
207.

N ENGL) MED 360;23 NEJM.ORG JUNE 4, 2009

Downloaded from www.nejm.org at INST ARAGONES CIENCIAS DE LA SALUD on June 8, 2009 .
Copyright © 2009 Massachusetts Medical Society. All rights reserved.



26. Sun W, Wu R, Last JA. Effects of expo-
sure to environmental tobacco smoke on
a human tracheobronchial epithelial cell
line. Toxicology 1995;100:163-74.

27. Wickenden JA, Clarke MC, Rossi AG,
et al. Cigarette smoke prevents apoptosis
through inhibition of caspase activation
and induces necrosis. Am J Respir Cell
Mol Biol 2003;29:562-70.

28. Stone PJ, Gottlieb DJ, O’Connor GT, et
al. Elastin and collagen degradation prod-
ucts in urine of smokers with and without
chronic obstructive pulmonary disease.
Am J Respir Crit Care Med 1995;151:
952-9.

29. Schriver EE, Davidson JM, Sutcliffe
MC, Swindell BB, Bernard GR. Compari-
son of elastin peptide concentrations in
body fluids from healthy volunteers, smok-
ers, and patients with chronic obstructive
pulmonary disease. Am Rev Respir Dis
1992;145:762-6.

30. Churg A, Zay K, Shay S, et al. Acute
cigarette smoke-induced connective tis-
sue breakdown requires both neutrophils
and macrophage metalloelastase in mice.
Am J Respir Cell Mol Biol 2002;27:368-74.
31. Di Stefano A, Caramori G, Oates T, et
al. Increased expression of nuclear factor-
kappaB in bronchial biopsies from smok-
ers and patients with COPD. Eur Respir J
2002;20:556-63.

32. Jiang D, Liang J, Li Y, Noble PW. The
role of Toll-like receptors in non-infectious
lung injury. Cell Res 2006;16:693-701.

33. Mills PR, Davies RJ, Devalia JL. Air-
way epithelial cells, cytokines, and pollut-
ants. Am J Respir Crit Care Med 1999;160:
§38-843.

34. Mio T, Romberger DJ, Thompson AB,
Robbins RA, Heires A, Rennard SI. Ciga-
rette smoke induces interleukin-8 release
from human bronchial epithelial cells. Am
J Respir Crit Care Med 1997;155:1770-6.
35. Richards GA, Theron AJ, Van der
Merwe CA, Anderson R. Spirometric ab-
normalities in young smokers correlate
with increased chemiluminescence re-
sponses of activated blood phagocytes.
Am Rev Respir Dis 1989;139:181-7.

36. Barnes PJ, Cosio MG. Cells and me-
diators of chronic obstructive pulmonary
disease. Eur Respir Monogr 2006;38:130-
58.

37. Rao T, Richardson B. Environmentally
induced autoimmune diseases: potential
mechanisms. Environ Health Perspect
1999;107:Suppl 5:737-42.

38. Rose NR. The role of infection in the
pathogenesis of autoimmune disease.
Semin Immunol 1998;10:5-13.

39. Krieg AM, Vollmer J. Toll-like recep-
tors 7, 8, and 9: linking innate immunity
to autoimmunity. Immunol Rev 2007;220:
251-69.

40. Rose N, Afanasyeva M. Autoimmunity:
busting the atherosclerotic plaque. Nat
Med 2003;9:641-2.

41. Steinman L. State of the art: four easy

N ENGL J MED 360;23

MECHANISMS OF DISEASE

pieces: interconnections between tissue
injury, intermediary metabolism, autoim-
munity, and chronic degeneration. Proc
Am Thorac Soc 2006;3:484-6.

42. Ermann J, Fathman CG. Autoimmune
diseases: genes, bugs and failed regula-
tion. Nat Immunol 2001;2:759-61.

43. Marrack P, Kappler J, Kotzin BL. Auto-
immune disease: why and where it occurs.
Nat Med 2001;7:899-905.

44, Pasare C, Medzhitov R. Toll-like recep-
tors and acquired immunity. Semin Im-
munol 2004;16:23-6.

45. Jiang D, Liang J, Fan J, et al. Regula-
tion of lung injury and repair by Toll-like
receptors and hyaluronan. Nat Med 2005;
11:1173-9.

