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Introduction
Since, the discovery of HIV in 1983, it has created much interest 
among health care professionals due to various reasons. Major 
institutes have undertaken research on the pathogenesis, disease 
spectrum, diagnosis, treatment and prophylaxis of HIV. The targets 
of these researches are to discover a possible cure and vaccine 
for HIV, but are still in vain. Although, a person infected with HIV is 
prone to various adverse events leading to death, one can alleviate 
the severity of infection with the help of prophylactic therapy [1]. For 
that reason, it is wise to have a knowledge on infections that can be 
anticipated in these individuals and when in the course of disease 
to anticipate them. Since, the respiratory tract is prone and sensitive 
to microbial invasion, pulmonary infections are the commonest in a 
person with AIDS [2].

CD4 levels and the risk of acquiring opportunistic infections are 
indirectly proportional to each other [Table/Fig-1]. Pulmonary 
opportunistic infections are due to varied aetiological agents like 
bacteria, parasites, viruses and fungi [1]. A detailed review of these 
infections along with emerging pathogens infecting the respiratory 
system in people living with AIDS is explained in this review.

Timeline of respiratory infections ensuing as CD4 count fall 
progresses is depicted in [Table/Fig-2].
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ABSTRACT
The infectious disease which created a huge impact on mankind over the past few decades is the Acquired Immunodeficiency 
Syndrome (AIDS). Although the devastating nature of this syndrome is not directly due to the virus, the immune suppression 
that ensues triggers a cascade of opportunistic infections that can kill an individual. The process of a person acquiring Human 
Immunodeficiency Virus (HIV) can therefore be referred to as “Opening the Pandora`s box”. The commonest system in the body 
prone to opportunistic infections is the respiratory system. The types of pulmonary infections in AIDS, organisms associated, 
clinical manifestations, diagnosis and management have been compiled for collective understanding.

Infections Organisms CD4 count (cells/mm3)

Bacterial

Mycobacterium tuberculosis

Mycobacterium avium complex
Streptococcus pneumoniae
Haemophilus influenzae
Staphylococcus aureus
Nocardia species

<400, disseminated TB usually at 
CD4 <200

<100
<250
<250
<250
<250

Fungal

Pneumocystis jirovecii
Cryptococcus neoformans
Penicillium marneffii
Histoplasma capsulatum
Coccidioides immitis
Aspergillus species

<200
<50
<100
<150
<250
<100

Parasitic
Toxoplasma gondii
Plasmodium falciparum
Leishmania donovani

50-100
<350
<200

Viral
Cytomegalovirus
Varicella zoster virus
Human Herpes Virus 8 (HHV 8)

<100
<200
<200

[Table/Fig-1]:	 Opportunistic pulmonary infections commonly encountered in AIDS 
with CD4 count [1].
*Disseminated infections usually occur when CD4 count falls below 50-100 cells/mm3

[Table/Fig-2]:	 Relationship of pulmonary opportunistic infections with CD4 count.
TB: Tuberculosis; MAC: Mycobacterium avium complex; CMV: Cytomegalovirus

Bacterial Pulmonary Infections in HIV
1) HIV–TB co-infection: Given the fact that respiratory manifestations 
predominate the list of opportunistic infections in patients with HIV, 
Tuberculosis (TB) is the commonest and most devastating infectious 
disease in a HIV positive patient especially in developing nations. It 
has also been proven that the greatest risk of a person acquiring 
tuberculosis is HIV positivity, more so in endemic countries like 
India [3]. It is therefore wise to consider opportunistic infection with 
tuberculosis in HIV positive individuals and vice versa. In addition 
to the usual rising curve of tuberculosis incidence worldwide, the 
past few years have seen significant propulsion in this rise after the 
advent of HIV.

An estimate of over 34 million individuals was affected with HIV 
in a 2013 report by the World Health Organization (WHO) [4]. In 
2010, the estimated prevalence of TB infected HIV patients were 14 
million signifying almost 50% individuals being coinfected with TB 
and HIV [5]. Tuberculosis remains the forerunner leading to death of 
HIV infected individuals and in India, TB-HIV co-infection is reported 
to be around 38% [6]. An interesting fact is that people with HIV 
develop TB infection well before the drop of CD4 count below 400-
500 is ironic [6]. Due to this reason, the WHO has recommended 
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Diagnosis of pulmonary tuberculosis in HIV infected individuals 
becomes complicated as the bacillary load is low in pulmonary 
secretions [12]. Radiographic features show basal pulmonary 
infiltrates, miliary changes, mediastinal and hilar lymphadenopathy 
[11]. Central necrosis appearing on Computed Tomography (CT) as 
low attenuation of lymph nodes is diagnostic of tuberculosis.

