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1. Introduction
Pulmonary parenchymal complications remain the main cause of morbidity and mortality in
human immunodeficiency virus (HIV) infected patients (McGuinness, 1997). Early diagnosis
and treatment of these complications are important to improve survival.
HIV impairs the immune system, leading the infected person susceptible to a variety of
infections, called opportunistic infections, a leading cause of mortality and morbidity in
patients with HIV/AIDS. The effect of HIV on the immune system is monitored by
measuring the CD4 (T-helper) lymphocyte count in the blood. Depletion of CD4 cell count is
a hallmark of disease progression in AIDS. CD4 cell count is essential to decide about the
timing of initiation of antiretroviral therapy and for prophylaxis of opportunistic infections.
It has been known that the lungs are principal targets of HIV-associated complications and
persons with HIV infection are at an increased risk for opportunistic pneumonias,
neoplasms, and other pulmonary conditions. The spectrum of pulmonary manifestations in
patients infected with HIV is broad, including many infectious and noninfectious
complications. Pneumonia is the leading HIV-associated infection. In a recent report in
which 762 patients with HIV/AIDS were analyzed, pulmonary infections was found as the
most prevalent infections (Huang et al., 2010). It is estimated that 65% of the patients
infected with HIV will present pulmonary involvement as their first clinical manifestation of
the syndrome and that approximately 80% of these patients will present some kind of
pulmonary involvement in the course of the disease (Suffredini & Masur, 1988).
This section is related with the pulmonary infectious complications of HIV/AIDS.

2. Bacterial infections
Bacterial respiratory infections are one of the most common causes of respiratory complaints
in HIV-positive patients.
Although HIV infection is most closely associated with altered cell-mediated immunity, a
number of additional immune deficiencies may occur in association with HIV infection
(Daley, 1993; Davis et al, 1993; Noskin & Glassroth, 1996). It usually includes a poor
antibody response due to B cell dysfunction and defects in chemotaxis, phagocytosis and
intracellular killing by monocytes, macrophages and neutrophils. Moreover, HIV-infected
individuals may experience impairment of local defenses, manifested by a depression of
specific IgA at the mucosal surfaces. These immune abnormalities all contribute to an
increased risk of bacterial infection among HIV-infected persons.
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Combination antiretroviral therapy (ART) is associated with a decreased risk for bacterial
pneumonia and during the combination ART era the incidence of community-acquired
bacterial pneumonia among HIV-infected patients has declined (Crothers et al., 2010).
Antiretroviral regimens contain an HIV protease inhibitor (Sullivan et al., 2000) and the use
of trimethoprim-sulfamethoxazole as prophylaxis for Pneumocystis jiroveci pneumonia may
be associated with decreased risk for bacterial pneumonia (Kohli et al., 2006). However,
community-acquired pneumonia represents a frequent cause of morbidity and is associated
with an increased mortality in HIV-infected patients also in the ART era.
Bacterial pneumonia may be the first manifestation of underlying HIV infection and thus the
presence of HIV infection should be considered in any person presenting with bacterial
pneumonia, especially if the individual has no other risk factors for pneumonia or if the
pneumonia is recurrent. Recurrent bacterial pneumonia (defined as two or more episodes
within 12 months) is included as an AIDS-defining illness in the 1993 CDC Expanded
Surveillance Case Definition for AIDS (Centers for Disease Control and Prevention, 1993).
The incidence of bacterial pneumonia among persons with HIV infection is greater than that
among persons without HIV. It has been estimated that one third of all persons with AIDS
will develop at least one episode of severe bacterial pneumonia over the course of their HIV
infection (Noskin & Glassroth, 1996). Afessa et al. (Afessa et al., 1998) found bacterial
pneumonia to be the most frequent pulmonary complication (42%) in an autopsy series of
233 HIV-infected individuals. In a recent autopsy study, in which 250 autopsies of
HIV/AIDS patients who died of acute respiratory failure was analyzed, bacterial
bronchopneumonia was present in 36% (91 cases) (Soeiro et al., 2008). According to another
study, the incidence of pneumococcal pneumonia is five to 18 times greater than that in the
general population, and the development of pneumococcal septicemia is 100 times greater
(Janoff et al., 1992). In a multicenter, prospective, observational study, Hirschtick et al.
monitored 1130 HIV-positive and 167 HIV-negative adults for up to 64 months for
pulmonary disease and they found that, there were 237 episodes of bacterial pneumonia
among the HIV-positive participants (rate, 5.5 per 100 person-years), as compared with 6
episodes among the HIV-negative participants (rate, 0.9 per 100 person years; p<0.001).
They also showed that, the rate of bacterial pneumonia increased with decreasing CD4
lymphocyte counts (2.3,6.8, and 10.8 episodes per 100 person-years in the strata with more
than 500, 200 to 500, and fewer than 200 cells per cubic millimeter, respectively; p≤0.022 for
each comparison) (Hirschtick et al., 1995). Bacterial pneumonia is more common in smokers
with HIV than in nonsmokers and injection drug use more than doubles the risk of bacterial
lower respiratory infections compared with those who acquired HIV through sexual
exposure (Fangman & Sax, 2008). Other risk factors are a low socioeconomic, alcohol abuse
status, comorbidities (including cardiovascular, renal disease malnutrition, and hepatic
cirrhosis), low CD4 cell counts (<200 cells/ml), uncontrolled HIV replication and not
receiving ART (Madeddu et al., 2010).
Similar to that in the general population, Streptococcus pneumoniae and Haemophilus species
are the most frequently identified causes of community-acquired bacterial pneumonia
(Hirschtick et al., 1995; Madeddu et al., 2008; Schneider, 1999). Staphylococcus aureus,
Escherichia coli, and Pseudomonas aeruginosa account for most of the remainder of cases
(Afessa & Green, 2000; Baron & Hollander, 1993; Madeddu et al., 2008). Risk factors for S.
aureus include recent viral or influenza infection and use of injection drugs. Methicillinresistant S. aureus which may be acquired in health care setting or in the community is
increasingly common. P. aeruginosa has been increasingly recognized as an important source
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of bacterial pneumonia in HIV-infected individuals, particularly in those with advanced
HIV/AIDS (CD4 cell count less than 50 cells/μL), underlying structural lung disease
(bronchiectasis), neutropenia, indwelling catheters, receipt of corticosteroid therapy,
multiple antibiotic therapy, and severe malnutrition. Atypical pathogens such as Legionella
pneumophila, Mycoplasma pneumoniae, and Chlamydophila species are less frequent causes of
pneumonia (Sandkovsky et al., 2008). Other less causes of pneumonia include Rhodococcus
equi, Nocardia species Bartonella henselae and quintana. Rhodococcus equi, an aerobic grampositive, may cause focal consolidation, endobronchial disease and cavitation, and is usually
associated with low CD4 cell count (100 cells/μl) in HIV/AIDS patients. Nocardia asteroides
may cause nodules, consolidation, cavitation, pleural effusions, empyema and intrathoracic
lymphadenopathy in HIV-infected persons.
In contrast with community-acquired pneumonia, the two most common bacterial causes of
hospital- acquired pneumonia in patients with HIV are P. Aeruginosa and S. Aureus, while S
pneumoniae and K. Pneumoniae are other relatively frequent causes (Crothers et al., 2010).
The clinical features of bacterial pneumonia in HIV-infected persons is similar to those in
immunocompetent persons and includes acute onset of fever, dyspnea, dry or productive
cough, chills and chest pain. Physical findings consist of fever, tachypnea, tachycardia, rales
or rhonchi, and other signs of consolidation and occasionally pleural effusion (Huang &
Crothers, 2009). Bacterial pneumonia in HIV-infected patients can occur at all levels of CD4
cell count, and an inverse relationship between the incidence of pneumonia and the CD4 cell
count has been observed (Hirschtick et al., 1995). However, patients with higher CD4 cell
counts are more likely to present with a typical clinical picture, in contrast, patients with low
CD4 cell count often present an atypical clinical picture (Madeddu et al., 2010).
The most common radiographic pattern in bacterial pneumonia is focal consolidation, which
typically presents in either a segmental or lobar distribution (Boiselle et al., 1997; Gold et al.,
2002; Kuhlman, 1999; Selwyn et al., 1998; Sider et al. 1993). In two studies of HIV-infected
individuals with bacterial pneumonia, focal consolidation was observed in approximately
45–60% of patients (Boiselle et al., 1997; Magnenat et al., 1991). Most persons with S.
pneumoniae or Haemophilus pneumonia present with unilateral, focal, segmental or lobar
consolidation. Lobar pneumonia is seen most commonly in S. pneumoniae pneumonia. A
variety of gram (+) and gram (-) bacteria, most commonly Staphylococcus, Streptococcus,
Pseudomonas, Klebsiella, Enterobacter,and Haemophilus, may cause bronchopneumonia.
In almost half of the cases of bacterial pneumonia, a radiographic pattern other than focal
consolidation is observed (Brecher et al., 2003). Solitary or multiple lung nodules, cavitary
pulmonary lesions are other radiologic findings often associated with bacterial pneumonia
in HIV-infected patients. P. aeruginosa or S. aureus are most common bacterial causes of
cavitary nodules or cavitary consolidation, while less common bacterial causes include N.
asteriodes and R. equi infections. HIV-infected patients had an increased risk for complicated
parapneumonic effusions, especially if due to S. pneumoniae or S. aureus.
Although conventional radiographs are the mainstay of imaging of bacterial respiratory
infections in HIV-infected persons, CT provides more information about nodules, cavities, and
pleural fluid collections. Hence, CT may be useful for further characterizing atypical
radiographic findings, for diagnosing complications of infection such as abscess or empyema.
The diagnostic approach to bacterial pneumonia in HIV-infected patients is similar to that of
HIV-negative patients. Current US guidelines recommend that persons hospitalized with
suspected bacterial pneumonia should undergo diagnostic evaluation for specific pathogens
(Centers for Disease Control and Prevention, 2009). The diagnostic tests include gram stain
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and culture of sputum, blood cultures and thoracentesis should be performed in patients
with pleural effusions. Bronchoscopy should be done to support or establish correct
diagnosis via taking wash, brush or biopsy. In patients in whom the diagnosis is unclear,
other supplemental testing such as a modified acid-fast stain (for Nocardia and Rhodacoccus)
or a urinary legionella antigen can be appropriate (Fangman & Sax, 2008). In pneumococcal
pneumonia, pneumococcal urinary antigen testing offers the potential for early, specific
diagnosis.
Although numerous guidelines (BTS guidelines, 2001; Mandell et al., 2007; Woodhead et al.,
2005) for the management of community-acquired pneumonia (CAP) in HIV-negative
patients have been developed by scientific societies, to date, no specific guidelines have been
developed for HIV-infected patients. However, the principle of the treatment of bacterial
pneumonia is similar in both HIV positive and negative patients (Fangman & Sax, 2008).
The choice of antimicrobial agent should be based on the results of a sputum gram stain, the
clinical and radiologic presentation, severity of the illness, presence of co-morbid disease
and knowledge of local microbiology and resistance patterns. Duration of the therapy is
generally similar or a bit longer than to that of HIV negative patients.
Although the emergence of antimicrobial resistant organisms is a global problem, in HIVinfected patients, there is limited data on the prevalence and the impact of drug resistant
bacteria on the clinical course of the disease. The rate of penicillin-resistant S. pneumoniae in
HIV-infected patients is reported to be higher than in HIV-noninfected patients (Madeddu
et al., 2009). However, in a recent report, no obvious difference in pneumococci resistance
patterns has been found between HIV-positive and negative patients (Stephan et al., 2009).
Also, in a study in which the trend of S. pneumoniae antibiotic resistance has been evaluated,
a near significant decrease in penicillin-resistant strains in the late-HAART compared with
of pre and early-HAART era has been found (Grau et al., 2009). Patients on TMP-SMX
prophylaxis for Pneumocystis pneumonia may be more likely to have penicillin and TMPSMX resistant S. pneumoniae. With the widely use of TMP-SMX prophylaxis, an increase in
resistance to TMP-SMX in other bacteria has also been reported (Marin et al., 1999).
Prevention strategies of bacterial pneumonia should address on several problems such as
the role of cigarette smoking, alcohol abuse and ongoing injection drug use, hepatic and
renal comorbidities, late presentation of HIV diagnosis, highly active antiretroviral therapy
(HAART) lack of compliance, and virus effects and immunological failure. Combination
antiviral therapy should be considered for all patients with recurrent bacterial lower
respiratory tract infections. HIV patients not receiving HAART are clearly at an increased
risk of bacterial pneumonia. Vaccination strategies are still controversial in HIV infected
individuals. On the one hand, some studies showed a good response and a reduction in new
cases among vaccinated patients, on the other, some reports found no evidence of efficacy.
However, pneumococcal vaccine is recommended for all HIV patients who have a CD4 cell
count greater than 200 cells/μl. The influenza vaccine should be given to all persons with
HIV infection annually prior to influenza season. Trimethoprim-sulfamethoxazole, when
administered daily for PCP prophylaxis, can reduce the frequency of bacterial respiratory
infections (French et al., 2000; Loeliger et al., 1995; Rodriguez-Barradas et al., 1992).

