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Fig. 1 A line drawing of a generalized Chlamydia pneumoniae developmental cycle. Infection
begins when an infectious but metabolically inactive EB comes in contact with a host cell (a)
and is endocytosed (b). The phagocytic vacuole migrates toward the Golgi apparatus and the
EB differentiates into a noninfectious but metabolically active RB (c). RB division ensues and
the inclusion increases in size (d). RBs then begin to reorganize back into EBs, and the
inclusion grows until it occupies the entire cytoplasm of the infected cell (e). The inclusion
lyses, the host cell lyses and EBs are freed to infect another cell. N, nucleus.
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Fig.3 Freeze-replica images of an in situ chlamydial inclusion membrane containing the
Chlamydia pneumoniae KKpn-15 strain at 60 hr after infection. Fine particles in groups are
indicated by arrowheads. The bar indicates 1 zm.
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Fig. 4 Population prevalence of Chlamydia pneumoniae 1gG
antibody by age and sex in 4756 persons.
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Fig. 5 Etiology of community-acquired pneumonia in 106 outpatients and 400 hospitalized patients.

Table 1 The magnitude in FEV,, after treatment with telithromycin and
placebo in the subgroups with and without evidence of infection with

C.pneumoniae, M. pneumoniae, or both

Telithromycin Placebo 95% CI p value
With evidence* (n=131) 0.67L 0.38L 0.11-0.47 0.002
Without evidence (n=82) 0.58 L 0.46 L —0.21-0.43 0.486

*A total of 61% of patients met at least one criteria for infection with C. pneumoniae,

M. pneumoniae, or both.
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Fig. 6 Respiratory illness in the long-term care facilities and an affiliated hospital by date of onset.
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Table 2 Summary of clinical trials of antibiotics for the secondary prevention
of coronary vascular disease

Trials No. Condition* Antibiotic Duration/follow-up Result
London 60  Post MI azithromycin 3-6 days/18 mo Yes
ROXIS 202  Acute CS roxithromycin 30 days/1 or 6 mo Yes/No
ACADEMIC 302 Stable CAD  azithromycin 3 mo/2 yr No
ISAR-3 1020 Post CS roxithromycin 1 mo/6-12 mo No
CLARIFY 148 Acute CS clarithromycin 85 days/18 mo Yes
Bangkok 84 Acute CS roxithromycin 30 days No
STAMINA 325  Acute CS azithromycin 7 days Yes
ANTIBIO 872  Acute MI roxithromycin 6 wk/12 mo No
AZACS 1450  Acute CS azithromycin 5 days/6 mo No
WIZARD 7724  CAD azithromycin 3 mo/3 yr No
ACES 4012 CAD azithromycin 12 mo/4 yr No
PROVEIT 4162  Acute CS gatifloxacin 18 mo/2 yr No
*MI, myocardial infarction; CS, coronary syndrome; CAD, coronary artery disease.
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CHLAMYDIA PNEUMONIAE INFECTIONS
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Abstract Chlamydia pneumoniae, an obligate intracellular
human pathogen, causes infections of the respiratory tract. It
is a significant cause of both lower and upper acute respiratory
illnesses, including pneumonia, bronchitis, pharyngitis and
sinusitis. Most respiratory infections caused by C. pneumoniae
are mild or asymptomatic. Some studies have suggested
a possible association of C.pneumoniae infection and acute
exacerbations of asthma and chronic obstructive pulmonary
disease (COPD). Seroepidemiological studies showing anti-
body prevalence rates in a range of 50 to 70% suggest that
C. pneumoniae is widely distributed and that nearly everybody
is infected with the agent at some time.

C.pneumoniae can cause prolonged or chronic infections
which may be due to persistence for months or years. These
persistent infections have been implicated in the development
of a number of chronic diseases including atherosclerosis,
asthma and COPD. These persistent chlamydial infections
can be established in vitro using several methods including
cytokines, antibiotics and deprivation of certain nutrients.
Despite differences in treatment, chlamydiae respond to form
inclusions containing atypical reticulate bodies (RBs), which
occasionally have been shown to be pleomorphic forms,
termed aberrant form (AF). The AF is generally larger in
diameter than typical RBs, and display a sparse densinometric
appearance.

In general, it is likely that this aberrant developmental step
leads to the persistence of viable but nonculturable chlamydiae
within infected cells over long periods. Removal of several
stress factors described above results in the condensation of
nuclei, the appearance of late proteins, and the production of
viable, infectious elementary bodies (EBs). Most of the major
sequelae of chlamydial disease are thought to arise from either
repeated or persistent chlamydial infection of an individual.
The persistence would allow constant presentation to the indi-
vidual immune response of these potentially deleterious
immune targets. Since repeated infection can certainly be
documented in many clinical settings, persistence is thought
to also play a role.
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