46. Schaefer L, Babelova A, Kiss E, et al.
The matrix component biglycan is proin-
flammatory and signals through Toll-like
receptors 4 and 2 in macrophages. J Clin
Invest 2005;115:2223-33.

47. Marshak-Rothstein A. Toll-like recep-
tors in systemic autoimmune disease. Nat
Rev Immunol 2006;6:823-35.

48. Doz E, Noulin N, Boichot E, et al.
Cigarette smoke-induced pulmonary in-
flammation is TLR4/MyD88 and IL-1R1/
MyD88 signaling dependent. ] Immunol
2008;180:1169-78.

49. McWilliam AS, Napoli S, Marsh AM,
et al. Dendritic cells are recruited into the
airway epithelium during the inflamma-
tory response to a broad spectrum of
stimuli. J Exp Med 1996;184:2429-32.

50. Hemmi H, Akira S. TLR signalling
and the function of dendritic cells. Chem
Immunol Allergy 2005;86:120-35.

51. Lambrecht BN, Prins JB, Hoogsteden
HC. Lung dendritic cells and host immu-
nity to infection. Eur Respir J 2001;18:692-
704.

52. Bratke K, Klug M, Bier A, et al. Func-
tion-associated surface molecules on air-
way dendritic cells in cigarette smokers.
Am J Respir Cell Mol Biol 2008;38:655-60.

53. Demedts IK, Bracke KR, Van Pottel-
berge G, et al. Accumulation of dendritic
cells and increased CCL20 levels in the
airways of patients with chronic obstruc-
tive pulmonary disease. Am J Respir Crit
Care Med 2007;175:998-1005.

54. Di Stefano A, Caramori G, Capelli A,
et al. STAT4 activation in smokers and pa-
tients with chronic obstructive pulmonary
disease. Eur Respir J 2004;24:78-85.

55. Baron C, Raposo G, Scholl SM, et al.
Modulation of MHC class II transport and
lysosome distribution by macrophage-
colony stimulating factor in human den-
dritic cells derived from monocytes. J Cell
Sci 2001;114:999-1010.

56. Porcelli SA, Modlin RL. The CD1 sys-
tem: antigen-presenting molecules for
T cell recognition of lipids and glycolipids.
Annu Rev Immunol 1999;17:297-329.

57. Guermonprez P, Saveanu L, Kleijmeer
M, Davoust J, Van Endert P, Amigorena S.
ER-phagosome fusion defines an MHC

class I cross-presentation compartment in
dendritic cells. Nature 2003;425:397-402.
58. Cosio MG. T lymphocytes. In: Barnes
PJ, ed. Chronic obstructive pulmonary dis-
ease: cellular and molecular mechanisms.
Lung biology in health and disease series.
Vol. 198. Boca Raton, FL: Taylor & Francis,
2005:205-52.

59. Butcher EC, Picker LJ. Lymphocyte
homing and homeostasis. Science 1996;
272:60-6.

60. Freeman CM, Curtis JL, Chensue SW.
CC chemokine receptor 5 and CXC
chemokine receptor 6 expression by lung
CD8+ cells correlates with chronic ob-
structive pulmonary disease severity. Am
J Pathol 2007;171:767-76.

61. Saetta M, Mariani M, Panina-Bordignon
P, et al. Increased expression of the
chemokine receptor CXCR3 and its ligand
CXCL10 in peripheral airways of smokers
with chronic obstructive pulmonary dis-
ease. Am J Respir Crit Care Med 2002;
165:1404-9.

62. Grumelli S, Corry DB, Song LZ, et al.
An immune basis for lung parenchymal
destruction in chronic obstructive pulmo-
nary disease and emphysema. PLoS Med
2004;1(1):e8.

63. O’Shaughnessy TC, Ansari TW, Barnes
NC, Jeffery PK. Inflammation in bron-
chial biopsies of subjects with chronic
bronchitis: inverse relationship of CD8+
T lymphocytes with FEV1. Am J Respir
Crit Care Med 1997;155:852-7.

64. Saetta M, Di Stefano A, Turato G, et
al. CD8+ T-lymphocytes in peripheral air-
ways of smokers with chronic obstructive
pulmonary disease. Am J Respir Crit Care
Med 1998;157:822-6.