2) Bacterial Pneumonias in HIV: Mycobacterium avium complex 
(MAC) is the commonest atypical Mycobacteria causing pulmonary 
infections in HIV infected individuals. The first reported case of MAC 
was in a miner who presented with pulmonary symptoms in USA 
[13]. Since, the advent of AIDS, the spectrum of clinical presentation 
has broadened as disseminated infections are being reported. 
Dissemination occurs when there is a drop of CD4 count below 50 
cells/mm3 [14].

Other bacterial agents are associated with pneumonia in patients 
when the CD4 count dips below 200 cells/mm3. In contrary to the 
notion that opportunistic infections commonly occur among AIDS 
patients in developing nations, bacterial pneumonias are more 
common in AIDS patients in developed countries [15,16]. In India, 
due to the burden of tuberculosis, bacterial agents are second 
common in causing lung infections. Streptococcus pneumonia 
followed by Haemophilus influenzae is the commonly associated 
community pathogens [17]. Rarely occurring pathogens causing 
community acquired pneumonia are Legionella pneumophila, 
Mycoplasma pneumoniae and Chlamydia pneumophila [17]. 
Rhodococcus equi, an unusual Gram positive cocci has also been 
reported in severely immunosuppressed HIV infected patients 
with pneumonia. Rhodococcus equi pneumonia is characterised 
by cavitary upper lobe infiltrates, thereby mimicking tuberculosis. 
[Table/Fig-3] shows the features of common bacterial pulmonary 
infections in AIDS patients.

Fungal Pulmonary Infections in HIV
The first infection that triggered suspicion of HIV in 1983 was a 
fungal agent Pneumocystis jirovecii among homosexual men in 
Los Angeles, USA. The reason behind the discovery of HIV was 
pneumonia occurring due to Pneumocystis jirovecii. Having said 
that, the importance of fungal opportunistic infections in HIV is 
highlighted. Around 90% Pneumocystis Jiroveciipneumonia (PJP) 
are seen in patients having CD4 counts less than 200 cells/mm3. 
Other contributing risk factors for development of PJP include oral 

antiretroviral therapy initiation for all HIV infected patients who 
develop tuberculosis irrespective of their CD4 count [4].

Normal individuals who are exposed to Mycobacterium tuberculosis 
do not develop active infection with the bacteria as the bacteria 
becomes latent. But this is not the case in HIV affected population 
wherein they are prone to development of active TB following 
infection in contrast with normal individuals [7]. Major studies have 
been conducted worldwide to answer the question: “What are the 
alterations that occur in a HIV infected individuals` immune system 
which renders them susceptible to develop active TB?” We collated 
few hypotheses from previously published studies as follows [8,9]:

Primary tuberculosis or reactivation of tuberculosis occurs due •	
to CD4 cell depletion by HIV at the site of granuloma. This also 
results in active replication of the virus at these sites. Studies 
support this hypothesis by showing a high susceptibility for 
tuberculosis infection in HIV patients with lower CD4 count 
than in those with higher CD4 count. Reduced ability of 
granuloma formation in HIV: Macrophages and lymphocytes 
are not available to contain the tubercle bacilli within granuloma. 
This results in rapid multiplication and dissemination of 
Mycobacterium tuberculosis throughout the body.

Thymic failure results due to depletion of thymocytes, •	
destruction of T cell precursors within the bone marrow and 
also the thymic epithelia. T cells become dysfunctional due to 
continuous stimulation resulting in imbalance of the different T 
cell populations.

Alteration in functionality of macrophages and T cells is noticed •	
in TB-HIV coinfection. Macrophages in these individuals release 
lesser amount of Tumour Necrosis Factor α (TNF-α) and 
therefore TNF induced apoptosis is compromised. This also 
results in active replication of HIV within these macrophages.

Memory T cells which are specific to •	 M. tuberculosis in individuals 
with latent tuberculosis produce lesser amounts of Interferon γ 
(INFγ) following HIV infection. Studies in active tuberculosis in HIV 
infection also have demonstrated lower levels of INFγ and IL2.

The complex pathogenicity of TB in HIV results in varied and 
atypical clinical features such as lower lobe involvement and diffuse 
infection rather than typical features of TB such as cavitation  
[10], basal involvement, miliary tuberculosis, hilar and mediastinal 
lymphadenopathy [11].

Organism
Cumulative 
incidence

Clinical features Laboratory findings/diagnosis Imaging features

Mycobacterium avium 
complex [13]

20% of 
Mycobacteriosis

Pneumonitis, pre tracheal 
lymphadenopathy

Anemia, elevated alkaline 
phosphatase, isolation from culture, 
DNA probes, acid fast stain

Cavitary infiltrate involving the apical and 
anterior segments of the upper lobes, 
diffuse interstitial or reticulonodular 
infiltrates, solitary pulmonary nodule

Streptococcus pneumoniae
70% of bacterial 
pneumonia

Acute onset of fever, breathlessness, 
productive cough, chest pain, chills, 
tachypnea, decreased oxygen 
saturation, progression to sepsis.

