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Chronic obstructive pulmonary disease (COPD) a term based on the demonstration of irre-
versible airways obstruction, introduced to unify a range of chronic progressive diseases
of the airways consequent upon inhalation of toxins. While disease is initiated and pro-
gressed by inhaled toxins, an additional pathway of damage has emerged, with particular
relevance to acute exacerbations. Exacerbations of disease due to an increase in the level
of intrabronchial inflammation have taken on a new significance as their role in determining
both acute and chronic outcomes is better understood.This “second pathway” of disease
is a consequence of bacterial colonization of damaged airways. Although bacteria have
been linked to acute episodes in COPD over 50 years, only recently has quality data on
antibiotic usage and the detection of “exacerbation isolates” of non-typeable Haemophilus
influenzae (NTHi) provided strong argument in support of a pathogenic role.Yet a poor cor-
relation between detection of colonizing bacteria and clinical status remained a concern
in attempts to explain a role for bacteria in a classical infection model. This presentation
discusses a hypothesis that acute exacerbations reflect aT cell-dependent hypersensitivity
response to colonizing bacteria, with IL-17 dependent accumulation of neutrophils within
the bronchus, as the main outcome measure. Critical protection against exacerbations fol-
lowing oral administration of NTHi, an immunotherapy that drives a TH17 T cell response
from Peyer’s patches, reduces the load of intrabronchial bacteria while preventing access
of inhaled bacteria into small airways. Immunotherapy augments a physiological “loop”
based on aspiration of bronchus content into the gut. A second “hypersensitivity” mecha-
nism may cause bronchospasm – in both COPD and treatment-resistant asthma – due to
specific IgE antibody directed against colonizing bacteria, as oral NTHi abrogates wheeze
in subjects with recurrent “wheezy bronchitis.”
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INTRODUCTION
Chronic obstructive pulmonary disease (COPD) has a long his-
tory of neglect, being seen as a self-induced lung disease of elderly
smokers for which little could be done. Recognition of the extent
of personal and economic costs of the disease together with detec-
tion of inflammation as a process relevant to disease progression,
has heightened interest in COPD and encouraged new strate-
gies for disease control (Barnes, 2008). The term “COPD” was
introduced to unify divergent opinion about smoking-related air-
ways disease (SRAD), focusing on irreversible airways obstruction
defined by spirometry as the common denominator (Briscoe and
Nash, 1965). In the 1950s and 1960s opinion was divided across the
Atlantic. In the USA interest concentrated on the structural and
functional outcomes of toxin inhalation (Petty, 2006), whereas
in the UK experience was influenced by epidemiological analysis
of smog-related bronchitis (Fletcher and Peto, 1977). These latter
studies recognized productive cough (simple bronchitis), frequent
chest illnesses (infective bronchitis), and impairment of venti-
lating capacity (obstructive bronchitis; Fletcher and Peto, 1977).
The British view was that inhaled toxin-induced hypersecretion