3. Mycobacterial infections
Tuberculosis (TB) remains an important cause of morbidity and mortality among persons
with HIV infection. Pulmonary TB is still the commonest form. In HIV infected persons, the
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estimated annual risk of developing active TB ranges from 35 to 162 per 1,000 person-years,
compared to 12.9 per 1,000 person-years for those without HIV infection (Centers for
Disease Control and Prevention, 2009). The World Health Organization (WHO) estimated
that, in 2007, of the 9.27 million new cases of TB worldwide, 1.37 million occured in persons
with HIV (World Health Organization, 2009). In 2008, nearly 1 of 3 TB-related deaths (29%)
worldwide was considered to be related to HIV infection, and TB contributed to 26% of the
estimated deaths due to HIV infection. HIV has increased the incidence of TB by up to
sevenfold in African countries (Williams et al., 2010). Countries in southern Africa are
particularly affected, with over 50% of TB patients diagnosed each year being co-infected
with HIV (Corbett et al., 2003; World Health Organization, 2007). In 2007, countries in subSaharan Africa accounted for nearly 80% of the estimated global burden of HIV infection–
associated TB. It has been reported that, TB is the commonest cause of death in hospitalized
HIV-infected adults in sub-Saharan Africa (Sani et al., 2006; Lucas et al., 1993; Nelson et al.,
1993) and in another report, among HIV-infected patients not on ART, it was the commonest
cause of adult hospitalization, in Nigeria (Habib et al., 1998).
TB disease in persons with HIV infection can develop immediately after exposure (i.e.
primary disease) or as a result of progression after establishment of latent TB infection. The
risk of progression to active TB is highest in those with HIV coinfections (Lawn et al., 2011).
While the lifetime risk of reactivation latent TB infection is 5% in HIV negative persons, the
risk among HIV-infected persons has been estimated to be 10% per year. The interaction
between HIV infection and tuberculosis is complex: HIV infection, by decreasing interferongamma production, increases the risk for the development of active TB disease. Following
the initial exposure, the rate of progression of TB infection to active disease is higher than
40% in HIV positive patients compared to approximately 5% in HIV negative patients
(Havlir & Barnes, 1999). On the other hand, M. tuberculosis enhances HIV replication and
accelerates the natural progression of HIV infection by increasing cytokine production (in
particular tumor necrosis factor-alpha).
TB disease occurs among HIV–infected persons at all CD4 T lymphocyte counts, but the
incidence increases as the count decreases. Also, the clinical, radiographic, and
histopathologic presentation of HIV–related TB disease is influenced by the degree of
immunodeficiency. With CD4 T lymphocyte counts >350 cells/μL, HIV positive TB appears
like TB among HIV negative persons. The majority of patients have disease limited to the
lungs. However, extrapulmonary disease is more common in HIV positive cases than in HIV
negative ones and those with advanced immunosuppression (CD4 T lymphocyte count <200
cells/μL) are more likely to have extrapulmonary or disseminated disease.
Although HIV positive persons with TB may have the classic symptoms of TB (eg,
productive cough, chest pain, shortness of breath, hemoptysis, fever, night sweats, and/or
weight loss), many such patients have few symptoms or have symptoms that are even less
specific.
The radiographic findings of TB also depend on the degree of immunosuppression
(Marchiori et al., 2005). In patients who have CD4 cell counts above 350-400 cells/μL, the
findings tend to be similar to those without HIV infection. Most of these persons present
with a classic reactivation TB radiographic pattern consisting of unilateral or bilateral upper
lung zone reticulonodular infiltrates with or without cavitation. In more severely
immunocompromised patients, the radiologic manifestations tend to resemble those of
primary disease including areas of consolidation, miliary disease, pleural effusion, and
lymph node enlargement (Laissy et al., 1998). Cavitation is less common but intrathoracic
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adenopathy is more common in these individuals with advanced HIV/AIDS. Up to 20% of
severely immunocompromised AIDS patients with pulmonary TB have radiographs that
show normal findings (Boiselle et al., 2002). The small nodules and lymph node enlargement
are the usual findings at high resolution CT.
The diagnostic approach to TB in HIV positive person is same with those HIV negative ones.
The gold standard diagnostic test for TB remains the isolation and identification of M.
Tuberculosis by culture (Crothers et al., 2010). It is more sensitive than sputum smear,
allowing detection of TB in sputum smear negative cases such as HIV positive patients. In a
setting in South Africa, 49% of sputum smear negative HIV patients were sputum culture
positive. All cultures positive for M. Tuberculosis should be sent for susceptibility testing to
identify drug resistance.
Typically, diagnostic evaluation of suspected TB includes 2 to 3 sputum specimens sent for
acid fast bacillus (AFB) smear and, mycobacterial culture. The quality and number of
collected specimens affect diagnostic results. A systemic review in 2007 concluded that, the
average sensitivity of the first sputum slide (53,5%) increased following the addition of
second slide (64.9%), but not further with a third slide (Mase et al., 2007). Sputum smear
microscopy is the primary tool for TB diagnosis. However, a lower sensitivity in HIVpatients is often seen due to their lower sputum bacillary load. Sputum microscopy may
also be false-negative if the sputum concentration of mycobacteria is below 10,000
organisms/mL. Alternative sample processing methods may increase sensitivity. A systemic
review showed that centrifugation or overnight sedimentation with chemical processing
increases sputum smear sensitivity (Steingart et al., 2006). Fluorescent microscopy (FM) is an
alternative way to Ziehl-Neelsen (ZN) staining for the detection of AFB. The procedure is
thought to be faster, more-cost effective, and more sensitive than ZN. In a study from
Kenya, FM was twice as sensitive as ZN in HIV positive cases using the culture as a gold
standard (Kivihya-Ndugga et al., 2003). An Indian study reported 26% more TB cases
detected when FM was used compared to ZN in a population including 15% HIV positive
patients (Prasanthi & Kumari, 2005). In many cases, especially those with advanced
immunosuppression and low CD4 cell-counts, are unable to produce sputum
spontaneously. In such patients, sputum induction by inhalation hypertonic solution should
be performed. Mycobacterial blood cultures can be obtainable, especially in persons whose
CD4 cell count is below 200 cells/μL and/or persons with evidence of disseminated disease.
Nucleic-acid amplification (NAA) tests are useful in providing rapid identification of M.
tuberculosis from sputum smear-positive specimens, but false-negative results can occur
among patients with TB disease. The positive predictive value of NAA tests are decreased in
persons who have sputum smear-negative results. Several reports indicate that in HIV
patients, NAA tests may also be helpful for diagnosing TB when used on blood and urine
(Kibiki et al., 2007; Rebollo et al., 2006; Torrea et al., 2005). Despite its possible advantages,
NAA diagnostics remain expensive, technically demanding and prone to contamination,
especially in high-volume settings (Rewata et al., 2009).
Current estimates are that one third of the world’s population is infected with M.
Tuberculosis. Yet, to date, there is no gold standard for diagnosis of latent TB infection
(LTBI). Traditionally, the tuberculin skin test (TST) has been used to measure delayed
hypersensitivity reaction following intradermal injection of purified protein derivative
(PPD). However, its use in the diagnosis of LTBI lacks both specificity and sensitivity. More
recently, IFN-γ release assays (IGRA) such as QuantiFERON-TB Gold In-Tube and T-SPOT.
TB has been developed (Lalvani et al., 2001). IGRA improve the specificity of LTBI diagnosis
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by measuring cytokine production by immune cells to M. tuberculosis-specific proteins,
transcribed from genes not found in Bacile Calmette-Guerin (BCG) and most other
environmental mycobacteria. Early secreted antigenic target-6 and culture filtrate-10 are the
two best studied to date and can improve the sensitivity of LTBI diagnosis to 96% compared
with 69% achieved by TST.
In principle, the treatment of TB in individuals with HIV infection should be the same as
that for patients with TB who do not have HIV disease. Currently, treatment guidelines
recommend that the duration of TB therapy should be the same for both HIV positive and
HIV negative cases (Blumberg et al., 2003; Hopewell et al., 2006; World Health Organization,
2003). Standard first-line therapy for TB with a 4-drug intensive treatment phase of 2
months, followed by 4 months of treatment with a 2-drug regimen, is highly effective in
patients with HIV infection–related TB. Initial treatment of presumed drug-sensitive TB
consists of isoniazid (INH), rifampin (RIF) or rifampicin (RFB), pyrazinamide (PZA), and
ethambutol (EMB). Pyridoxine (B6 vitamin) should also be given to avoid peripheral
neuropathy side effect of INH. Persons with cavitary lung disease whose 2-month repeat
sputum culture remains positive should receive additional initial phase treatment for a
month or an additional 3-4 months of treatment (total of 9-12 months). Consultation with a
TB expert should be obtained in persons with known drug-resistant (multi drug-resistant,
MDR, or extensively drug-resistant, XDR) TB and in persons who are failing standard 4drug therapy, where drug-resistance is suspected. When results of species identification and
susceptibility become available, drug selection can be tailored as needed. Because of the
severity of TB disease among immunocompromised patients, directly observed therapy
(DOT) is strongly recommended for patients with HIV–related TB.
It has been reported that trimethoprim-sulfamethoxazole, given a month after initiation of
anti-TB therapy, reduced mortality by 46% among HIV1– and HIV2 coinfected patients with
TB (Wiktor et al., 1999). Use of trimethoprim-sulfamethoxazole appeared to reduce the risk
of death by preventing gastrointestinal and respiratory infections. As a result, the WHO and
the United Nations Joint Programme on HIV/AIDS (UNAIDS), recommend that patients
with HIV infection–related TB be treated with trimethoprim-sulfamethoxazole during and
after treatment for TB (Sterling et al., 2010).
HIV infection is associated with high rates of recurrent TB, particularly in developing
countries. However, in such settings, recurrent disease is more likely to be attributable to
exogenous reinfection than to relapse. A course of isoniazid after completion of standard
anti-TB treatment has been associated with lower rates of TB recurrence, particularly among
HIV-infected persons. Although this strategy has been proven to be effective in settings with
a high incidence of TB and HIV infection, it is often not provided because of logistical
constraints (Sterling et al., 2010).
Among HIV-infected persons who receive a diagnosis of TB and do not receive HAART, the
mortality rate is high (as high as 91% among persons with AIDS). Initiation of HAART is
associated with improved survival among all HIV infected persons, including those with
TB. It is therefore recommended that HIV-infected patients with TB receive treatment for
both diseases, regardless of their CD4 lymphocyte count. However, the optimal timing of
HAART initiation in relation to the time of anti-TB therapy initiation is unclear, but it is
generally recommended to wait at least 2 weeks or longer depending on the degree of
immunocompromised status (Centers for Disease Control and Prevention, 2009).
In persons on ART, drug interactions can occur particularly between the rifamycins and
both protease inhibitors and non-nucleoside reverse transcriptase inhibitors. As a result of
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this interaction, decreased drug levels are associated with the development of resistance by
both HIV and M. tuberculosis, whereas increased drug levels are associated with toxicity. In
addition, persons receiving dual therapy for HIV infection and TB may develop the immune
reconstitution syndrome. This shows a paradoxical reaction presenting as a temporary
exacerbation of clinical and radiographic features which appears to be more common
among those starting ART within 6 weeks of initiating anti-TB therapy and among those
with disseminated TB.
TB prevention strategies with known efficacy include rapid identification and treatment of
active TB cases (in source patients), infection-control measures to reduce nosocomial
transmission of TB, isoniazid preventive therapy during latent TB infection, and ART to
reduce the incidence of TB among HIV-infected patients (Chamie et al., 2010). Prevention of
HIV infection is necessary to control TB. ART is one of the most potent tools in TB
prevention, and increasing ART access in countries with a high TB burden is a necessary
step in reducing TB incidence. Observational cohort studies have shown reductions in the
risk of TB among persons receiving ART (Lawn et al., 2009). Treatment of latent TB,
primarily studied using isoniazid preventive therapy in HIV-infected patients who have
positive tuberculin skin test results, clearly reduces the incidence of active TB. In persons
with HIV, ≥5 mm of induration at 48-72 hours is considered to represent a positive purified
protein derivative (PPD) or TST. IFN-γ release assays (IGRAs) can also be used to diagnose
LTBI. Since HIV infection is associated with a high risk for progression to TB, current
guidelines recommend that persons with either a positive TST or IGRA should be
considered infected with M. tuberculosis (Centers for Disease Control and Prevention, 2009).
Persons with HIV infection should receive INH either daily or twice weekly plus pyridoxine
for 9 months.
3.2 Non-tuberculous mycobacteria
Since the beginning of the AIDS epidemic, nontuberculous mycobacterial (NTM) infections
have been reported with increasing frequency in HIV-infected patients. The majority of
these infections have been caused by members of the Mycobacterium avium complex (MAC).
Occasionally, M. kansaii M. xenopi, M. fortuitum, M.chelonae or M. sherrisii also causes
pulmonary disease. MAC includes at least two species, Mycobacterium avium and
Mycobacterium intracellulare and also M. avium is composed of several subspecies. In a report
including a total of 2,269 cases with AIDS and disseminated nontuberculous mycobacterial
infection; in 96% of cases, infection was caused by MAC (Horsburgh & Selik, 1989).
However, Raszka et al. reported that, among the 92 patients infected with HIV and NTM
organisms identified; MAC was recovered from 50 (77%) of the 65 NTM-positive cultures of
blood or bone marrow, while MAC and other non-avium NTM accounted for 18% and 5%
of the isolates, respectively and the authors concluded that those data demonstrate that
HIV-positive patients develop disseminated disease with NTM other than M. avium more
frequently than has been previously reported (Raszka et al., 1995).
The disease may manifest as disseminated infection, soft tissue infection, chronic
pneumonia, or hypersensitivity pneumonitis, and isolated MAC pulmonary disease is very
rare. Most patients have disseminated multiorgan infection. The risk of developing
disseminated MAC increases as the CD4 lymphocyte count declines and more than 95% of
cases occur when the lymphocyte count is 50 cells/µ/L or less. Unlike TB, disseminated
MAC is usually a primary infection and is often preceded by a period of respiratory or
gastrointestinal colonization after ingestion or inhalation of contamined food or water. The
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clinical findings of disseminated MAC include fever, anorexia, night sweats, weight loss,
abdominal pain, hepatosplenomegaly, lymphadenopathy, chronic diarrhea and anemia. The
radiologic findings of pulmonary MAC include consolidation, cavities, nodules,
bronchiectasis and adenopathy (Erasmus et al., 1999). While focal infiltration is extremely
rare, a frequent finding is endobronchial lesion without pneumonia (Mehle et al., 1989;
Salama et al., 2003). Pleural involvement in nontuberculous mycobacterium infection has
also been reported rarely (Haider et al., 2009).
The diagnosis of pulmonary MAC is based on clinical, microbiological, and radiographic
findings (Griffith et al., 2007). It is based on compatible clinical signs and symptoms coupled
with the isolation of MAC from cultures of blood, bone marrow, or other normally sterile
tissue or body fluids. The positive culture of sputum or BAL for MAC, may not be indicative
for either pulmonary or disseminated disease. Culture of blood is the most useful diagnostic
procedure to evaluate MAC infection. The sensitivity of blood cultures for disseminated
MAC has ranged from 86% to 98%. Recently, Singh et al studied a rapid PCR method for the
species-specific diagnosis of M. tuberculosis and its differentiation from other mycobacteria,
and the authors concluded that, the combination of genus-specific PCR primers with the
novel early-secreted antigen-6 primer set could provide accurate and rapid diagnosis of
mycobacteriosis (Singh et al., 2007).
The therapy for pulmonary disease due to MAC includes three oral antimicrobials: a
macrolide (clarithromycin or azithromycin), ethambutol, and a rifamycin (rifampin or
rifabutin). Clarithromycin is the preferred first agent, but azithromycin can be substituted if
needed, although its in vitro activity is less than clarithromycin. Ethambutol is the
recommended second agent and should be combined with one of these macrolides.
Rifabutin is also recommended as a third agent of combination therapy (Benson et al., 2003;
Gordin et al., 1999). In a study in which clarithromycin (500 mg bid.) plus ethambutol (1,200
mg/d), with or without rifabutin (300 mg/d) was evaluated, rifabutin was found to no
impact on bacteriologic response or survival but may protect against development of
clarithromycin resistance in those who respond to therapy (Gordin et al., 1999). In another
multicenter, randomized trial, Benson et al. reported that the addition of rifabutin to
clarithromycin plus ethambutol, had improved the survival (Benson et al., 2003). A third or
fourth drug among the fluoroquinolones (ciprofloxacin or levofloxacin) or parenteral
amikacin may be given if rifabutin cannot be used or in patients with advanced
immunosuppression and high mycobacterial burden (Centers for Disease Control and
Prevention, 2009). Duration of treatment is for 12 months beyond the time that the patient’s
cultures convert to negative, which usually equates to 18 to 24 months of therapy
(Kasperbauer & Daley, 2008).