Leucocytosis with left shift, Gram 
stain, blood culture, urine antigen 
detection, PCR

Unilateral focal, segmental or lobar 
consolidation, pleural effusion

Haemophilus influenzae
10% of bacterial 
pneumonia

Fever, chills, cough with 
expectoration, tachycardia, pleuritic 
chest pain, decreased oxygen 
saturation, progression to sepsis.

Leucocytosis with left shift, Gram 
stain, blood culture, PCR for nucleic 
acid detection

Unilateral focal, segmental or lobar 
consolidation, pleural effusion

Staphylococcus aureus
9% of bacterial 
pneumonia

Fever with chills, productive cough, 
chest pain

Gram stain, culture, PCR for nucleic 
acid detection

Cavitation, parenchymal necrosis

Nocardia species
Nonspecific respiratory features, 
Lung abscess

Gram stain, culture, modified acid 
fast stain

Focal infiltrates, Lung abscess

Legionella pneumophila
6% of bacterial 
pneumonia

Pleural effusion, fever, signs of 
pneumonia

Urine antigen detection, PCR for 
nucleic acid detection, culture, direct 
fluorescent antibody detection from 
lung tissue

Focal alveolar infiltrates

Mycoplasma pneumonia 
and Chlamydia pneumophila 
(TWAR agent)

Bronchitis, atypical pneumonia

Giemsa stain, direct 
immunofluorescence, culture in 
embryonated egg, cell lines, ELISA, 
PCR

Ground glass infiltrates, pleural effusion, 
mediastinal lymphadenopathy

[Table/Fig-3]:	 Features of bacterial pulmonary infections in AIDS patients [13,15].
PCR: Polymerase chain reaction; ELISA: Enzyme linked immuno sorbent assay; TWAR: Taiwan acute respiratory agent
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thrush, previous exposure to Pneumocystis jirovecii, higher plasma 
level of HIV RNA, recurrent bacterial pneumonia, unintentional 
weight loss [18,19].

Other fungal pathogens associated with pulmonary infections 
in AIDS depend on the geographic distribution and endemicity 
of the fungi. Histoplasma capsulatum and Coccidioides immitis 
commonly occur in south-central America, Ohio and Mississippi 
river valleys.Cryptococcus neoformans is worldwide in distribution; 
however certain species of Cryptococcus like C. gattii are prevalent 
in Australia, subtropical countries and north-west Pacific regions 
[1]. Penicillium marneffeiis predominantly distributed in Southeast 
Asian countries like Thailand, Taiwan, India, Vietnam, Hong Kong, 
Southern China, Laos [20]. In India, common fungi isolated from 
lungs of HIV infected individuals are: Pneumocystis jirovecii, 
Aspergillus, Cryptococcus and Candida [21]. The underlying risk 
factor for acquiring fungal pulmonary infections like Penicilliosis and 
Histoplasmosis has been reported to be tuberculosis. PJP is known 
to be an underlying trigger for pulmonary Aspergillosis in AIDS 

with CD4 count is unpredictable [1]. Reports from various countries 
reveal a CD4 count widely ranging from 100-500 cells/mm3 among 
patients with hyperinfection syndrome. The possible explanation 
could be the difference in parasitic load causing hyperinfection 
among infected patients [27].

Demographic distribution of parasites causing pulmonary infections 
is mainly in tropical and subtropical countries. All these parasites 

Fungi Clinical features
Laboratory diag-

nosis
Radiological 

findings

Pneumocystis 
jirovecii

Fever, non-
productive 
cough, dyspnea, 
inspiratory 
crackles

Induced sputum/
BAL should be 
collected for 
Toluidine blue stain, 
PCR

Reticular or 
granular infiltrates 
(initially perihilar 
region, progresses 
to diffuse 
distribution), 
ground glass 
opacities.
Rarely : 
intrathoracic 
adenopathy, 
pleural effusion

Penicillium 
marneffii [20]

Productive 
cough, dyspnea, 
hemoptysis

Cytology or biopsy 
specimens for 
periodic acid Schiff, 
methenamine silver 
stains, culture, PCR

Diffuse reticular/ 
localized infiltration 
or cavitary lesion

Cryptococcus 
neoformans 
[22,23]

Pleuritic 
chest pain, 
fever, cough, 
hemoptysis, 
respiratory 
distress

India ink stain, 
H&E stain, PAS, 
GMS stain, 
culture, antigen 
detection by latex 
agglutination, PCR

Nodular lesions 
(solitary nodule), 
cavitations, 
pleural effusion, 
pneumonic 
infiltrates 

Histoplasma 
capsulatum [24]