65. Calabrese F, Giacometti C, Beghe B, et
al. Marked alveolar apoptosis/prolifera-
tion imbalance in end-stage emphysema.
Respir Res 2005;6:14.

66. Saetta M, Baraldo S, Corbino L, et al.
CD8+ve cells in the lungs of smokers with
chronic obstructive pulmonary disease.
Am J Respir Crit Care Med 1999;160:
711-7.

67. Retamales I, Elliott WM, Meshi B, et
al. Amplification of inflammation in em-
physema and its association with latent
adenoviral infection. Am J Respir Crit Care
Med 2001;164:469-73.

68. Shresta S, Pham CT, Thomas DA,
Graubert TA, Ley TJ. How do cytotoxic
lymphocytes kill their targets? Curr Opin
Immunol 1998;10:581-7.

69. Lieberman J. The ABCs of granule-
mediated cytotoxicity: new weapons in the
arsenal. Nat Rev Immunol 2003;3:361-70.
70. Vernooy JH, Moller GM, van Suylen
RJ, et al. Increased granzyme A expres-
sion in type II pneumocytes of patients
with severe chronic obstructive pulmo-
nary disease. Am J Respir Crit Care Med
2007;175:464-72.

71. Chrysofakis G, Tzanakis N, Kyriakoy
D, et al. Perforin expression and cytotoxic

NEJM.ORG JUNE 4, 2009

Downloaded from www.nejm.org at INST ARAGONES CIENCIAS DE LA SALUD on June 8, 2009 .
Copyright © 2009 Massachusetts Medical Society. All rights reserved.

2453



2454

activity of sputum CD8+ lymphocytes in
patients with COPD. Chest 2004;125:71-6.

72. Kasahara Y, Tuder RM, Cool CD, Lynch
DA, Flores SC, Voelkel NF. Endothelial
cell death and decreased expression of
vascular endothelial growth factor and
vascular endothelial growth factor recep-
tor 2 in emphysema. Am J Respir Crit Care
Med 2001;163:737-44.

73. Imai K, Mercer BA, Schulman LL,
Sonett JR, D’Armiento JM. Correlation of
lung surface area to apoptosis and prolif-
eration in human emphysema. Eur RespirJ
2005;25:250-8.

74. Chapman HA Jr, Shi GP. Protease in-
jury in the development of COPD: Thomas
A. Neff Lecture. Chest 2000;117:Suppl
1:295S-2998.

75. Levkau B, Kenagy RD, Karsan A, et al.
Activation of metalloproteinases and their
association with integrins: an auxiliary
apoptotic pathway in human endothelial
cells. Cell Death Differ 2002;9:1360-7.

76. Giancotti FG, Ruoslahti E. Integrin
signaling. Science 1999;285:1028-32.

77. Hodge S, Hodge G, Scicchitano R,
Reynolds PN, Holmes M. Alveolar mac-
rophages from subjects with chronic ob-
structive pulmonary disease are deficient
in their ability to phagocytose apoptotic
airway epithelial cells. Immunol Cell Biol
2003;81:289-96. [Erratum, Immunol Cell
Biol 2003;81:499.]

78. Gaipl US, Kuhn A, Sheriff A, et al.
Clearance of apoptotic cells in human
SLE. Curr Dir Autoimmun 2006;9:173-87.

79. Sullivan AK, Simonian PL, Falta MT,
etal. Oligoclonal CD4+ T cells in the lungs
of patients with severe emphysema. Am J
Respir Crit Care Med 2005;172:590-6.

80. Turato G, Zuin R, Miniati M, et al.
Airway inflammation in severe chronic
obstructive pulmonary disease: relation-
ship with lung function and radiologic
emphysema. Am J Respir Crit Care Med
2002;166:105-10.

MECHANISMS OF DISEASE

81. van der Strate BW, Postma DS, Brands-
ma CA, et al. Cigarette smoke-induced
emphysema: a role for the B cell? Am J
Respir Crit Care Med 2006;173:751-8.

82. Shapiro SD. End-stage chronic ob-
structive pulmonary disease: the cigarette
is burned out but inflammation rages on.
Am J Respir Crit Care Med 2001;164:339-
40.