encouraged infection which damaged bronchi and lungs caus-
ing “obstructive bronchitis” and emphysema (Fletcher and Peto,
1977). At the same time, argument existed for and against the
idea that asthma and COPD reflected different extremes of a com-
mon airways disease (known as the “Dutch Hypothesis”; Kraft,
2006). There was only limited support for bacterial infection as
a cause of acute episodes came from microbiological, serological,
and antibiotic studies (Tager and Speizer, 1975). The candidate
pathogens identified most commonly from sputum cultures were
non-typeable Haemophilus influenzae (NTHi) and Streptococcus
pneumoniae (May, 1953). When Fletcher failed to demonstrate
that “infection” episodes influenced change in chronic airflow
obstruction (Fletcher and Peto, 1977), support waned for bac-
terial colonization as a contributory cause of airways damage in
COPD. Interest both sides of the Atlantic was in toxin inhala-
tion as the cause of the intrabronchial inflammatory response.
A recent British review of airway inflammation in COPD saw this
response only in terms of smoking (Barnes, 2008). Twenty-five
years ago, the view that bacteria were not a significant “driver”
of intrabronchial inflammation in COPD was challenged when
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subjects with moderate–severe COPD had a significant reduc-
tion in both positive sputum cultures and frequency of “acute
episodes” following oral immunization with inactivated NTHi
(Clancy et al., 1985). No increase in specific IgA was detected
in secretions, which at the time was the mechanism expected to
prevent the downward spread of pathogens from the upper air-
ways (Clancy et al., 1985). At the time, the reduction in incidence
of exacerbations following oral immunization with NTHi had no
impact on the view that inhaled toxins were sufficient to account
for COPD. Currently there has been a revision of the view that
bacteria play little role in the pathogenesis of COPD, based on bet-
ter quality antibiotic trials and detection of “exacerbation isolates”
of NTHi (Sethi and Murphy, 2008; Sethi et al., 2008). Sethi and
his colleagues have proposed a “vicious cycle” hypothesis whereby
primary damage to airways leads to bacterial colonization, with
added damage begetting damage (Sethi and Murphy, 2008). While
bacteria may directly contribute to airways disease (Sethi et al.,
2008), current theories still inadequately explain the poor “fit”
between microbiological and clinical data. For example, isolation
of “pathogens” from sputum collected in an exacerbation is simi-
lar to the pattern obtained in specimens from stable disease (Butt
et al., 1990; Sethi et al., 2007). We review a hypothesis that has
acute exacerbations of COPD reflecting a particular balance of
the host–parasite relationship involving NTHi and the mucosal
immune response. Thus exacerbations occur as an uncontrolled
and inappropriate inflammatory response to bacteria colonizing
damaged airways due to an ineffective Peyer’s patch-derived T
lymphocyte response. A corollary to this hypothesis is that oral
immunization with NTHi improves the efficiency of gut-derived
bronchus protection, with a consequent reduction in the frequency
and severity of exacerbations of COPD.

THE HYPOTHESIS
Current thinking as well as changes in management strategies
in COPD have largely flowed from the “asthma” model, sub-
stituting the neutrophil for the eosinophil as the dominant cell
type in the intrabronchial inflammatory exudate (Barnes, 2008).

As a consequence, search for new therapies has focused on key
regulatory molecules and cells in inflammation. The key ques-
tions become: “To what extent is inflammation the cause of dam-
age?” and “What are the drivers of this inflammatory response?”
Directing therapy toward removal of the stimulus of inflamma-
tion has the advantages of avoiding the complications of both
drug-induced immune suppression, and broad based suppres-
sion of the inflammatory process. We discuss a hypothesis that
focuses on a host–parasite relationship involving colonizing bac-
teria and the mucosal immune response where the balance of this
relationship determines the level of intrabronchial inflammation.
An acute shift in the balance leads to an excessive inflamma-
tory response. If this exceeds a threshold it is detected clinically
as an “acute exacerbation.” Simply put, an acute exacerbation of
COPD is a hypersensitivity response, involving antigens and effec-
tor immune responses (particularly Th17 CD4+ T cells) within
the mucosal compartment. A corollary of this hypothesis is that a
shift favoring host mucosal protection would buffer against acute
exacerbations. As with any hypersensitivity reaction, it is the inap-
propriate and excessive production of components of the innate
immune system, beyond that which is directed against pathogens
and which is therefore protective, that cause non-specific tar-
get damage. The sequence of events in the proposed model is
summarized in Figure 1:

(I) Inhalation of toxins damage bronchus mucosa: This has been
well documented and requires no further discussion.