Fever, cough, 
dyspnea, 
dissemination 
leading to shock

PAS, GMS stain, 
culture, Enzyme 
Immunoassay, DNA 
probe, PCR, LAMP 
assay

Reticular or 
granular infiltrates, 
nodules, 
intrathoracic 
adenopathy

Coccidioides 
immitis [25]

Fever, cough, 
dyspnea, chest 
pain

PAS, GMS stain, 
culture, Enzyme 
Immunoassay, 
DNA probe, PCR, 
Immunoglobulin M

Diffuse 
reticulonodular 
infiltrates, 
cavities, nodules, 
pleural effusion, 
respiratory failure

Aspergillus 
species (Allergic 
bronchopulmonary 
Aspergillosis, 
Aspergilloma) [26]

Fever, cough, 
dyspnea, chest 
pain, hemoptysis

KOH, culture, 
Galactomannan 
antigen detection 
by ELISA, PCR

Thick walled 
cavities in upper 
lobe, hazy 
infiltrates with 
segmental lobar 
atelectasis

[Table/Fig-4]:	 Features of Fungal Pulmonary Infections in AIDS patients [20,22-
26].
PCR: Polymerase chain reaction; H&E: Haematoxylin and eosin; KOH: Potassium hydroxide; 
PAS: Periodic acid schiff; GMS: Gomori methenamine silver; ELISA: Enzyme linked immuno 
sorbent assay; LAMP: Loop mediated isothermal amplification

patients [21]. [Table/Fig-4] illustrates the common fungal infections 
in AIDS patients.

IV. Parasitic Pulmonary Infections in HIV
Toxoplasma gondii, Plasmodium falciparum and Leishmania 
donovaniare the common protozoans associated with pulmonary 
manifestations in AIDS patients. Strongyloides stercoralis causing 
hyperinfection syndrome is the only helminthic infection of great 
concern in these patients. Association of hyperinfection syndrome 

Parasite Clinical features
Laboratory 
diagnosis

Radiological 
findings

Toxoplasma gondii
Influenza like 
illness, fever, 
pneumonia

Giemsa, PAS, 
silver stains, 
peroxidase 
stains, animal 
inoculation, 
tissue culture, 
immunoassays, 
ELISA, PCR

Interstitial 
pneumonia, 
diffuse alveolar 
damage, 
necrotizing 
pneumonia, 
obstructive or 
lobar
pneumonia

Plasmodium falciparum
Pulmonary 
oedema, ARDS

Leishman`s, 
Giemsa stain, 
QBC, culture 
in RPMI 1640, 
Delbecco`s 
modified Eagle 
medium, ICT, 
ELISA, PCR

Diffuse 
interstitial and 
pulmonary 
oedema, 
pleural 
effusion, lobar
consolidation, 
bilaterally 
pulmonary 
infiltrates, 
diffuse bilateral 
alveolar 
opacities, 
bilateral basal 
ground glass 
opacities

Leishmania donovani

Pleural effusion, 
mediastinal 
adenopathy, 
pneumonitis

LD bodies in 
Leishman, 
Giemsa or 
Wright stains, 
NNN medium, 
Schneider`s 
liquid medium, 
CFT, ELISA, 
IFA, ICT, PCR

Pneumonitis, 
pleural effusion

Strongyloides 
stercoralis

Cough, 
haemoptysis
In hyperinfection 
syndrome:asthma, 
ARDS, intra-
alveolar
haemorrhage

Wet mount-
saline and 
iodine mount, 
entero test, agar 
plate culture, 
Harada Mori 
filter paper 
culture, ELISA, 
PCR

Pulmonary 
infiltrates, 
miliary nodules, 
airspace 
opacities, 
ARDS in severe 
disease, rarely 
granulomatous 
changes

[Table/Fig-5]:	 Features of parasitic pulmonary infections in AIDS patients [27].
PAS: Periodic acid schiff stain; PCR: Polymerase chain reaction; ELISA: Enzyme linked immuno 
sorbent assay; QBC: Quantitative buffy coat; RPMI: Roswell park memorial institute; ICT: Im-
munochromatography; LD: Leishmania donovani; NNN: Novy-McNeal-Nicolle; CFT: Complement 
fixation test; IFA: Indirect fluorescent antibody; ARDS: Acute respiratory distress syndrome

are equally found in South East Asia, Sub-Saharan Africa, South 
America, Mediterranean countries [27]. [Table/Fig-5] shows the 
parasitic pulmonary infections encountered in AIDS patients.

Apart from commonly encountered parasites, rare association with 
pulmonary infections have been observed with Cryptosporidium 
parvum, Microsporidium. Focal pulmonary lesions may not 
be pathognomonic, however these miscellaneous parasites 
produce lung lesions when they get disseminated due to severe 
immunosuppression. 