4. Fungal infections
4.1 Pneumocystis jiroveci
PCP (shortened for Pneumocystis pneumonia) caused by Pneumocystis jiroveci (formerly
classified as P. carinii), still remains the most common opportunistic infection in patients
infected with HIV. Once thought to be a parasite, genomic analysis revealed that P. jiroveci is
in fact a fungus that infects only humans. Before the widespread use of primary PCP
prophylaxis and effective ART, PCP occurred in 70%–80% of patients with AIDS. The use of
combination antiretroviral therapy and PCP prophylaxis has contributed to the dramatic
declines. Nevertheless, despite a decrease of its overall incidence as a result of use of
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combination ART and PCP prophylaxis, PCP remains the most frequent AIDS-defining
diagnosis in the United States (Thomas, 2004). Pneumocystosis would cause life-threatening
pneumonia in patients without chemoprophylaxis, without HAART or unaware of their
HIV infection.
The risk factors for the development of PCP among HIV-infected persons include a CD4
lymphocyte count less than 200cells/µL (approximately 90-95% of cases), a history of PCP
and oropharyngeal candidiadis (Phair et al., 1990; Stansell et al., 1997). Clinical presentation
of patients affected with Pneumocystis pneumonia differs among HIV and non-HIV
immunosuppressed patients. HIV patients tend to present with subacute onset of
progressive dyspnea, nonproductive or minimally productive cough, low-grade fever and
malaise. However, up to 7% of these patients can be asymptomatic. In contrast, patients that
are immunocompromised but HIV-negative usually present more acutely, with substantial
dyspnea, fever, chills and some may initially present in urgent need of mechanical
ventilation. The fulminant pneumonia observed among non-HIV–infected patients is less
common. Approximately 90% of patients with PCP have an elevated serum LDH level, but
this may occur with other pulmonary diseases, especially mycobacterial and fungal
infections (Rosen, 2008). Other tests, including S-adenosylmethionine levels, KL-6 and betaD-glucan, have been reported as the diagnostic tests for PCP (Skelly et al., 2008; Tasaka et
al., 2007). Hypoxemia, the most characteristic laboratory abnormality, might range from
mild-to-moderate (room air arterial oxygen [pO2] of >70 mm/Hg or alveolar-arterial O2
difference, [A-a] DO2 <35 mm/Hg) to moderate-to-severe levels (pO2 <70 mm/Hg or [A-a]
DO2 >35 mm/Hg). Recently, Sage et al. studied the prognostic value of C-reactive protein
(CRP) in HIV-infected patients with PCP and reported that, higher CRP values were more
suggestive of bacterial infection, but the finding lacked specificity and was not useful in
distinguishing between PCP and other causes of respiratory infection. Moreover, in patients
with PCP higher CRP values were associated with more severe disease and a poor outcome,
suggesting CRP measurement might be used prognostically (Sage et al., 2010).
The chest X-ray (CXR) usually shows bilateral, symmetrical reticular or granular opacities.
Less frequently, PCP may present with unilateral or asymmetrical opacities. Some patients
with PCP have nodular densities, lobar consolidation or normal CXR findings. Cystic
abnormalities and spontaneous pneumothorax in patients with known or suspected HIV
infection are usually caused by PCP, but may also be caused by TB. Cavitation or pleural
effusion is uncommon in the absence of other pulmonary pathogens or malignancy, and the
presence of a pleural effusion might indicate an alternative diagnosis. At times clinical
symptomatology, specifically in the absence of significant CXR findings, initiates more
sensitive radiological approaches such as high-resolution chest CT. The most typical
findings on chest CT are bilateral ground glass opacities. Less-common features can include
reticular, granular, and cystic lesions.
Since Pneumocystis cannot be cultured, the gold standard for diagnosis is microscopic
visualization of the organism of the characteristics cysts or trophic forms on stained
respiratory specimens including expectorated or induced sputum, pulmonary secretions
obtained by nasotracheal suction, percutaneous aspiration of the lung parenchyma; via
flexible bronchoscopy including BAL, washing, brushing and transbronchial biopsy; or via
thoracoscopic or open-lung biopsy (Carmona & Limper, 2011). Induced sputum can be the
first diagnostic procedure. The reported diagnostic sensitivities of various methods are;
induced sputum <50 to >90%, bronchoscopy with bronchoalveolar lavage 90%–99%,
transbronchial biopsy 95%–100%, and open lung biopsy 95%–100%. PCR–based techniques
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have also been employed and have been reported to be more sensitive and less specific
leading to higher false-positive rates. Therefore, clinical correlation is always necessary.
Since messenger RNA (mRNA) is less stable than DNA, if the patient is not actively infected
with viable organisms, the mRNA should be largely degraded and no longer detected.
Hence, new techniques that detect (mRNA) have been proposed as surrogate markers for
organism viability. Recent data from HIV patients with suspected Pneumocystis pneumonia
using reverse-transcriptase PCR targeting a heat shock protein of Pneumocystis mRNA
(Phsb1) have yielded a diagnostic sensitivity and specificity of 100% and 86%, respectively,
in BAL specimens (de Oliveira et al., 2007).
In patients without known contraindications, trimethoprim-sulfamethoxazole (TMP-SMX) is
the drug of choice regardless of the severity of disease. The standard dose is 1520mg/kg/day of TMP and 75-100 mg/kg/day of SMX. However in a recent study, it has
been reported that, treatment of PCP in adult HIV-infected patients with trimethoprim 10
mg/kg/day-sulfamethoxazole 50mg/kg/day appears to have comparable efficacy to
treatment (Thomas et al., 2009).
For severe cases, the intravenous (IV) form is preferred over the oral formulation. However,
IV regimen can be switched to oral route, once clinical improvement is achieved. Standard
treatment for PCP is 21 days; some persons will have responded well before this time and
therapy can often be stopped and others will remain symptomatic and require continued
therapy. Dose reductions are necessary for patients with renal and liver failure. Alternatives
to TMP-SMX include intravenous or aerosolized pentamidine, clindamycin plus
primaquine, trimethoprim plus dapsone and atovaquone solution. Aerosolized pentamidine
has been associated with the development of disseminated disease, likely due to poor
systemic levels. The IV formulation of pentamidine has better coverage and greater efficacy
than the aerosolized route. However, it is at times poorly tolerated due to side effects that
include hypotension, hypoglycemia and pancreatitis (Carmona & Limper, 2011). Another
important aspect of Pneumocystis treatment is the use of corticosteroids. The administration
of corticosteroids at the beginning of the therapy reduces the likelihood of respiratory
failure, the deterioration of oxygenation, and death in patients with moderate-to-severe
pneumonia. Patients usually benefit from therapy especially with respiratory insufficiency
(Rosen, 2008).
4.2 Histoplasmosis
Histoplasmosis is caused by the dimorphic fungus Histoplasma capsulatum and the infection
causes significant morbidity and mortality in HIV-infected individuals. Histoplasma
capsulatum is reported to exist throughout the world, although the Mississippi and Ohio
River catchments of the United States represent areas of greatest endemicity (Kauffman,
2007). It is the most frequent opportunistic infection due to HIV in French Guiana, along
with tuberculosis, and the first cause of AIDS-related death (Couppie et al., 2004; Lewden et
al., 2004). Disseminated histoplasmosis usually occurs among persons with CD4 lymphocyte
counts <150 cells/μL; while localized pulmonary histoplasmosis might occur when CD4
lymphocyte counts >300 cells/μL (Centers for Disease Control and Prevention, 2009).
In HIV-infected patients the most common clinical presentation is disseminated multiorgan
disease. Common symptoms include fever, chills, anorexia, fatigue, weight loss, cough,
chest pain, and dyspnea and specific symptoms and signs related to organ involvement. In a
study of 200 cases of AIDS-related histoplasmosis, most patients had fever,
lymphadenopathies, and pulmonary and digestive symptoms whereas neurological signs
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and skin/mucosal locations were less common (Huber et al., 2008). The radiologic findings
of patients with pulmonary involvement are diffuse interstitial or reticulonodular infiltrates.
The patients with disseminated histoplasmosis may have normal CXR. Several laboratory
abnormalities include increased lactate dehydrogenase, elevated liver enzymes, especially
alkaline phosphatase, markedly increased ferritin, and pancytopenia.
Although the isolation and identification of fungus provides a definitive diagnosis, isolation
can take 2–4 weeks and hence, the Histoplasma polysaccharide antigen (HPA) test is an initial
test for the diagnosis of disseminated histoplasmosis (Centers for Disease Control and
Prevention, 2009). Detection of circulating HPA in urine, serum, and other body fluids has an
increasingly important role in the rapid diagnosis of disseminated histoplasmosis. Sensitivity
is greater in urine than serum and the sensitivity of the urine assay for the diagnosis of
disseminated histoplasmosis is approximately 90% (Wheat et al., 2002). In patients who have
other fungal infections, including coccidioidomycosis, blastomycosis, paracoccidioidomycosis,
and penicilliosis false positive reactions for HPA in urine may occur. The HPA test is often
negative in isolated pulmonary disease. In such patients, direct examination and culture of
sputum, BAL, or transbronchial biopsy can be performed. Bone marrow, lymph node, liver, or
a skin or mucous membrane lesion provides other diagnostic sources.
Amphotericin B, either the deoxycholate formulation or liposomal amphotericin B is
currently considered the drug of choice in HIV-positive patients with severe or
disseminated histoplasmosis. Once clinical improvement was achieved, Amphotericin can
be switched to itraconazole to complete at least a 12-month therapy course.
4.3 Aspergillosis
Aspergillosis, an infrequent but commonly fatal infection among HIV-infected patients, is a
mycotic disease caused by Aspergillus species, usually Aspergillus fumigatus. In a review
including 342 cases of pulmonary aspergillosis among HIV-infected patients, Aspergillus
fumigatus was the most common pathogen (95% of the cases), while strains of Aspergillus
flavus, Aspergillus niger, and Aspergillus terreus were less common (Mylonakis et al., 1998).
The major risk factors for aspergillosis include, neutropenia and steroid treatment, whereas
the other risk factors are low CD4 lymphocyte count, previous pneumonia, opportunistic
infections, especially those involving the lungs, such as PCP and CMV infection and use of
broad spectrum antibacterial therapy, alcohol and marijuana. Clinical manifestations of
aspergillus infections include: allergic bronchopulmonary aspergillosis, intracavitary
aspergilloma, chronic forms of pulmonary aspergillosis, tracheobronchitis and
rhinosinusitis, and invasive pulmonary aspergillosis as the most severe clinical presentation.
The two major syndromes that have been described are: respiratory tract disease, associated
with fever, cough, dyspnea, stridor or wheezing caused by airway constriction and invasive
parenchymal infection which is usually fatal.
Although the prevalence of invasive aspergillosis among patients infected with HIV is lower
than in other immunocompromised patients (Mylonakis et al., 1998), invasive pulmonary
aspergillosis is still a life-threatening opportunistic infection in the advanced stage of HIV
infection. Most patients have a CD4 lymphocyte count lower than 50 cells/µL. Holding et al.
reported that, among 35,252 HIV-infected patients, the incidence of aspergillosis was
350/100.000 (Holding, 2000).
The radiologic findings include cavities, nodules and localized or diffuse infiltrates. Since its
presence in nasopharyngeal secretions, sputum and BAL fluid may represent contamination
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or colonization, the definitive diagnosis of aspergillosis requires identification of the fungus
on a biopsy specimen with the documentation of tissue invasion and the presence of
appropriate clinical signs and symptoms. In a report, among 45 patients with AIDS and
respiratory cultures positive for aspergillus, invasive pulmonary aspergillosis was
documented in only four of these patients (Pursell et al., 1992). However, a presumptive
diagnosis of respiratory tract disease can be made in the absence of a tissue biopsy if
Aspergillus spp. are cultured from a respiratory sample, a compatible lesion or syndrome is
present, and no alternative causative process is identified. Although serum galactomannan
antigen testing and PCR-based techniques may be useful, they have not been studied in
patients with HIV.
Voriconazole is the first-line recommended therapy for invasive aspergillosis. Conventional
or lipid formulations of Amphotericin B, caspofungin and posaconazole are the other
alternatives for antifungal therapy.
4.4 Coccidioidomycosis
Coccidioidomycosis is a fungal disease caused by, Coccidioides immitis and Coccidioides
posadasii. The disease is endemic in southwestern US and northern Mexico (Pappagianis,
1988). Although coccidioidomycosis is uncommon in HIV-infected patients, in endemic
regions, it is a common opportunistic infection in HIV–infected individuals. In a study
performed by Masannat et al, among 257 HIV–infected patients seen over a 64-month
period, 29 cases (11.3%) of coccidioidomycosis were identified (Masannat & Ampel, 2010).
The incidence of coccidioidomycosis has declined as a result of ART (Woods et al., 2000).
The risk factors for coccidioidomycosis include low CD4 cell counts (<250 cells/µL), black
race, a history of oropharyngeal or esophageal candidiasis, whereas a reduced risk is
associated with protease inhibitor therapy.
The most common clinical presentations of coccidioidomycosis in HIV-infected patients are
disseminated disease, diffuse pneumonia and meningitis. Disseminated coccidioidomycosis,
defined as disease that has spread beyond the thoracic cavity, is frequent among patients
with HIV infection and associated with generalized lymphadenopathy, skin nodules or
ulcers, peritonitis, liver abnormalities, and bone and joint involvement. The most common
radiographic finding of coccidioidomycosis is reticulonodular infiltrates. Focal infiltrates are
less common. The other findings include nodules, adenopathy, cavities and pleural effusion.
The mainstays of diagnosis of coccidioidomycosis are serologic testing, histopathological
identification, and culture (Ampel, 2005). In cases of pulmonary coccidioidomycosis, results
of culture of respiratory specimens (sputum, BAL fluid, or transbronchial biopsy) are
frequently positive. The diagnosis can be established by also, demonstration of the typical
spherule on histopathological examination of involved tissue. Although, serologic tests are
useful, it is less reliable for patients with HIV infection than for immunocompetent patients
and the results may not always be positive.
Amphotericin B is the preferred initial therapy for patients with isolated pulmonary disease
and disseminated disease without meningeal involvement (Centers for Disease Control and
Prevention, 2009). Amphotericin B should be continued until clinical improvement, and
then the therapy can be switched to fluconazole or itraconazole. In patients with mild
disease such as focal pneumonia, fluconazole or itraconazole may be alternative agents.
Flucanozole is the recommended drug for coccidioidal meningitis, since the reported
success of this agent is approximately 80% (Galgiani et al., 1993).
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4.5 Candidiasis
Mucocutaneous candidiasis is frequently one of the first signs of HIV infection and 90% of
patients with AIDS will develop oropharyngeal candidiasis at some time during their illness
(Vazquez, 2000). However, pulmonary candidiasis is an uncommon manifestation among
HIV-infected patients. In 1987, data from the Centers for Disease Control AIDS data base
indicated a 50% prevalence of oropharyngeal candida infection, a 10% rate of esophageal
infection, and 5% rate of bronchopulmonary infection among AIDS patients (Selik et al.,
1987). Due to the rare occurence of pulmonary candidiasis, clinical features among HIVinfected patients are not well documented.
4.6 Blastomycosis
Blastomycosis is a fungal infection acquired via inhalation of Blastomyces dermatitidis. The
majority of cases occur in central, southeastern, and mid-Atlantic areas of the United States.
Of the endemic fungi, blastomycosis is an uncommon disease among HIV-infected patients.
The most common clinical manifestation of blastomycosis in immunocompetent hosts
include skin and lung involvement which mimic those of bacterial infection. However, it is
potentially much more severe and is characterized by disseminated multiple organ
involvement including frequent involvement of the central nervous system, adult
respiratory distress syndrome and/or miliary pulmonary involvement. In the largest case
series reported to date, among 15 HIV-infected patients, the patterns of the disease was
localized pulmonary involvement in seven patients, disseminated or extrapulmonary
blastomycosis in eight patients and in 40% of patients central nervous system involvement
was observed (Pappas et al., 1992).
In HIV-infected patients, blastomycosis tends to occur in persons CD4 counts less than 200
cells/mm3. In the largest case series mentioned above, among 15 patients, only one patient
had a CD4 lymphocyte count greater than 200 cells/µL (Pappas et al., 1992).
The definitive diagnosis requires culture of respiratory specimens or tissue samples. The
visualization of characteristic budding yeast form is also highly suggestive for diagnosis.
Sputum analysis in most cases aids in the diagnosis, but bronchoscopy and/or tissue biopsy
should be considered if the suspicion of blastomycosis is high and sputum analysis is
inconclusive, negative or not possible (Patel et al., 1999). There is no serologic test for
blastomycosis that has been validated in HIV-infected patients.
Intravenous amphotericin B is the drug of choice in patients with severe or disseminated
blastomycosis. Amphotericin should be continued until a total of 1.5 to 2.5 g dose. Then,
with the improvement of patient, the therapy can be switched to oral itraconazole.
4.7 Cryptococcosis
Cryptococcosis is a disease caused by Cryptococcus neoformans a unique environmental
fungus and an encapsulated budding yeast. In AIDS patients Cryptococcus neoformans,
serotype D and in particular serotype A, is the major cause of cryptococcosis throughout the
world (Sugar, 1991).
Although the lungs are the portal of entry of the infection, the most common clinical
presentation of cryptococcosis among HIV-infected patients is meningitis. In a study
performed by Chuck et al., 84% of patients with HIV infection and cryptococcosis had
meningitis, whereas 4% of patients had isolated pneumonia (Chuck & Sande, 1989). The
majority of cases of cryptococcal disease occur in persons with a CD4 cell count below 200
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cells/μL, usually below 50 cells/μL. In a series of 15 HIV-infected patients with pulmonary
cryptococcosis, the CD4 lymphocyte count was low in all cases (median, 24/μL) (Ballou et
al., 1997). With the use of combination ART, the incidence of cryptococcosis has dramatically
declined.
The clinical manifestations of pulmonary cryptococcosis include fever, cough, dyspnea,
expectoration, chest pain and hemoptysis. The most common radiographic finding is diffuse
interstitial opacities, while others are focal interstitial abnormalities, alveolar opacities,
adenopathies, cavitary lesions, and pleural effusions. Solitary pulmonary nodules,
pulmonary masses, a milliary pattern and pneumothorax have also been reported.
The inital diagnostic test for cryptococcosis is cryptococcal antigen test, which is sensitive
and specific. However, patients with isolated pulmonary disease may have a negative result.
The test can be performed on serum, cerebrospinal fluid and respiratory samples. Blood
fungal cultures are also specific and should be performed. The diagnosis of pulmonary
cryptococcosis can be made by culture of sputum, BAL fluid, pleural fluid and
transbronchial biopsy specimen. The measurement of cryptococcal antigen in the BAL can
be a rapid, simple way to make the diagnosis (Baughman et al., 1992).
The treatment of meningitis and pneumonia is same and the recommended initial treatment
for acute disease is amphotericin B, usually combined with flucytosine, for a 2-week
duration followed by fluconazole (400 mg daily) alone for an additional 8 weeks (Centers for
Disease Control and Prevention, 2009). Following this period, as a maintenance therapy,
fluconazole (200 mg daily) for life or until the CD4 cell count rises above 200 cells/μL for at
least 6 months should be continued.
4.8 Penicilliosis
Penicilliosis is caused by Penicillium marneffei, a dimorphic fungus which is endemic in
Southeast Asia. Although it was a rare and sporadic disease before the HIV pandemic,
penicilliosis is now the third most common AIDS-defining illness (after TB and
cryptococcosis) in South East Asia (Fisher et al., 2004).
Although direct inoculation through skin can occur, inhalation is the main route of exposure.
Most of the patients show absolute CD4 count less than 100 cells/µL (Maniar et a., 2005).
Penicillium marneffei can cause focal or disseminated infection. The common presenting
symptoms and signs of infection are: fever of unknown origin, anemia, weight loss,
hepatosplenomegaly, lymphadenopathy and skin eruptions. The skin lesions commonly
appear as papules (characteristically with central umbilication, resembling molluscum
contagiosum), nodules, or necrotic lesions, and they are predominantly located over the face
and upper trunk (Ustianowski et a., 2008). The most common radiographic finding is
interstitial opacities, the other findings may include nodules, cavities and pleural effusion.
In a study from Taiwan, in which etiology of cavitary lung lesions in patients with HIV
infection was evaluated, fungi were the most common etiology (42.0%), followed by bacteria
(29.6%) and mycobacteria (25.9%) and of the fungal pneumonias, 19 (55.9%) were caused by
Penicillium marneffei as the most common agent (Lin et al., 2009). Definitive diagnosis
requires culture of the pathogenic fungus from clinical specimens. Among all the clinical
specimens studied, the bone marrow gives the highest yield for culture, approaching 100%,
followed by skin biopsy (90%) and blood culture (76%) (Supparatpinyo et al., 1994).
Serologic testing including various types of antigen and antibody testing specific to P.
marneffei have been described but is of limited utility in penicilliosis (Wong & Wong, 2011).
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PCR assay specific for P. marneffei has been developed in research setting but is not available
for routine clinical use (Pornprasert et al., 2009).
The mainstay of therapy is amphotericin B (2 weeks) followed by itraconazole (10 weeks).
Since relapse is common, secondary prophylaxis should be maintained until a CD4 count of
greater than 200 cells/µL for at least 6 months.