(II) Bacterial colonization and antigen presentation to gut-
associated lymphoid tissue (GALT): It has been long rec-
ognized that damaged bronchus mucosa becomes colonized
by bacteria, most commonly NTHi (Butt et al., 1990; Sethi
et al., 2007) and when present NTHi represent the majority of
bacterial isolates (Butt et al., 1990). Argument has centered
on the significance of these bacteria with respect to acute
exacerbations, the question often framed in terms of “col-
onization” versus “infection.” Recent reviews conclude that
a link exists between colonization and acute exacerbations,

FIGURE 1 | Proposed sequence of events in pathogenesis of COPD.
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claiming that 30–50% of acute exacerbations are due to
bacterial infection (Sethi and Murphy, 2008). Uncertainty
about these conclusions, however, comes from concern that
the infection parameters assessed are more appropriate to
invasive monobacterial infection, and there are notorious
difficulties in obtaining reproducible and representative spu-
tum samples. Of importance was the observation that detec-
tion of pathogens in sputum varied little between acute
exacerbations and chronic disease (Butt et al., 1990; Sethi
et al., 2007), which is not consistent with invasive infection.
Quantitative analysis showed little difference in density of
colonization in acute and stable disease (Butt et al., 1990;
Lehmann et al., 1991), requiring a review of the mechanism
whereby bacteria contribute to inflammation. Sputum cul-
tures underestimate the true incidence of colonization given
the results of cultures from bronchial brush samples (Bandi
et al., 2001), and recent molecular analysis of lower airways
secretions which suggest nearly all with COPD are colonized
with NTHi. Aspiration of bronchus content may deliver up
to 1011 live bacteria per day into the gut (Lehmann et al.,
1991). A prospective study in smokers over a winter period
showed a significant seasonal increase in antigen-reactive T
cells, consistent with the idea that swallowed sputum leads to
antigen presentation to the GALT as a physiological mecha-
nism of antigen handling (Clancy and Dunkley, 2010). This
was the first evidence that bronchus protection is a conse-
quence of antigen handling via the gut, emphasizing a critical
role for the common mucosal system in man.

(III) Controlled inflammation: Central to the hypothesis is iden-
tification of antigen (bacteria) within the bronchus lumen
where it interacts with a mucosal immune response. Only
if these bacteria penetrate as far as the small airways and
the broncho-alveolar apparatus, is a serum IgG antibody
detected. The classical “marker” of local immunity, an
IgA antibody response, is downregulated in subjects with
mucosal damage and inflammation (Clancy et al., 1995). The
key effector mechanism responsible for control of mucosal
colonization is T cell-dependent recruitment and activa-
tion of neutrophils, and secretion of antibacterial factors
(Khader et al., 2009). These T cells are generated in the
GALT and transit to the bronchus mucosa as a compo-
nent of the common mucosal system (Wallace et al., 1989,
1991; Dunkley et al., 1994, 1995). Secondary stimulation
by colonizing bacteria of T cells relocated to the bronchus
mucosa may be required if the immunogenic signal to the
GALT is weak (Wallace et al., 1989, 1990, 1991). T cell-
activated neutrophils within sputum undergo phenotypic
change characterized by secretion of large amounts of IL-
8 and TNFα, and increased phagocytic capacity. Viability
is maintained by an autocrine loop involving IL-1 (Pang
et al., 1997). Recent Studies on the mucosal immune system
have focused on regional induction and effector mucosal
sites as a “sub-network” with particular “homing” of B-
and T-lymphocytes determined by chemokines, integrins,
and cytokines that are differentially expressed between the
mucosal tissues (Otczyk and Cripps, 2010). This review sum-
marizes the current but limited knowledge with respect to

the airways including potential roles for CD62L, α4B1 inte-
grin, and LFA-1 adhesion pathways (Xu et al., 2003), and
the importance of antigen at target mucosal sites (Qimron
et al., 2004). The importance of dendritic cells and secretion
of retinoic acid in the production of mucosa – imprinting
homing molecules has been described (Iwata et al., 2004)
and specific dendritic cells direction TH17 cells homing to
the airways have been identified (Khader et al., 2009).