V. Viral Pulmonary Infections in HIV
Viruses contribute around 5% of pulmonary infiltrates of infectious 
aetiology in AIDS patients [1]. Thus, viral aetiology should be 
considered when an AIDS patient presents with community 
acquired pneumonia. Herpes group of virus {Herpes Simplex Virus 
(HSV), Cytomegalovirus (CMV), Human Herpes Virus 8 (HHV8)} are 
common viruses causing pulmonary infection in AIDS patients [1].
With advent of newer molecular diagnostic methods, studies in 
the past decade have resulted in detection of various other viruses 
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associated with pulmonary infections in AIDS patients. These newer 
viral agents are:Influenza virus, Respiratory Syncytial Virus (RSV), 
Adenovirus, Rhinovirus, Parainfluenza virus, Coronavirus, Human 
metapneumovirus, Human bocavirus [28].

Herpes Viruses: In this broad group of DNA viruses, Cytomegalovirus 
is associated commonly with pulmonary infections. CMV infection 
gets reactivated and is not acquired in HIV especially when the CD4 
count falls to 50 cells/mm3 either before initiation of ART or in patients 
with treatment failure [29]. Most HIV patients have asymptomatic 
latent CMV infection which gets activated when the CD4 count 
falls drastically [29]. Pneumonia caused by CMV and Pneumocystis 
jirovecii resemble each other with clinical features of fever, cough, 
hypoxemia. Diffuse opacities and pleural effusion are the commonly 
encountered radiographic features of CMV pneumonia.

Herpes simplex virus is the next common cause of viral pneumonia 
in AIDS patients. Known for its latency and chronicity, HSV causes 
herpetic tracheobronchitis or pneumonia among these patients 
[30-32]. Pneumothorax, ARDS and pneumomediastinum are 
documented rare occurrences due to HSV [33]. Although, both HSV 
1 and 2 are associated with pneumonia, HSV 1 has been reported 
more frequently than HSV 2 [34].

HHV8 is aetiologically related to AIDS-related Kaposi`s sarcoma 
and lymphoproliferative disorders (Castleman`s disease) [1]. 
Incidence of Kaposi`s sarcoma has markedly decreased after 
usage of Anti Retroviral Therapy (ART) in HIV patients. Probable 
reasons for this decline are the activity of certain drugs used in 
ART on HHV8 namely, Zidovudine, ganciclovir, foscarnet, and 
cidofovir [35]. Characteristic pulmonary manifestation of HHV 8 
in HIV patients is pleural effusion. Castleman`s disease manifests 
as lymphadenopathy, fever, multiorgan failure [36]. The greatest 
risk of an HIV patient developing HHV 8 infection is a drop in CD4 
count below 200 cells/mm3. Evidence supports that early initiation 
of ART in these patients may prevent risk of development of HHV 
8 [37].

Influenza viruses are the commonest RNA viruses causing pulmonary 
infections in HIV patients. These infections commonly occur during 
Influenza pandemics and epidemics. The severity of infection, 
hospitalisation and mortality rate increases in immunocompromised 
individuals more so if the patient is not on ART [38].

Respiratory syncytial virus causes seasonal outbreaks and viral 
transmission occurs through fomites, secretions and aerosols. 
During winter, when the incidence is high, RSV produces nasal 
congestion, wheeze and dyspnea. Although this clinical presentation 
is similar for both non-HIV and HIV infected individuals, morbidity 
and mortality rates are higher in HIV positive individuals [39].

Less commonly occurring viruses causing community acquired 
pneumonia in HIV patients are described in [Table/Fig-6].

VI. Treatment Guidelines for Managing HIV
The National AIDS Control Organisation (NACO) has given detailed 
guidelines for diagnosis as well as treatment of patients with AIDS 
[40,41]. WHO clinical staging of HIV/AIDS forms the base for 
ART initiation. Respiratory infections under each clinical stage are 
described in [Table/Fig-7].

According to these guidelines, ART is initiated based on which 
clinical stage of HIV the patient is diagnosed with. Patients with 
clinical stage I and II are started on ART when their CD4 count is 
≤500 [41]. Whereas, patients with stage III and IV of HIV should be 
started on ART irrespective of their CD4 count. For patients with 
TB-HIV co-infection, irrespective of their CD4 count, start ATT first 
and initiate ART as early as possible within 2 weeks to 2 months. 
However in TB-HIV co-infected patients with CD4 counts below 
50 cells/mm3, ART might be initiated simultaneously with ATT with 
strict clinical and laboratory monitoring [41].

CD4 counts should be monitored when initiating ART and 
follow up be done as follows [42]: CD4 count of any value on 
ART:Follow up CD4 every 6 months CD4 count between 350-500 
on ART: Repeat CD4 at 3 months [42] 

CD4 count >500 and not on ART: Repeat CD4 at 6 months 
Prophylaxis of opportunistic infections is provided with co-
trimoxazole under the national program. Two scenarios under which 
this prophylaxis is initiated are:WHO clinical stage 3 or 4 patients 
irrespective of CD4 count, HIV infected adults with CD4 count <250 
cells/mm3.