5. Viral infections
Although a variety of viruses can cause pulmonary disease in HIV-infected patients,
cytomegalovirus (CMV) is the most frequent agent of viral pneumonia. Pneumonia due to
herpes simplex virus, varicella zoster virus, adenovirus, respiratory syncytial virus and
parainfluenza virus is uncommon.
5.1 Cytomegalovirus
Cytomegalovirus (CMV) disease is a frequent opportunistic infection that usually occurs in
the late stages of HIV infection as a result of reactivation of latent infection rather than new
infection. It has been reported that, before ART, 21–44% of patients developed CMVassociated disease at some point during the course of HIV infection and with the use of
ART, the incidence of CMV disease has declined by 75–80%, and it is now estimated to be
0.75–3.2 cases per 100 person-years (Jabs et al., 2007; Salmon-Ce´ron et al., 2000; Salzberger
et al., 2005). The most common clinical manifestations of CMV are retinitis and
gastrointestinal disease (colitis or esophagitis). CMV pneumonia is uncommon and has been
observed in only 0.24–8% of HIV-infected patients (Erice et al., 2003; Rodriguez-Barradas et
al., 1996). Most of the patients have CD4 count less than 50 cells/µL. The chest radiograph
findings include diffuse interstitial infiltrates, alveolar infiltrates or rarely pleural effusion.
In HIV-infected patients, the presence of CMV in BAL fluid is not usually predictive of CMV
pneumonia and a definitive diagnosis depends on the documentation of CMV infection in
lung tissue specimens. Diagnosis of CMV pneumonitis should be made in the setting of
pulmonary interstitial infiltrates and identification of multiple CMV inclusion bodies in lung
tissue, and the absence of other pathogens. Neither BAL fluid nor transbronchial biopsy
culture are sufficient to make the diagnosis of CMV pneumonitis (Huang & Crothers, 2009).
Although there is limited data, the treatment options for CMV pneumonia include
ganciclovir, foscarnet, cidofovir or valganciclovir. The duration of therapy is unknown, but
a 2-3 weeks course is recommended.