The concept of “balance”of the host–parasite relationship
being relevant to acute exacerbations is supported by study
of subjects with an exacerbation-prone phenotype. These
subjects have more cell-attached bacteria, and a reduced
lysozyme level in secretions (Taylor et al., 1990; Clancy et al.,
1995). Thus chronic inflammation within the airways in part
involves a direct T cell/neutrophil response to colonizing
bacteria and, indirectly, a persistence of activated neutrophils
maintained by autocrine mechanisms. The role of gut-driven
Th17 cells is critical to mucosal protection through recruit-
ment of neutrophils and the secretion of antibacterial factors
from the bronchus epithelium, with detection of IL-17 in
sputum, and Th17 cells in the draining nodes (Khader et al.,
2009). It has been shown that bacteria trapped in a biofilm
can induce Th17 cells that contribute to damage – validating
the concept of hypersensitivity reactions to colonizing bacte-
ria (Dubin et al., 2007). As few with moderate–severe COPD
continue to smoke (Tandon et al., 2010), hypersensitivity
to persistent bacteria within the airways is a credible expla-
nation for continuing intrabronchial inflammation. Recent
studies in emphysema identify phenotypic changes in den-
dritic cells obtained from resected lung from ex-smokers that
drive Th1 and Th17 cells (Shan et al., 2009), and a significant
increase in IL-17, IL-22, and IL-23 positive immunoreac-
tive cells within the bronchial mucosa (Shan et al., 2009),
while intestinal immunization of rats with inactivated NTHi
increases specific Th17 cells in both mesenteric lymph nodes
and in airways (Figure 2).

(IV) Shifts in the host–parasite relationship: Acute exacerba-
tion: (shift favors parasite). Acute exacerbations of COPD
are periods of accentuated intrabronchial inflammation
(Wedzicha and Seemungal, 2007) due to a failure of the
host to contain colonizing bacteria, causing an excessive and
inappropriate inflammatory response. Increase in inflam-
mation may follow acquisition of pathogenic “exacerba-
tion” isolates of NTHi (Sethi et al., 2008), other bacterial
pathogens, or an increase in resident bacteria due to an
intercurrent virus infection (Sethi and Murphy, 2008). Co-
infection of mice with NTHi and influenza virus increases
titer of bacteria 100-fold and virus 10-fold (Dunkley and
Clancy, 1997). These observations support the idea that col-
onizing bacteria in COPD are a common denominator of
acute exacerbations, by upregulation of antigenic stimulus
directly due to acquisition of novel “exacerbation” strains
of bacteria, or indirectly as a consequence of a virus infec-
tion. Bronchus brush biopsy analysis confirms a difference
in colonization level with 33% of stable COPD samples pos-
itive for NTHi compared to 87% of biopsies taken during
an exacerbation (Bandi et al., 2001). Clinical studies show a
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FIGURE 2 | IL-17A produced by in vitro re-stimulated mesenteric lymph

node (MLN) lymphocytes and detected in broncho-alveolar lavage fluid

following intestinal immunization with killedNTHi. (A) IL-17 produced by

re-stimulated MLN (lymphocytes) following oral immunization of C57BL/6
mice with killed whole cells of NTHi. (B) IL-17 in C57BL/6 mouse lung
following oral immunization with killed whole cells of NTHi.

subtle but significant increase in colonizing bacteria dur-
ing exacerbations (Sethi et al., 2007). Damage is due to
direct toxicity by pathogenic bacteria (Sethi et al., 2008),
and the inappropriate and excessive recruitment of activated
neutrophils (Wallace et al., 1990; Wedzicha and Seemun-
gal, 2007). This conclusion is supported by the presence
in sputum of increased levels of neutrophils, IL-8, TNFα,
and neutrophil elastase at times of clinical exacerbations
Wedzicha and Seemungal, 2007).

THE COROLLARY
If acute exacerbations reflect ineffective containment of colonizing
bacteria, any therapy improving the efficiency of host protection
should reduce their frequency and severity. Reduction in coloniz-
ing pressure reduces the level of intraluminal inflammation below
threshold levels for “severe” exacerbations before falling below a
lower threshold for “any exacerbation” – hence a dominant effect
on reducing severity of episodes (Figure 3).