Co-trimoxazole prophylaxis is given as a target for Pneumocystis 
jirovecii pneumonia, toxoplasmosis, pathogens causing diarrhea 
in AIDS patients. Evidences exist to show that co-trimoxazole 
prophylaxis decreases mortality and morbidity in HIV infected 
patients [41,42]. This prophylaxis can be discontinued if the CD4 
count increases twice consecutively to be >250 cells/mm3 [41].

VII. Immune Reconstitution Inflammatory Syndrome 
(IRIS) in HIV and the respiratory tract
IRIS is defined as a clinical entity wherein a paradoxical clinical 
worsening occurs to a new or already existing condition after initiation 
of ART in HIV patients [43].The synonyms given to IRIS are:Immune 
Restoration Disease (IRD) and paradoxical reactions. Aetiology of 
IRIS can be classified into infectious and non-infectious aetiologies 
[44]. Among infectious agents predisposing to IRIS, respiratory 
pathogens involved are: Mycobacterium tuberculosis (commonest), 
Mycobacterium avium complex, Herpes viruses (HSV, HZV, CMV), 
Cryptococcus neoformans, Pneumocystis jirovecii, Strongyloides 
stercoralis. Incidence of IRIS has been reported to be ranging from 
11-43% in Europe and USA, 41% from Africa, less than 15.2% in 
India [44].

Major and minor criteria for diagnosing IRIS according to 
French MA et al., [45]: Major criteria-Patients responding to ART 
presenting with atypical presentation of “opportunistic infections” 
and significant decrease of plasma HIV RNA levels.

Minor criteria-Increase in CD4 count after initiating HAART, 
spontaneous resolution of disease on continuation of ART but 

Virus Type of virus Clinical features/Radiological features

Rhinovirus RNA virus
Pneumonia, bronchiolitis, exacerbation of 
asthma

Parainfluenza 
virus

RNA virus Bronchitis, asthma, and pneumonia

Coronavirus RNA virus
Common cold, LRI with respiratory distress
CT chest: Diffuse pulmonary ground-glass 
opacities

Adenovirus DNA virus
Fever, cough, wheeze, dyspnea
CT chest: Patchy and irregular or reticular 
opacities, consolidations

Human 
metapneumovirus

RNA virus

Mild respiratory symptoms to severe 
bronchiolitis and pneumonia
CT chest: Bilateral alveolar opacities, nodular 
opacities and pleural effusion

Human bocavirus DNA virus
Clinical features not well defined. Mild to 
severe upper respiratory tract infections

[Table/Fig-6]:	 Viruses causing respiratory infections in AIDS patients [28].

Clinical stage 2 

Recurrent respiratory tract infections (sinusitis, tonsillitis, otitis media, pharyngitis) 

Clinical stage 3 

Pulmonary tuberculosis 
Severe bacterial pneumonia

Clinical stage 4

Recurrent severe bacterial pneumonia 
Pneumocystis pneumonia 
Candidiasis of trachea, bronchi or lungs) 
Kaposi sarcoma 
Disseminated mycosis (extrapulmonary histoplasmosis, coccidiomycosis)  

[Table/Fig-7]:	 Pulmonary infections under WHO clinical staging of HIV [40].
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without specific antimicrobial therapy, increase in pathogen specific 
immune response (e.g., Delayed response in tuberculosis).

TB-IRIS: TB-IRIS is the term given to abnormal, exaggerated 
immune response against alive or dead Mycobacterium tuberculosis 
bacilli in either HIV-infected (after initiation of ART) or rarely in HIV 
uninfected patients. Since, TB-IRIS may be confused with treatment 
failure, superimposed infections, treatment failure or drug resistant 
TB, diagnostic criteria should be applied to detect the same [46].
TB-IRIS is mainly diagnosed based on newly evolving parenchymal 
lesions, new lymphadenopathy, new or increased pleural effusion.

Paradoxical or unmasking are the two types of TB-IRIS. Paradoxical 
IRIS is defined as new/recurrent/worsening symptoms of a 
treated case. Unmasking IRIS is an inflammatory manifestation 
of a subclinical infection which is ART associated. In unmasking, 
unapparent signs and symptoms present prior to initiation of ART 
become apparent during ART [47].

Treatment of TB-IRIS depends on the severity and presentation. Anti-
TB drug initiation in most patients results in good response as most 
patients have non-life threatening presentations. Corticosteroids 
and NSAID administration is essential in few cases where the 
pathology is an inflammatory one such as acute renal failure, ARDS, 
tracheal compression due to lymphadenopathy. In these kind of life 
threatening situations, discontinuation of ART may be considered, 
however not necessary. 

Among the atypical mycobacteria, MAC is the commonest and 
presents with lymphadenitis, abscess formation [47]. Treatment 
is similar to TB-IRIS with occasional requirement for excision of 
enlarged lymph nodes.