6. Parasitic infections
Although, Toxoplasma gondii, Strongyloides stercoralis, microsporidia, cryptosporidium can
cause pneumonia, among HIV-infected patients, parasitic pneumonia is an uncommon
disease.
6.1 Toxoplasma gondii
Toxoplasma gondii, is the most common cause of parasitic pneumonia. Cerebral
toxoplasmosis is the most common form of clinical manifestation, followed by ocular
toxoplasmosis and pulmonary toxoplasmosis. As a result of widespread utilization of
trimethoprim-sulphamethoxazole as primary PCP prophylaxis in AIDS patients, which is
also effective against Toxoplasma gondii, there has been a fall in the prevalence of pulmonary
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toxoplasmosis. Pulmonary toxoplasmosis (PT) is most commonly seen in patients with
advanced disease (Renold et al., 1992). In an autopsy study of 78 cases of toxoplasmosis,
the risk factors were founded as; intravenous drug addiction, homosexuality or bisexuality
and multiple blood transfusions (Hofman et al., 1993). Bilateral interstitial infiltrates is the
most frequent finding on chest radiography; however, other abnormalities including
nodular densities and pleural effusion and/or pneumothorax may also occur. An elevated
LDH is a common laboratory finding. In a large study of 64 HIV-infected patients with PT,
the clinical features usually included fever, cough, and dyspnea and the radiological
findings were mainly diffuse interstitial infiltrates (Rabaud et al., 1996). Since clinical and
radiological abnormalities are not specific, the diagnosis of pulmonary toxoplasmosis is
difficult. The diagnosis can be established by direct examination (by Giemsa staining or
indirect immunofluorescence with a monoclonal antibody to membrane antigen P-30)
and/or tissue or BAL fluid culture. Although, PCR for detecting T. gondii in BAL samples
have been studied, the diagnostic utility of this test is unclear (Lavrard et al., 1995; Petersen
et al., 2006). The treatment of PT is similar to that for central nervous system disease and the
first-line treatment is pyrimethamine plus sulfadiazine. Leucovorin is recommended for the
hematologic toxicities associated with pyrimethamine. Clindamycin plus pyrimethamine is
the alternative regimen.
6.2 Other parasites
Strongyloides stercoralis is an intestinal nematode which usually induces a silent or limited
intestinal infection in immunocompetent hosts. It can also cause hyperinfection syndrome or
disseminated disease in immunocompromised patients (Kramer et al., 1990). However,
disseminated infection of Strongyloides stercoralis to the lung is extremely rare (Armignacco
et al., 1989; Glezerov & Masci, 1990; Gomples et al., 1991; Makris et al., 1993). The common
symptoms and signs are dyspnea, cough, sputum, wheezing and hemoptysis. In patients
with the hyperinfection syndrome and massive Strongyloides infection, adult respiratory
distress syndrome with respiratory failure that requires mechanical ventilation may
develop. Chest radiography findings include reticulonodular pattern, diffuse bilateral
interstitial opacities and alveolar opacities. The diagnosis is established by the identification
of Strongyloides larvae on BAL fluid. The recommended treatment is ivermectin plus
albendazole.
Microsporidia and cryptosporidium are other parasities which can rarely cause respiratory
tract disease. Cryptosporidiosis is a disease caused by a coccidial parasite of the genus
Cryptosporidium. Pulmonary cryptosporidiosis is a rare complication of intestinal
cryptosporidiosis in HIV-infected patients (Corti et al., 2008). The most frequent symptoms
are cough, fever and dyspnea. Several respiratory infectious agents, mainly P. carinii and
Cytomegalovirus may coexist (Brea Hernando et al., 1993). The major clinical manifestation of
microsporidiosis is the involvement of gastrointestinal tract like cryptosporidiosis and it can
rarely cause pulmonary symptoms (Remadi et al., 1995). The diagnosis of both diseases is
made by the visualization of the organism on the respiratory specimen.

7. Conclusion
Human immunodeficiency virus (HIV), the cause of AIDS, has in the 30 years since its
discovery spread rapidly to every region in the world. Since the beginning of epidemic, more
than 65 million people have been infected with HIV and about 25 million people died from
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AIDS. The lungs are principal target of HIV-associated complications and, accordingly, a
major source of morbitidy and mortality. The spectrum of pulmonary manifestations includes
bacterial infections, viral infections, mycobacterial infections, protozoal infections, fungal
infections, malignancies (eg, Kaposi sarcoma, lymphoma), and other disorders (eg, pulmonary
hypertension, lymphocytic interstitial pneumonitis). Among HIV-associated pulmonary
complications, opportunistic pneumonias are major cause of morbitidy and mortality.