IMMUNOTHERAPY WITH ORAL NTHi (SHIFT FAVORS HOST)
Reduction in frequency and severity of exacerbations in COPD,
and in reduction of pathogens in sputum following specific oral
immunotherapy with oral NTHi, are strong arguments in support

of the postulate that colonizing bacteria play a critical role in the
pathogenesis of acute exacerbations. Results from four published
trials (Clancy et al., 1985; Clancy et al., 1990; Lehmann et al.,
1991; Tandon and Gebski, 1991) showed a reduction in exacerba-
tions (defined as an increase in volume and purulence of sputum),
and reduced use of antibiotics. These were the basis of a pos-
itive Cochrane Report (Foxwell et al., 2006). A recent study in
severe COPD showed a reduction in total exacerbations of 16%,
but when exacerbations were defined in terms of a requirement for
therapeutic intervention (capturing the more severe episodes), a
significant reduction of 63% (corticosteroid-treated patients), and
90% (hospital-treated) followed oral NTHi immunization (Tan-
don et al., 2010). This “shift” toward more severe exacerbations
would be expected if oral NTHi reduced the level of intrabronchial
inflammation in the majority of recipients. Further, quantitative
bacteriology of sputum following oral NTHi noted a 3 log reduc-
tion in bacteria (Lehmann et al., 1991), and reduction involved all
pathogens (Tandon and Gebski, 1991; Tandon et al., 2010). Non-
specific effector function based on phagocytosis is responsible for
reduction of all pathogens. Oral immunization of smokers with
NTHi prevents inhaled NTHi from penetrating into terminal air-
ways (Clancy and Dunkley, 2010). In this latter study, protection
correlated with an enhanced circulating specific antigen-reactive
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FIGURE 3 | Diagrammatic representation of aspiration of bronchus

content (including bacteria) into gut (1) to stimulate Peyer’s patches (3)

to releaseT-lymphocytes which “home” to the bronchus (4) where

they – directly or indirectly – secrete cytokines and chemokines

which augment recruitment and activation of phagocytes (5) which

reduce colonizing load of damaged bronchus mucosa. Ingestion of
inactivated non-typeable Haemophilus influenzae (2) augments this
protective “loop”.

T cell response and a reduction in level of salivary lysozyme, a
marker of luminal inflammation in COPD (Clancy and Dunkley,
2010). These human studies follow the demonstration in rodents
that specific T cells obtained from thoracic duct drainage after
Peyer’s patch immunization with NTHi, can transfer accelerated
clearance of bacteria from the bronchus (Clancy et al., 1995).
Oral immunization with NTHi of mice co-infected with influenza
virus and NTHi abrogated the increase in titer of both microbes
(Dunkley and Clancy, 1997), indicating that colonizing NTHi
can amplify the inflammatory response to virus infections.
Thus by reducing the level of colonization, oral immuniza-
tion with NTHi protects against infection initiated by bac-
teria and viruses. It is unclear as to whether most subjects
with COPD require re-stimulation of T cells migrating to the
bronchi by colonizing bacteria as recent data suggests most
if not all COPD patients have NTHi in their lower airways
(Bandi et al., 2001).

DISCUSSION AND CONCLUSION
This hypothesis identifies colonizing bacteria as an“antigen sump”
that on one hand drives a T cell response following aspiration of
bronchus content into the gut, while on the other is the target of
that response. The outcome is determined by the extent of the
antigen load – a low antigen load reflects protection and contain-
ment of infection by T cell-activated phagocytosis, while a high
load reflects ineffective containment and a hypersensitivity reac-
tion (seen clinically as an acute exacerbation). An upward shift in