Pneumocystis jirovecii pneumonia IRIS may present with worsening 
respiratory distress, high fever in those improving with treatment. 
Worsening chest radiograph findings, hypoxia and fatal acute 
respiratory failure might occur in few patients [48].

It is necessary to be cautious and anticipate IRIS in patients 
undergoing treatment for specific pathogens and on ART. 
Appropriate use of corticosteroids, NSAIDs, ART tailoring in these 
patients with IRIS is necessary for better patient outcomes.

VIII. The Human Respiratory Microbiome in HIV 
Infection
Microbiota/normal flora refers to the assemblage/community 
of microorganisms present in a defined environment whereas, 
microbiome refers to this entire community of microbiota along 
with their genome [49]. The five phyla which constitute the human 
microbiome are: Actinobacteria, Firmicutes, Bacterioidetes, 
Proteobacteria, Fusobacteria. With evolving research and continuous 
efforts to understand human microbiome and its relationship in 
health and disease, HIV has become a favourite research topic for 
molecular biologists.

One of the first studies on lung microbiome was done to evaluate 
the difference between that in HIV infected and HIV uninfected 
individuals with pneumonia. Findings showed that there was an 
increase in Actinobacteria, Bacteroidetes, and Firmicutes in the HIV-
infected patients and Proteobacteria predominated in the uninfected 
patients [50]. A significant increase in Prevotella was seen in the 
HIV-infected population. This finding was repeatedly observed in 
other studies as well [51].

In clinically asymptomatic HIV infected individuals, there was presence 
of Tropheryma whipplei in the lung microbiome. This organism is 
associated with the gut, but its presence in the lung of HIV infected 
individuals portrays a migration of gut microbiota to the lungs 
suggesting a pulmonary immunodeficiency [52]. In untreated HIV 
infected individuals, Streptococcus was significantly high in the lungs. 
This is consistent with high incidence of Streptococcus pneumonia 
in HIV patients [53]. There is major heterogenicity in untreated HIV 
infected individuals which markedly reduces after treatment [54]. 
Based on these findings on lung microbiome in HIV, an early initiation 

of ART can improve prognosis and prevent chronic lung inflammation 
as well as opportunistic lung infections in HIV infected individuals 
[55]. Continuing research on this field should help in characterisation 
of respiratory microbiome of HIV infected individuals based on which 
treatment can be initiated and monitored.

CONCLUSION
Existing evidence based information on various pulmonary 
infections in HIV patients has been collated and detailed in this 
review. When treating patients with HIV, it is mandatory to anticipate 
opportunistic pulmonary infections based on their CD4 counts. With 
this comprehensive knowledge along with awareness on national 
guidelines for treatment of these infections, effectiveness of ART 
can be improved and complications can be prevented. All these 
can ensure better outcome, prognosis and improve quality of life in 
patients living with HIV.

References
	[1] Guidelines for the prevention and treatment of opportunistic infections 

in HIV-infected adults and adolescents: recommendations from the 
Centers for Disease Control and Prevention, the National Institutes of 
Health, and the HIV Medicine Association of the Infectious Diseases 
Society of America. Available at http://aidsinfo.nih.gov/contentfiles/
lvguidelines/adult_oi.pdf. Accessed on:26/6/2018.

	 Shah H, Bhatt P, Vaghani B, Patel K. HIV-AIDS patients with respiratory [2]
manifestation: study at tertiary care center. Int J Adv Med. 2017;4:270-
74.

	 Swaminathan S, Padmapriyadarsini C, Narendran G. HIV associated [3]
tuberculosis: clinical update. Clin Infect Dis. 2010;50:1377–86.

	 World Health Organization. 2013. Global tuberculosis report. WHO, [4]
Geneva. Available from: http://apps.who.int/medicinedocs/en/d/
Js21534en/. Accessed on 28/6/2018.

	 Getahun H, Gunneberg C, Granich R, Nunn P. HIV infection-[5]
associated tuberculosis: The epidemiology and the response. Clin 
Infect Dis.2010;50:201-07.

	 Mehta AA, Kumar VA, Vithalani KG, Patel KR. Clinico-epidemiological [6]
profile of HIV patients with respiratory infections and tuberculosis in 
Western India. J Clin Diagn Res. 2011;5:206-09.

	 Pawlowski A, Jansson M, Skold M, Rottenberg ME, Kallenius G. [7]
Tuberculosis and HIV co-infection. PLoS Pathog. 2012;8:e1002464.

	 Bruchfeld J, Correia-Neves M,Kallenius G. Tuberculosis and HIV [8]
Coinfection.Cold Spring Harb Perspect Med. 2015;5(7):a017871.