8. References
Afessa B, Green W, Chiao J & Frederick W. (1998). Pulmonary complications of HIV
infection: autopsy findings. Chest 113(5):1225–9.
Afessa B & Green W. (2000). Bacterial pneumonia in hospitalized patients with HIV
infection. the Pulmonary Complications, ICU Support, and Prognostic Factors of
Hospitalized Patients with HIV (PIP) Study. Chest 117(4):1017–22.
Ampel NM. (2005). Coccidioidomycosis in Persons Infected with HIV Type 1 Clin Infec Dis
41(8):1174–8.
Armignacco O, Capecchi A, De Mori P & Grillo LR. (1989). Strongyloides hyperinfection and
the acquired immunodeficiency syndrome. Am J Med 86(2):258.
Ballou E, Couderc LJ, Molina JM, Cahite I, Wolff M, Saimot AG & Caubarrere I. (1997).
Pulmonary cryptococcosis during HIV infection. 15 cases. Rev Mal Respir 14(5):365-70.
Baron AD & Hollander H. (1993). Pseudomonas aeruginosa bronchopulmonary infection in
late human immunodeficiency virus disease. Am Rev Respir Dis 148(4):992–6.
Baughman RP, Rhodes JC, Dohn MN, Henderson H & Frame PT. (1992). Detection of
cryptococcal antigen in bronchoalveolar lavage fluid: a prospective study of
diagnostic utility. Am Rev Respir Dis 145(5):1226-9.
Benson CA, Williams PL, Currier JS, Holland F, Mahon LF, MacGregor RR, Inderlied CB,
Flexner C, Neidig J, Chaisson R, Notario GF & Hafner R; AIDS Clinical Trials
Group 223 Protocol Team. (2003) A prospective, randomized trial examining the
efficacy and safety of clarithromycin in combination with ethambutol, rifabutin, or
both for the treatment of disseminated Mycobacterium avium complex disease in
persons with acquired immune deficiency syndrome. Clin Infect Dis 37(9):1234–43.
Blumberg HM, Burman WJ, Chaisson RE, et al. (2003). American Thoracic Society/Centers
for Disease Control and Prevention/Infectious Diseases Society of America:
treatment of tuberculosis. Am J Respir Crit Care Med 167(4):603–62.
Boiselle PM, Tocino I, Hooley RJ, Pumerantz AS, Selwyn PA, Neklesa VP & Lange RC.
(1997). Chest radiograph diagnosis of Pneumocystis carinii pneumonia, bacterial
pneumonia and pulmonary tuberculosis in HIV-positive patients: accuracy,
distinguishing features, and mimics. J Thorac Imaging 12(1):47–53.
Boiselle PM, Aviram G & Fishman JE. (2002). Update on lung disease in AIDS. Semin
Roentgenol 37(1):54–71.
Brea Hernando AJ, Bandres Franco E, Mosqueral Lozano JD, Lantero Benedito M &
Ezquerra Lezcano M. (1993). Pulmonary cryptosporidiosis and AIDS. Presentation
of a case and review of the literature. An Med Interna 10(5):232-6.
Brecher CW, Aviram G & Boiselle P. (2003). CT and Radiography of Bacterial Respiratory
Infections in AIDS Patients AJR 180(5):1203-9.

www.intechopen.com

AIDS and Opportunistic Infections

105

British Thoracic Society Standards of Care Committee. (2001). BTS guidelines for the
management of community acquired pneumonia in adults. Thorax 56 (Suppl
4):IV1–64.
Carmona EM & Limper AH. (2011). Update on the diagnosis and treatment of Pneumocystis
pneumonia. Ther Adv Respir Dis 5(1):41-59.
Centers for Disease Control and Prevention: (1993). 1993 revised classification system for
HIV infection and expanded surveillance case definition for AIDS among
adolescant and adults. JAMA 269(6):729-30.
Chamie G, Luetkemeyer A, Charlebois E & Havlir DV. (2010). Tuberculosis as Part of the Natural
History of HIV Infection in Developing Countries. Clin Infect Dis 50(3):245–54.
Chuck SL & Sande MA. (1989). Infection with Cryptococcus neoformans in the acquired
immunodeficiency syndrome. N Engl J Med 322(10):794-9.
Corbett EL, Watt CJ, Walker N, Maher D, Williams BG, Raviglione MC & Dye C. (2003). The
growing burden of tuberculosis. Global trends and interactions with the HIV
epidemic. Arch Intern Med 163 (9):1009–21.
Corti M, Villafane MF, Muzzio E, Bava J, Abuin JC & Palmieri OJ. (2008). Pulmonary
cryptosporidiosis in AIDS patients. Rev Argent Microbiol 40(2):106-8.
Couppie´ P, Sobesky M, Aznar C, Bichat S, Clity E, Bissuel F, El Guedj M, Alvarez F, Demar M,
Louvel D, Pradinaud R & Carme B. (2004). Histoplasmosis and acquired
immunodeficiency syndrome: a study of pronostic factors. Clin Infect Dis 38(1):134–8.
Crothers K, Morris A, Huang L. (2010). Pulmonary complications of human
immunodeficiency virus infection. In: Mason R, Broaddus CW, Martin RT, King
ET, Schraufnagel DE, Murray JF, Nadel JA (eds). Textbook of Respiratory Medicine.
Phiadelphia: Saunders Elsevier, 5th Edition, pp:1914-49
Daley CL. (1993). Bacterial pneumonia in HIV-infected patients. Semin Respir Infect 8(2):104–15.
Davis L, Beck JM & Shellito J. (1993). Update: HIV infection and pulmonary host defenses.
Semin Respir Infect 8(2):75–85.
de Oliveira A, Unnasch T.R, Crothers K, Eiser S, Zucchi P, Moir J, Berad CB, Lawrence GG &
Hunag L. (2007). Performance of a molecular viability assay for the diagnosis of
Pneumocystis pneumonia in HIV-infected patients. Diagn Microbiol Infect Dis
57(2):169-76.
Erasmus J, McAdams HP, Farrell MA & Patz EF. (1999). Pulmonary Nontuberculous
Mycobacterial Infection: Radiologic Manifestations. Radiographics 19(6):1487-505.
Erice A, Tierney C, Hirsch M, Caliendo AM, Weinberg A, Kendall MA & Polsky B; AIDS
Clinical Trials Group Protocol 360 Study Team. (2003). Cytomegalovirus (CMV)
and human immunodeficiency virus (HIV) burden, CMV end-organ disease, and
survival in subjects with advanced HIV infection (AIDS Clinical Trials Group
Protocol 360). Clin Infect Dis 37(4):567–78.
Fangman JW & Sax PE. (2008). Human immunodeficiency virus and pulmonary infections.
In: Fishman AP, Elias JA, Fishman AJ, Grippi AM, Senior RM, Pack AI (eds).
Fishman’s pulmonary diseases and disorders, fourth edition. China: The McGraw Hill
Companies 2241-64.
Fisher MC, Aanensen D, de Hoog S & Vanittanakom N. (2004). Multilocus microsatellite
typing system for Penicillium marneffei reveals spatially structured populations. J
Clin Microbiol 42(11):5065–9.
French N, Nakiyingi J, Carpenter LM, Lugada E, Watera C, Moi K, Moore M, Antvelink D,
Mulder D, Janoff N, Whitworth J & Gilks CF. (2000). 23-valent pneumococcal

www.intechopen.com

106

Microbes, Viruses and Parasites in AIDS Process

polysaccharide vaccine in HIV-1-infected Ugandan adults: double-blind,
randomized and placebo controlled trial. Lancet 355(9221):2106–11.
Galgiani JN, Catanzaro A, Cloud GA, Higgs J, Friedman BA, Larsen RA & Graybill JR. (1993).
Fluconazole therapy for coccidioidal meningitis. Ann Intern Med 119(1):28–35.
Glezerov V & Masci JR. (1990). Disseminated strongyloidiasis and other selected unusal
infections in patients with the acquired immunodeficiency syndrome. Prog AIDS
Pathol 2:137-42.
Gold JA, Rom WN & Harkin TJ. (2002). Significance of abnormal chest radiograph findings in
patients with HIV-1 infection without respiratory symptoms. Chest 121(5):1472–7.
Gomples MM, Todd J, Peters BS, Main J & Pinching AJ. (1991). Disseminated
strongyloidiasis in AIDS: uncommon but important. AIDS 5(3):329-32.
Gordin FM, Sullam PM, Shafran SD, Cohn DL, Wynne B, Paxton L, Perry K & Horsburgh
CR. (1999). A randomized, placebo-controlled study of rifabutin added to a
regimen of clarithromycin and ethambutol for treatment of disseminated infection
with Mycobacterium avium complex. Clin Infect Dis 28(5):1080–5.
Grau I, Ardanuy C, Linares J, Podzamcer D, Schulze MH & Pallers R. (2009) Trends in
mortality and antibiotic resistance among HIV-infected patients with invasive
pneumococcal disease. HIV Med 10(8):488–95.
Griffith DE, Aksamit T, Brown-Elliott BA, et al. (2007). An official ATS/IDSA statement:
diagnosis, treatment, and prevention of nontuberculous mycobacterial diseases.
Am J Respir Crit Care Med 175(4):367–416.
Habib AG, Keshinro IB, Gebi UI, Olatunde BOM, Onyemelukwe GC & Kangave D. (1998).
Clinical presentation of HIV-infection in northern Nigeria and its relationship to
CD4 + T-cell counts. Nigerian Medical Practitioner 35:3–8.
Haider A, Schliep T & Zeana C. (2009). Nontuberculous Mycobacterium Disease With
Pleural Empyema in a Patient With Advanced AIDS. Am J Med Sci 338(5):418–20.
Havlir DV & Barnes P. (1999). Tuberculosis in patients with human immunodeficiency virus
infection. N Engl J Med 340(5):367-73.
Hirschtick RE, Glassroth J, Jordan MC, Wilcosky TC, Wallace JM, Kvale PA, Markowitz N,
Rosen MJ, Mangura BT & Hopewell PC. (1995). Bacterial pneumonia in persons
infected with the human immunodeficiency virus. N Eng J Med 333(13):845–51.
Holding KJ, Dworkin MS, Wan PC, Hanson DL, Klevens RM, Jones JL & Sullivan PS. (2000).
Aspergillosis among people infected with human immunodeficiency virus:
incidence and survival. Adult and Adolescent Spectrum of HIV Disease Project.
Clin Infect Dis 31(5):1253-7.
Hofman P, Michiels JF, Saint-Paul MC, Marty P, Durant J, Fuzibet JG, Mouroux J, Le
Fichoux Y & Loubiere R. (1993). Toxoplasmosis in AIDS patients. Pathoclinical
study of 78 cases. Ann Pathol 13(4):233-40.
Hopewell PC, Pai M, Maher D, Uplekar M & Raviglione MC. (2006). International standards
for tuberculosis care. Lancet Infect Dis 6(11):710–25.
Horsburgh CR & Selik RM. (1989). The epidemiology of disseminated nontuberculous
mycobacterial infection in the acquired immunodeficiency syndrome (AIDS). Am
Rev Respir Dis 139(1):4-7.
Huang LF, Tang XP, Cai WP, Chen XJ, Lei CL, Li LH & Zhang FC. (2010). An analysis of
opportunistic infection in 762 patients with human immunodeficiency virus
infection in Guangdong areas. Zhonghua Nei Ke Za Zhi 49(8):653-6.