antigen occurs by inhaling novel “exacerbation” isolates of bacte-
ria (in particular NTHi; Sethi et al., 2008) or following a virus
infection, in particular influenza (Dunkley and Clancy, 1997).
These ideas place bacteria – especially NTHi – on a final common
pathway that determines the level of intrabronchial inflammatory
exudate. Progression of COPD and exacerbations occur whether
or not there is continued inhalation of toxic material. This hypoth-
esis can be tested using quantitative cellular and molecular assays
of bronchial biopsies and broncho-alveolar washings, to ana-
lyze the host–parasite relationship as it pertains to the Th17
response to colonizing bacteria (and associated inflammation)
in subjects with stable COPD, with an acute exacerbation, and
following immunotherapy with oral NTHi. Oral immunother-
apy with NTHi augments antigen delivery to the Peyer’s patches,
with a consequent increase in T cells delivered to the mucosa,
increasing the efficiency of phagocytosis. Protection is refected in
a reduction in the load of bacteria colonizing damaged bronchi,
reflecting a “shift” in outcome away from the hypersensitivity
pro-inflammatory response characteristic of a less efficient T cell
response.

Clinical studies demonstrate a new approach to management
of one of the major unmet medical needs, while providing strong
evidence that abnormal colonization of airways plays a significant
role in the pathogenesis of exacerbations of COPD. Important and
effective strategies for controlling mucosal infection through oral
immunization have likely been neglected due to an inappropriate
focus on IgA antibody as a monitor of vaccine efficacy.

www.frontiersin.org March 2011 | Volume 2 | Article 7 | 5

www.frontiersin.org
http://www.frontiersin.org/mucosal_immunity/archive


Clancy and Dunkley Control of acute exacerbations in COPD with NTHi

REFERENCES
Bandi, V., Apicella, M. A., Mason, E.,

Murphy, T. F., Siddiqi, A., Atmar,
R. L., and Greenberg, S. V. (2001).
Nontypeable Haemophilus influen-
zae in the lower respiratory tract
of patients with chronic bronchitis.
Am. J. Respir. Crit. Care Med. 164,
2114–2119.

Barnes, P. J. (2008). Immunology of
asthma and chronic obstructive pul-
monary disease. Nat. Rev. Immunol.
8, 183–192.

Briscoe, W. A., and Nash, E. S. (1965).
The slow space in chronic obstruc-
tive pulmonary disease. Ann. N. Y.
Acad. Sci. 121, 706–722.

Butt, H. L., Clancy, R. L., Cripps, A.
W., Murree-Allen, K., Saunders, N.
A., Sutherland, D. C., and Hensley,
M. J. (1990). Bacterial colonisation
of the respiratory tract in chronic
bronchitis. Aust. N. Z. J. Med. 20,
35–38.

Clancy, R. L., Cripps, A. W., Murree-
Allen, K., Yeung, S., and Engel,
M. (1985). Oral immunisation with
killed Haemophilus influenzae for
protection against acute bronchitis
in chronic obstructive lung disease.
Lancet 2, 1395–1397.

Clancy, R. L., Pang, G., Dunkley, M. L.,
Taylor, D., and Cripps, A. W. (1995).
Acute on chronic bronchitis: a model
of mucosal immunology. Immunol.
Cell Biol. 73, 414–417.

Clancy, R. L., Cripps, A. W., and Geb-
ski, V. (1990). Protection against
recurrent acute bronchitis follow-
ing oral immunization with killed
Haemophilus influenzae. Med. J.
Aust. 152, 413–416.

Clancy, R. L., and Dunkley, M. L. (2010).
Oral non-typeable Haemophilus
influenzae enhances physiological
mechanism of airways protection.
Clin. Exp. Immunol. 161, 127–133.

Dubin, P. J., McAllister, F., and Kolls,
J. K. (2007). Is cystic fibrosis a
TH17 disease? Inflamm. Res. 56,
221–227.

Dunkley, M., and Clancy, R. L.
(1997). “A rodent model of con-
current respiratory infection with
influenza virus and Gram-negative
bacteria: synergistic infection and
protection by oral immunization.”
In Mucosal Solutions: Advances in
Mucosal Immunology, Vol. 1, eds A. J.
Husband,K. W. Beagley,R. L. Clancy,
and A. W. Cripps (Sydney: Univer-
sity of Sydney Press), 279–288.

Dunkley, M., Pabst, R., and Cripps,
A. (1995). An important role for
intestinally-derived T cells in respi-
ratory defence. Immunol. Today 16,
231–236.