83. Rose NR, Bona C. Defining criteria
for autoimmune diseases (Witebsky’s pos-
tulates revisited). Immunol Today 1993;14:
426-30.

84. Lee SH, Goswami S, Grudo A, et al.
Antielastin autoimmunity in tobacco
smoking-induced emphysema. Nat Med
2007;13:567-9.

85. Feghali-Bostwick CA, Gadgil AS, Otter-
bein LE, et al. Autoantibodies in patients
with chronic obstructive pulmonary dis-
ease. Am J Respir Crit Care Med 2008;177:
156-63.

86. Taraseviciene-Stewart L, Scerbavicius
R, Choe KH, et al. An animal model of
autoimmune emphysema. Am J Respir Crit
Care Med 2005;171:734-42.

87. Brent L. The 50th anniversary of the
discovery of immunologic tolerance. N Engl
J Med 2003;349:1381-3.

88. Tang Q, Bluestone JA. The Foxp3+
regulatory T cell: ajack of all trades, master
of regulation. Nat Immunol 2008;9:239-
44.

89. Jiang H, Chess L. An integrated view
of suppressor T cell subsets in immuno-
regulation. J Clin Invest 2004;114:1198-
208.

90. Barcel6 B, Pons J, Ferrer JM, SauledaJ,
Fuster A, Agusti AG. Phenotypic charac-
terisation of T-lymphocytes in COPD: ab-
normal CD4+CD25+ regulatory T-lympho-
cyte response to tobacco smoking. Eur
Respir J 2008;31:555-62.

91. Baraldo S, Saetta M. To reg or not to
reg: that is the question in COPD. Eur Re-
spir J 2008;31:486-8.

92. Girardi M. Immunosurveillance and
immunoregulation by gammadelta T cells.
J Invest Dermatol 2006;126:25-31.

93. Pons J, Sauleda ], Ferrer JM, et al.
Blunted gamma delta T-lymphocyte re-
sponse in chronic obstructive pulmonary
disease. Eur Respir J 2005;25:441-6.

94. DeMeo DL, Carey VJ, Chapman HA, et
al. Familial aggregation of FEF(25-75)
and FEF(25-75)/FVC in families with se-
vere, early onset COPD. Thorax 2004;59:
396-400.

95. Silverman EK, Chapman HA, Drazen
JM, et al. Genetic epidemiology of severe,
early-onset chronic obstructive pulmo-
nary disease: risk to relatives for airflow
obstruction and chronic bronchitis. Am J
Respir Crit Care Med 1998;157:1770-8.
96. McCloskey SC, Patel BD, Hinchliffe
SJ, Reid ED, Wareham NJ, Lomas DA. Sib-
lings of patients with severe chronic ob-
structive pulmonary disease have a sig-
nificant risk of airflow obstruction. Am J
Respir Crit Care Med 2001;164:1419-24.
97. Webster PM, Lorimer EG, Man SF,
Woolf CR, Zamel N. Pulmonary function
in identical twins: comparison of non-
smokers and smokers. Am Rev Respir Dis
1979;119:223-8.

98. Wilk JB, Walter RE, Laramie JM, Gott-
lieb DJ, O’Connor GT. Framingham Heart
Study genome-wide association: results
for pulmonary function measures. BMC
Med Genet 2007;8:Suppl 1:S8.

99. Ito K, Ito M, Elliott WM, et al. De-
creased histone deacetylase activity in
chronic obstructive pulmonary disease.
N Engl J Med 2005;352:1967-76.

100. Harel-Meir M, Sherer Y, Shoenfeld Y.
Tobacco smoking and autoimmune rheu-
matic diseases. Nat Clin Pract Rheumatol
2007;3:707-15.

Copyright © 2009 Massachusetts Medical Society.

COLLECTIONS OF ARTICLES ON THE JOURNAL’S WEB SITE
The Journal’s Web site (NEJM.org) sorts published articles into
more than 50 distinct clinical collections, which can be used as convenient
entry points to clinical content. In each collection, articles are cited in reverse
chronologic order, with the most recent first.

N ENGL) MED 360;23 NEJM.ORG JUNE 4, 2009

Downloaded from www.nejm.org at INST ARAGONES CIENCIAS DE LA SALUD on June 8, 2009 .
Copyright © 2009 Massachusetts Medical Society. All rights reserved.