www.intechopen.com

AIDS and Opportunistic Infections

107

Huang L & Crothers AK. (2009). HIV-associated Opportunistic Pneumonias. Respirology
14(4):474–485.
Huber F, Nacher M, Aznar C, Pierre-Demar M, El Guedj M, Vaz T, Vantilcke V, Mhamat A,
Magnien C, Chauvet E, Carme B & Couppie P. (2008). AIDS-related Histoplasma
capsulatum var. capsulatum infection: 25 years experience of French Guiana AIDS
22(9):1047–53.
Jabs DA, Van Natta ML, Holbrook JT, Kempen JH, Meinert CL & Davis MD. (2007).
Longitudinal study of the ocular complications of AIDS: 1. Ocular diagnoses at
enrollment. Ophthalmology 114(4):780–6.
Janoff EN, Breiman RF, Daley CL & Hopewell PC. (1992). Pneumococcal disease during HIV
infection: epidemiologic, clinical and immunologic perspectives. Ann Intern Med
117(4):314–24.
Kauffman CA. (2007). Histoplasmosis: a clinical and laboratory update. Clin Microbiol Rev
20(1):115-32.
Kasperbauer SH & Daley Cl. (2008). Diagnosis and Treatment of Infections due to
Mycobacterium avium Complex. Semin Respir Crit Care Med 29(5):569-76.
Kibiki GS, Mulder B, van der Ven AJ, Sam N, Boeree MJ, van der Zanden A & Dolmans
WM. (2007). Laboratory diagnosis of pulmonary tuberculosis in TB and HIV
endemic settings and the contribution of real time PCR for M. tuberculosis in
bronchoalveolar lavage fluid. Trop Med Int Health 12(10):1210-7.
Kivihya-Ndugga, LE., van Cleeff MR, Githui WA, Nganga LW, Kibuga DK, Odhiambo JA &
Klatser PR. (2003). A comprehensive comparison of Ziehl-Neelsen and fluorescence
microscopy for the diagnosis of tuberculosis in a resource-poor urban setting. Int J
Tuberc Lung Dis 7(12):1163-71.
Kramer MR, Gregg PA, Goldstein M, Liamas R & Kreiger PS. (1990). Disseminated
strongyloidiasis in AIDS and non-AIDS immunocompromised hosts:diagnosis by
sputum and bronchoalveloar lavage. South Med J 83(10);1226-9.
Kohli R, Lo Y, Homel P, Flanigan TP, Gardner LI, Howard AA, Rompalo Am, Moskoleva G,
Schuman P & Schoenbaum EE; HER Study Group. (2006). Bacterial pneumonia,
HIV therapy and disease progression among HIV-infected women in the HIV.
Epidemiologic Research (HER) study. Clin Infect Dis 43(1):90-8.
Kuhlman JE. (1999). Imaging pulmonary disease in AIDS: state of the art. Eur Radiol
9(3):395–408.
Laissy JP, Cadi M, Boudiaf ZE, Casalino E, Crestani B, Boyvert E, Aubier M & SchoumanClaeys E. (1998). Pulmonary tuberculosis: computed tomography and highresolution computed tomography patterns in patients who are either HIV-negative
or HIV-seropositive. J Thorac Imaging 13(1):58–64.
Lalvani A, Nagvenkar P, Udwadia Z, Pathan AA, Wilkinson KA, Shastri JS, Ewer K, Hill
AV, Mehta A & Rodrigues C. (2001). Enumeration of T cells specific for RD1encoded antigens suggests a high prevalence of latent Mycobacterium tuberculosis
infection in healthy urban Indians. J Infect Dis 183(3):469–77.
Lavrard I, Chouaid C, Roux P, Poirot JL, Marteau M, Lemarchand B, Meyohas MC & Olivier
JL. (1995). Pulmonary toxoplasmosis in HIV-infected patients: usefulness of
polymerase chain reaction and cell culture. Eur Respir J 8(5):697-700.
Lawn SD, Little F, Bekker LG, Kaplan R, Campbel E, Orrel C & Wood R. (2009). Changing
mortality risk associated with CD4 cell response to antiretroviral therapy in South
Africa. AIDS 23(3):335–42.

www.intechopen.com

108

Microbes, Viruses and Parasites in AIDS Process

Lawn SD, Wood R & Wilkinson RJ. (2011). Changing Concepts of “Latent Tuberculosis
Infection” in Patients Living with HIV Infection. Clin Dev Immunol 2011/980594
Lewden C, Sobesky M, Cabie A, Couppie´ P, Boulard F, Bissuel F, May T, Morlat P, Chene
G, Lamaury I & Salmon D. (2004). Causes of death among HIV-infected adults in
French Guiana and the West Indies in the area of highly active antiretroviral
therapy (HAART). Med Mal Infect 34(7):286–92.
Lin CY, Sun HY, Chen MY, Hseih SM, Sheng WH, LoYC, Hung CC & Chang SC. (2009).
Aetiology of cavitary lung lesions in patients with HIV infection. HIV Med
10(3):191-8.
Loeliger AE, Rijkers GT, Aerts P, Been-Tiktak A, Hoepelman AI, van Dijk H & Borleffs JC.
(1995). Deficient antipneumococcal polysaccharide responses in HIV-seropositive
patients. Immunol Med Microbiol 12(1):33–41.
Lucas SB, Hounnou A, Peacock C, Beaumel A, Djomond G, N’Gbichi JM, Yeboue K, Honde
M, Diomande M & Giordano C. (1993). The mortality and pathology of HIV
infection in a West African city. AIDS 7(12):1569-79.
Madeddu G, Laura Fiori M & Stella Mura S. (2010). Bacterial community-acquired
pneumonia in HIV-infected patients. Curr Opin Pulm Med 16(3):201–7.
Madeddu G, Porqueddu EM, Cambosu F, Saba F, Fois AG, Pirina P & Mura MS. (2008).
Bacterial community acquired pneumonia in HIV-infected inpatients in the highly
active antiretroviral therapy era. Infection 36(3):231–6.
Madeddu G, Fois GA, Pirina P & Mura MS. (2009). Pneumococcal pneumonia: clinical
features, diagnosis and management in HIV-infected and HIV noninfected
patients. Currt Opin Pulm Med 15(3):236–42.
Magnenat J-L, Nicod LP, Auckenthaler R & Junod AF. (1991). Mode of presentation and
diagnosis of bacterial pneumonia in human immunodeficiency virus-infected
patients. Am Rev Respir Dis 144(4):917–22.
Makris NA, Sher S, Bertoli C & Latour MG. (1993). Pulmonary strongyloidiasis: An unusal
opportunistic pneumonia in a patient with AIDS. AJR 161(3):545-7.
Mandell LA, Wunderink RG, Anzueto A, Bartlett JG, Campbell GD, Dean NC, Dowel SF,
File TM, Musher DM, Niederman MS, Torres A & Whitney CG. (2007). Infectious
Diseases Society of American/American Thoracic Society consensus guidelines on
the management of community-acquired pneumonia in adults. Clin Infect Dis; 44
(Suppl 2):27–72.
Maniar JK, Chitale AR, Miskeen A, Shah K & Maniar A. (2005). Penicillium marneffei
infection: an AIDS-defining illness. Indian J Dermatol Venerol Leprol 71(3):202-4.
Martin JN, Rose DA, Hadley WH, Perdreau-Remington F, Lam PK & Gerberding JL. (1999).
Emergence of Trimethoprim-Sulfamethoxazole Resistance in the AIDS Era. J Infect
Dis 180(6):1809-18.
Masannat FY & Ampel NM. (2010). Coccidioidomycosis in patients with HIV-1 infection in
the era of potent antiretroviral therapy. Clin Infect Dis 50(1):1–7.
Mase SR, Ramsay A, Ng V, Henry M, Hopewell PC, Cunningham J, Urbanczik R, Perkins
MD, Aziz MA & Pai M. (2007). Yield of serial sputum specimen examinations in
the diagnosis of pulmonary tuberculosis: a systematic review. Int J Tuberc Lung Dis
11(5):485-95.
Marchiori E, Müller NL, Souza AS, Escuissato DL, Gasparetto EL & Fanquet T. (2005).
Pulmonary Disease in Patients with AIDS: High-Resolution CT and Pathologic
Findings. AJR Am J Roentgenol 184(3):757–64.

www.intechopen.com

AIDS and Opportunistic Infections

109

McGuinness G. (1997). Changing trends in the pulmonary manifestations of AIDS. Radiol
Clin North Am 35(5):1029–82.
Mehle ME, Adamo JP, Mehta AC, Wiederman HP, Keys T & Longworth DL. (1989).
Endobronchial Mycobacterium avium-intracellulare infection in a patient with AIDS.
Chest 96(1):199-201.
Mylonakis E, Barlara TF, Flanigan T & Rich JD. (1998). Pulmonary aspergillosis and invasive
disease in AIDS: review of 342 cases. Chest 114(1):251-62.
Mylonakis E, Mileno MD, Flanigan T, De Orchis DF & Rich J. (1998). Pulmonary invasive
aspergillosis in patients infected with the human immundeficiency virus: report of
two cases. Heart Lung 27(1):63-6.
Nelson AM, Perriens JH, Kapita B, Okonda L, Lusamuno N, Kalengayi MR, Angrit P, Quinn
TC& Mullick FG. (1993). A clinical and pathological comparison of the WHO and
CDC case definitions for AIDS in Kinshasa, Zaire: is passive surveillance valid?
AIDS 7(9):1241-5.
Noskin GA & Glassroth J. (1996). Bacterial pneumonia associated with HIV-1 infection. Clin
Chest Med 17(4):713–23.
Pappas PG, Pottage JC, Powderly WG, Fraser WJ, Stratton CW, McKenzie S, Tapper ML,
Chmel H, Bonebrake FC, Blum R, et al. (1992). Blastomycosis in patients with the
acquired immunodeficiency syndrome. Ann Inter Med 116(10):847-53.
Pappagianis D. (1988). Epidemiology of coccidioidomycosis. Curr Top Med Mycol 2:199–
238.
Patel RG, Patel B, Petrini MF, Carter RR & Griffith J. (1999). Clinical presentation,
radiographic findings, and diagnostic methods of pulmonary blastomycosis: a
review of 100 consecutive cases. South Med J 92(3):289-95.
Petersen E, Edvinsson B, Lundgren B, Benfield T & Evengård B. (2006). Diagnosis of
pulmonary infection with Toxoplasma gondii in immunocompromised HIVpositive patients by real-time PCR. Eur J Clin Microbiol Infect Dis 25(6):401-4.
Phair J, Munoz A, Detels R, Kaslow R, Rinaldo C & Saah A. (1990). The risk of Pneumocystis
carinii pneumonia among men infected with human immunodeficiency virus type1. Multicenter AIDS Cohort Study Group. N Engl J Med 322(3):161-5.
Pornprasert S, Praparattanapan J, Khamwan C, Pawichai S, Pimsarn P, Samleerat T,
Leechanachai P & Supparatpinyo K. (2009). Development of TaqMan real-time
polymerase chain reaction for the detection and identification of Penicillium
marneffei. Mycoses 52(6):487–92.
Prasanthi, K. & A.R. Kumari. (2005). Efficacy of fluorochrome stain in the diagnosis of
pulmonary tuberculosis co-infected with HIV. Indian J Med Microbiol 23(3):179-81.
Pursell KJ, Telzak EE & Armstrong D. (1992). Aspergillus species colonization and invasive
disease in patients with AIDS. Clin Infect Dis 14(1):141-8.
Rabaud C, May T, Lucet JC, Leport C, Ambroise-Thomas A & Canton P. (1996). Pulmonary
toxoplasmosis in patients infected with human immunodeficiency virus: A French
National Survey. Clin Infect Dis 23(6):1249-54.
Remadi S, Durnais J, Wafa K & MacGee W. (1995). Pulmonary microsporidiosis in a patient
with the acquired immunodeficiency syndrome. A case report. Acta Cytol
39(6):1112-6.
Rodriguez-Barradas MC, Musher DM, Lahart C, Lacke C, Groover J, Watson D, Baughn R,
Cate T &Crofoot G. (1992). Antibody to capsular polysaccharides of Streptococcus