Dunkley, M. L., Clancy, R. L., and
Cripps, A. W. (1994). A role for
CD4+ T cells from orally immu-
nized rats in enhanced clearance of
Pseudomonas aeruginosa from the
lung. Immunology 83, 362–369.

Fletcher, C., and Peto, R. (1977).
The natural history of chronic air-
flow obstruction. Br. Med. J. 1,
1645–1648.

Foxwell, A. R., Cripps, A. W., and
Dear, K. B. G. (2006). Haemophilus
influenzae oral whole cell vacci-
nation for preventing acute exac-
erbations of chronic bronchitis.
Cochrane Database Syst. Rev. 4,
CD001958.

Iwata, M., Hirakiyama, A., Eshima, Y.,
Kagechika, H., Kato, C., and Song,
S. Y. (2004). Retinoic acid imprints
gut-homing specificity on T cells.
Immunity 21, 257–238.

Khader, S. A., Gaffen, S. L., and Kolls,
J. K. (2009). Th17 cells at the cross-
roads of innate and adaptive immu-
nity against infectious diseases at
the mucosa. Mucosal Immunol. 5,
403–411.

Kraft, M. (2006). Asthma and chronic
obstructive pulmonary disease
exhibit common origins in any
country! Am. J. Respir. Crit. Care
Med. 174, 238–240.

Lehmann, D., Coakley, K. J., Coak-
ley, C. A., Spooner, V., Montgomery,
J.M., Michael, A., Riley, I. D., Smith,
T., Clancy, R. L., and Cripps, A.
W. (1991). Reduction in the inci-
dence of acute bronchitis by an
oral Haemophilus influenzae vaccine
in patients with chronic bronchi-
tis in the Highlands of Papua New
Guinea. Am. Rev. Respir. Dis. 144,
324–330.

May, J. R. (1953). The bacteriology
of chronic bronchitis. Lancet 2,
534–537.

Otczyk, D., and Cripps, A. (2010).
Mucosal immunisation: a realistic
alternative. Hum. Vaccin. 6, 1–29.

Pang, G., Ortega, M., Zighang, R.,
Reeves, G., and Clancy, R. L.
(1997). Autocrine modulation of
IL-8 production by sputum neu-
trophils in chronic bronchial sepsis.
Am. J. Respir. Crit. Care Med. 155,
726–731.

Petty, T. L. (2006). The history of COPD.
Int. J. Chron. Obstruct. Pulmon. Dis.
1, 3–14.

Qimron, U., Paul, L., Bar-Haim, E.,
Bloushtain, N., Eisenbach, L., Staats,
H.F., and Porgador, A. (2004). Non-
replicating mucosal and systematic
vaccines: quantitative and qualita-
tive differences in the Ag-specific
CD8(+) T cell population in differ-
ent tissues. Vaccine 22, 1390–1394.

Sethi, S., and Murphy, T. F. (2008).
Infection in the pathogenesis and
course of chronic obstructive pul-
monary disease. N. Engl. J. Med. 359,
2355–2365.

Sethi, S., Sethi, R., Eschberger, K., Lob-
bions, P., Cai, X., Grant, B. J. B., and
Murphy, T. F. (2007). Airway bacter-
ial concentrations and exacerbations
of chronic obstructive pulmonary
disease. Am. J. Respir. Crit. Care Med.
176, 356–361.

Sethi, S., Wrona, C., Eschberger, K., Lob-
bins, P., Cai, X., Grant, B. J. B., and
Murphy, T. F. (2008). Inflammatory
profile of new bacterial strain exac-
erbations of chronic obstructive pul-
monary disease. Am. J. Respir. Crit.
Care Med. 177, 491–497.

Shan, M., Cheng, H. F., Song, L. Z.,
Roberts, L., Green, L., Hacken-Bitar,
J., Huh, J., Bakaeen, S., Coxson, H.
O., Storness-Bliss, C., Ramchandani,
M., Lee, S. H., Corry, D., and Kher-
admand, F. (2009). Lung myeloid
dendritic cells coordinately induce
Th1 and Th17 responses in human
emphysema. Sci. Transl. Med. 1.4,
1–9.

Tager, I., and Speizer, F. E. (1975). Role
of infection in chronic bronchitis. N.
Engl. J. Med. 292, 563–571.

Tandon, M. K., and Gebski, V. (1991).
A controlled trial of a killed
Haemophilus influenzae vaccine for
prevention of acute exacerbations
of chronic bronchitis. Aust. N. Z. J.
Med. 21, 427–432.

Tandon, M. K., Phillips, M., Waterer,
G., Dunkley, M. L., Coman, P.,
and Clancy, R. L. (2010). Oral
immunotherapy with inactivated
nontypeable Haemophilus influen-
zae reduces severity of acute exacer-
bations in severe COPD. Chest 137,
805–811.

Taylor, D. C., Cripps, A. W., and Clancy,
R. L. (1990). Inhibition of adhesion
of Haemophilus influenzae to buc-
cal cells by respiratory secretions.
Immunol. Cell Biol. 68, 335–342.

Wallace, F. J., Clancy, R. L., and Cripps,
A. W. (1989). An animal model
demonstration of enhanced clear-
ance of nontypeable Haemophilus
influenzae from the respiratory tract
after antigen stimulation of gut
associated lymphoid tissue. Am. Rev.
Respir. Dis. 140, 311–316.

Wallace, F. J., Clancy, R. L., and
Cripps, A. W. (1990). “Haemophilus
influenzae immunity in the respira-
tory tract.” In Advances in Mucosal
Immunology, eds T. T. MacDonald,
S. J. Challacombe, and P. W. Bland
(London: Kluwer Academic Publish-
ers), 859–860.

Wallace, F. J., Cripps, A. W., Clancy,
R. L., Husband, A. J., and Witt, C.
S. (1991). A role for intestinal T
lymphocytes in bronchus mucosal
immunity. Immunology 74, 68–73.

Wedzicha, J. A., and Seemungal, T.
A. R. (2007). COPD exacerbations:
defining their cause and prevention.
Lancet 370, 786–796.

Xu, B., Wagner, N., Pham, L. N.,
Magno, V., Shan, Z., Butcher, E. C.,
and Michie, S. A. (2003). Lympho-
cyte homing to bronchus-associated
lymphoid tissue (BALT) is mediated
by L-selectin/PNAd, alpha4beta1
integrin/VCAM-1 and LFA-1 adhe-
sion pathways. J. Exp. Med. 197,
1255–1267.

Conflict of Interest Statement: Robert
Clancy owns shares and is on the Board
of Hunter Immunology Ltd. Margaret
Dunkley is an indirect employee of
Hunter Immunology Ltd and owns
share options.

Received: 23 December 2010; accepted:
21 February 2011; published online: 15
March 2011.
Citation: Clancy RL and Dunkley M
(2011) Acute exacerbations in COPD
and their control with oral immuniza-
tion with non-typeable Haemophilus
influenzae. Front. Immun. 2:7. doi:
10.3389/fimmu.2011.00007
This article was submitted to Frontiers in
Mucosal Immunity, a specialty of Fron-
tiers in Immunology.
Copyright © 2011 Clancy and Dunkley.
This is an open-access article subject to
an exclusive license agreement between
the authors and Frontiers Media SA,
which permits unrestricted use, distrib-
ution, and reproduction in any medium,
provided the original authors and source
are credited.

Frontiers in Immunology | Mucosal Immunity March 2011 | Volume 2 | Article 7 | 6

http://www.frontiersin.org/mucosal_immunity/archive
http://www.frontiersin.org/mucosal_immunity/

	Acute exacerbations in COPD and their control with oralimmunization with non-typeable Haemophilus influenzae
	INTRODUCTION
	THE HYPOTHESIS
	THE COROLLARY
	IMMUNOTHERAPY WITH ORAL NTHi (SHIFT FAVORS HOST)

	DISCUSSION AND CONCLUSION
	REFERENCES



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