www.intechopen.com

110

Microbes, Viruses and Parasites in AIDS Process

pneumoniae after vaccination of human immunodeficiency virus-infected subjects
with 23-valent pneumococcal vaccine. J Infect Dis 165(3):553–6.
Raszka WW, Skilman LP, McEvoy PL & Robb ML. (1995). Isolation of nontuberculous, nonavium mycobacteria from patients infected with human immunodeficiency virus.
Clin Infect Dis 20(1):73-6.
Rebollo MJ, San Juan Garrido R, Folgueira D, Palenque E, Diaz-Pedroche C, Lumbreras C, &
Aquado JM. (2006). Blood and urine samples as useful sources for the direct
detection of tuberculosis by polymerase chain reaction. Diagn Microbiol Infect Dis
56(2): 141-6.
Renold C, Sugar A, Chave JP, Perrin L, Delavelle J, Pizzolato G, Burkhard P, Gabriel V &
Hirschel B. (1992). Toxoplasma encaphalitis in patients with the acquired
immunodeficiency syndrome. Medicine (Baltimore) 71(4):224-39.
Rewata L, Rutherford M, Apriani L, Janssen W, Rahmadi A, Parwati I, Yuwono A & van
Crevel RV. (2009). Improving diagnosis of pulmonary tuberculosis among
HIV/AIDS patients: literature review and experience in a teaching hospital in
Indonesia. Acta Med Indones 41(1):57-64.
Rodriguez-Barradas MC, Stool E, Musher DM, Gathe J Jr, Goldstein J, Genta RM & Yoffe B.
(1996). Diagnosing and treating cytomegalovirus pneumonia in patients with
AIDS. Clin Infect Dis 23(1):76–81.
Rosen MJ. (2008). Pulmonary complications of HIV infection. Respirology 13(2):181–90.
Sage EK, Noursadeghi M, Evans HE, Parker SJ, Copas AJ, Edwards SG & Miller RF. (2010).
Prognostic value of C-reactive protein in HIV-infected patients with Pneumocystis
jirovecii pneumonia. Int J STD AIDS 21(4):288-92.
Salama C, Policar M & Venkataraman M. (2003). Isolated pulmonary Mycobacterium avium
complex infection in patients with human immunodeficiency virus infection: Case
reports and literature review. Clin Infect Dis 37(3):35-40.
Salmon-Ceron D, Mazeron MC, Chaput S, Boukli N, Senechal B, Houhou N, Katlama C,
Matheron S, Fillet AM, Gozlan J, Leport C, Jeantils V, Freymuth F & Costagliola D.
(2000). Plasma cytomegalovirus DNA, pp65 antigenaemia and a low CD4 cell count
remain risk factors for cytomegalovirus disease in patients receiving highly active
antiretroviral therapy. AIDS 14(8):1041–9.
Salzberger B, Hartmann P, Hanses F, Uyanik B, Cornely OA, Wohrmann A & Fatkenheuer
G. (2005). Incidence and prognosis of CMV disease in HIV-infected patients before
and after introduction of combination antiretroviral therapy. Infection 33(5-6):345–9.
Sandkovsky U, Sandkovsky G, Suh J,Smith B, Sharp V & Polsky B. (2008). Legionella
Pneumonia and HIV: Case Reports and Review of the Literature. AIDS Patient Care
STDS 22(6):473-81.
Sani MU, Mohammed AZ, Adamu B, Yusuf SM, Samalia AA & Borodo MM. (2006). AIDS
mortality in a tertiary health institution: A four-year review. J Natl Med Assoc
98(6):862-6.
Schneider RF. (1999). Bacterial pneumonia. Semin Respir Infect 14(4):327–32.
Selik RM, Starcher ET & Curran JW. (1987). Opportunistic diseases reported in AIDS
patients: frequencies, associations, and trends. AIDS 1(3):175-82.
Selwyn PA, Pumerantz AS, Durante A, Alcabes PG, Gourevitch MN, Boiselle PM & Elmore
JG. (1998). Clinical predictors of Pneumocystis carinii pneumonia, bacterial
pneumonia, and tuberculosis in hospitalized patients with HIV-infected patients.
AIDS 12(8):885–93.

www.intechopen.com

AIDS and Opportunistic Infections

111

Sider L, Gabriel H, Curry DR & Pham MS. (1993). Pattern recognition of the pulmonary
manifestations of AIDS on CT scans. Radiographics 13(4):771–84.
Singh S, Gopinath K, Shahdad S, Kaur M, Singh B & Sharma P. (2007). Nontuberculous
mycobacterial infections in Indian AIDS patients detected by a novel set of ESAT-6
polymerase chain reaction primers. Jpn J Infect Dis 60(1):14-18.
Skelly MJ, Holzman RS & Merali S. (2008). S-adenosylmethionine levels in the diagnosis of
Pneumocystis carinii pneumonia in patients with HIV infection. Clin Infect Dis
46(3):467-71.
Soeiro AM, Hovnanian AD, Parra ER, Canzian M & Capelozzi VL. (2008). Post-mortem
histological pulmonary analysis in patients with HIV/AIDS. Clinics 63(4):497-502.
Stansell JD, Osmond DH, Charlebois E, LaVange L, Wallace JM, Alexander BW, Glassroth J,
Kvale PA, Roosen MJ, Reichman LB, Turner JR & Hopewell PC. (1997). Predictors
of Pneumocystis carinii pneumonia in HIV-infected persons. Pulmonary
Complications of HIV Infection Study Group. Am J Respir Crit Care Med 155(1):60-6.
Steingart KR, Ng V, Henry M, Hopewell PC, Ramsay A, Cunningham J, Cuningham J,
Urbanczik R, Perkins MD, Aziz MA & Pai M. (2006). Sputum processing methods
to improve the sensitivity of smear microscopy for tuberculosis: a systematic
review. Lancet Infect Dis 6(10):664-74.
Stephan C, Just-Nübing G, Franck S, Bickel M, Shah PM, Babacan E & Staszewski S. (2009).
No obvious difference in Streptococcus pneumoniae antibiotic resistance profiles-isolates from HIV-positive and HIV-negative patients. Med Klin (Munich) 103(2):6974.
Sterling TR, Pham PA & Chaisson RE. (2010). HIV infection–related tuberculosis: clinical
manifestations and treatment. Clin Infect Dis 50(3):223–30.
Suffredini AF & Masur H. (1988). Pulmonary dysfunction in patients infected with human
immunodeficiency virus. In: Pennington JE, editors. Respiratory infections: diagnosis
and management. 2nd ed. New York: Ra ven Press; pp:241-63.
Sugar AM. (1991). Overview: Cryptococcosis in the patient with AIDS. Mycopathologia
114(3):153-7.
Sullivan JH, Moore RD, Keruly JC & Chaisson RE. (2000). Effect of antiretroviral therapy on
the incidence of bacterial pneumonia in patienys with advanced HIV infection. Am
J Respir Crit Care Med 162(1): 64-7.
Supparatpinyo K, Khamwan C, Baosoung V, Nelson KE & Sirisanthana T. (1994).
Disseminated Penicillium marneffei infection in Southeast Asia. Lancet
344(8915):110–3.
Tasaka S, Hasegawa N, Kobayashi S, Yamada W, Nishimura T, Takeuchi T & Ishizaka A.
(2007). Serum indicators for the diagnosis of pneumocystis pneumonia. Chest
131(4):1173-80.
The National Institutes of Health (NIH) the Centers for Disease Control and Prevention
(CDC). (2009). The HIV Medicine Association of the Infectious Diseases Society of
America (HIVMA/IDSA). Guidelines for Prevention and Treatment of
Opportunistic Infections in HIV-Infected Adults and Adolescents. MMWR 58:-207.
Thomas CF Jr & Limper AH. (2004). Pneumocystis pneumonia. N Engl J Med 350(24):2487–
98.
Thomas M, Rupali P, Woodhouse A & Ellis-Pegler R. (2009). Good outcome with
trimethoprim 10 mg/kg/day-sulfamethoxazole 50 mg/kg/day for Pneumocystis
jirovecii pneumonia in HIV infected patients. Scand J Infect Dis 41(11-12):862-8.

www.intechopen.com

112

Microbes, Viruses and Parasites in AIDS Process

Torrea G, Van de Perre P, Ouedraogo M, Zougba A, Sawadogo A, Dingtoumda B, Diallo B,
Defer MC, Somvie I, Zanetti S & Sechi LA. (2005). PCR-based detection of the
Mycobacterium tuberculosis complex in urine of HIV-infected and uninfected
pulmonary and extrapulmonary tuberculosis patients in Burkina Faso. J Med
Microbiol 54(1):39-44.
Vazquez JA. (2000). Therapeutic Options for the Management of Oropharyngeal and
Esophageal Candidiasis in HIV/AIDS Patients. HIV Clinical Trials 1(1):47–59.
Ustianowski AP, Sieu TP & Day JN. (2008). Penicillium marneffei infection in HIV. Curr
Opin Infect Dis 21(1):31–36.
Wheat LJ, Garringer T, Brizendine E & Connolly P. (2002). Diagnosis of histoplasmosis by
antigen detection based upon experience at the histoplasmosis reference
laboratory. Diagn Microbiol Infect Dis 43(1):29–37.
Wiktor SZ, Sassan-Morokro M, Grant AD, Abouya L, Karon JM, Maurice C, Diamond G,
Ackah A, Domoua K, Kdio A, Yapi A, Combe P, Tossou O, Roels TH, Lackritz EM,
Coulibaly D, De Cock KM, Coulibaly IM & Greenberg AE. (1999). Efficacy of
trimethoprim-sulphamethoxazole prophylaxis to decrease morbidity and mortality
in HIV-1-infected patients with tuberculosis in Abidjan, Cote d’Ivoire: a
randomised controlled trial. Lancet 353(9163):1469–75.
Williams BG, Granich R, De Cock KM, Glaziou P, Sharma A & Dye C. (2010). Antiretroviral
therapy for tuberculosis control in nine African countries. Proc Natl Acad Sci USA
107(45):19485-9. Epub 2010 Oct 25.
Woodhead M, Blasi F, Ewig S, Huchon G, Leven M, Ortqvist A, Schaberg T, Torres A, van
der Heijden G & Verheij TJ. (2005). Guidelines for the management of adult lower
respiratory tract infections. Eur Respir J 26(6):1138–80.
Woods CW, McRill C, Plikaytis BD, Rosenstein NE, Mosley D, Boyd D, England B, Perkins
BA, Ampel NM & Hajeh RA. (2000). Coccidioidomycosis in human
immunodeficiency virus-infected persons in Arizona, 1994-1997: incidence, risk
factors, and prevention. J Infect Dis 181(4):1428-34.
Wong SY & Wong KF. (2011). Penicillium marneffei Infection in AIDS. Patholog Res Int
10;2011:764293.
World Health Organization. (2003). Global Tuberculosis Programme. Treatment of
tuberculosis: guidelines for national programmes, 3rd ed. Geneva.
World Health Organization. (2008). Global tuberculosis control. Surveillance, planning,
financing. Report 2007. WHO/HTM/TB/2005.376. Geneva.
World Health Organization (2009). Global Tuberculosis Control: Epidemiology, Strategy,
Financing (WHO/HTM/TB/2009.411). Geneva.

www.intechopen.com

Microbes, Viruses and Parasites in AIDS Process
Edited by Prof. VladimÃr Zajac

ISBN 978-953-307-601-0
Hard cover, 390 pages
Publisher InTech

Published online 19, October, 2011

Published in print edition October, 2011
The main goal in compiling this book was to highlight the situation in Africa in terms of AIDS and opportunistic
diseases.Â Several chapters reveal great poverty, an apocalyptic situation in many parts of Africa.Â Global
migration of people resulted in their exposure to pathogens from all over the world. This fact has to be
acknowledged and accepted as African reality. New, unconventional hypotheses, not determined by
established dogmas, have been incorporated into the book, although they have not yet been sufficiently
validated experimentally.Â It still applies that any dogma in any area of science, and medicine in particular,
has and always will hinder progress. According to some biologists, in the future, AIDS is very likely to occur in a
number of variations, as a direct result of the ongoing processes in the global human society. Thus, we
urgently need a comprehensive solution for AIDS, in order to be ready to fight other, much more dangerous
intruders.

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:
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