	 Shankar EM, Vignesh R, Ellegard R, Barathan M, Chong YK, Bador [9]
MK, et al. HIV–Mycobacterium tuberculosis co-infection: a ‘danger-
couple model’ of disease pathogenesis. Pathog Dis. 2014;70:110-
18.

	 Aaron L, Saadoun D, Calatroni I. Tuberculosis in HIV-infected patients: [10]
a comprehensive review. Clin Microbiol Infect. 2004;10:388-98.

	[11] Perlman DC, el-Sadr WM, Nelson ET, Matts JP, Telzak EE, Salomon 
N, et al. Variation of chest radiographic patterns in pulmonary 
tuberculosis by degree of human immunodeficiency virus-related 
immunosuppression. Clin Infect Dis. 1997;25:242-46.

	 Padmapriyadarsini C, Narendran G, Swaminathan S.  Diagnosis & [12]
treatment of tuberculosis in HIV co-infected patients. Indian J Med 
Res. 2011;134:850-65.

	 Inderlied CB, Kemper CA, Bermudez LE. The Mycobacterium avium [13]
complex. Clin Microbiol Rev. 1993;6:266-310.

	 Benson CA. Treatment of disseminated disease due to the [14]
Mycobacterium avium complex in patients with AIDS. Clin Infect Dis. 
1994;18:S237-42.

	 Magnenat JL, Nicod LP, Auckenthaler R, Junod AF. Mode of presentation [15]
and diagnosis of bacterial pneumonia in human immunodeficiency 
virus-infected patients. Am Rev Respir Dis. 1991;144:917.

	[16] Afessa B, Green W, Chiao J, Frederick W. Pulmonary complications of 
HIV infection: autopsy findings. Chest.1998;113:1225.

	 Shreevidya K, Dias M. Pulmonary bacterial and fungal infections in [17]
human immunodeficiency virus patients: a study from India. Ann Trop 
Med Public Health. 2012;5:80-84.

	 Kaplan JE, Hanson DL, Navin TR, Jones JL. Risk factors for primary [18]
Pneumocystis carinii pneumonia in human immunodeficiency virus-
infected adolescents and adults in the United States: reassessment of 
indications for chemoprophylaxis. J Infect Dis. 1998;178:1126-32.

	 Kaplan JE, Hanson DL, Jones JL, Dworkin MS. Viral load as an [19]
independent risk factor for opportunistic infections in HIV-infected 
adults and adolescents. AIDS. 2001;15:1831-36.



Rohit Vadala and Isabella Princess, Pulmonary infections in HIV	 www.njlm.net

National Journal of Laboratory Medicine. 2019, Jan, Vol-8(1): MR01-MR0666

PARTICULARS OF CONTRIBUTORS:
1.	 Senior Resident, Department of Pulmonary Medicine and Critical Care, Primus Super Speciality Hospital, Delhi, Delhi, India.
2.	 Registrar, Department of Microbiology, Apollo Speciality Hospitals, Chennai, Tamil Nadu, India.

NAME, ADDRESS, E-MAIL ID OF THE CORRESPONDING AUTHOR:
Isabella Princess,
Apollo Speciality Hospitals, Vanagaram, Chennai-600095, Tamil Nadu, India.
E-mail: isadear@gmail.com

Financial OR OTHER COMPETING INTERESTS: None.

Date of Submission: Sep 27, 2018
Date of Peer Review: Oct 12, 2018
Date of Acceptance: Nov 16, 2018

Date of Publishing: Jan 01, 2019

	 Wong SY, Wong KF. Penicillium marneffei infection in AIDS. Patholog [20]
Res Int. 2011;2011:764293. 

	 Kaur R, Mehra B, Dhakad MS, Goyal R, Bhalla P, Dewan R. Fungal [21]
opportunistic pneumonias in HIV/AIDS patients: an indian tertiary care 
experience. J Clin Diagn Res. 2017;11:14-19.

	 Hu Z, Chen J, Wang J, Xiong Q, Zhong Y, Yanget Y, et al. Radiological [22]
characteristics of pulmonary cryptococcos is in HIV-infected patients. 
Sued O, ed. PLoS ONE. 2017;12(3):e0173858.

	 Gunda DW, Bakshi FA, Rambau P, Kilonzo SB. Pulmonary cryptococcosis [23]
presenting as acute severe respiratory distress in a newly diagnosed 
HIV patient in Tanzania: a case report. Clin Case Rep. 2015;3:749-52. 

	 Adenis AA, Aznar C, Couppié P. Histoplasmosis in HIV-infected [24]
patients: a review of new developments and remaining gaps. Curr Trop 
Med Rep. 2014;1:119-28. 

	 Wheat J. Endemic mycoses in AIDS: a clinical review.[25] Clin Microbiol 
Rev. 1995;8:146-59.

	 Khoo SH, Denning DW. Invasive aspergillosis in patients with AIDS. [26]
Clin Infect Dis. 1994;19S:41-48.

	 Sastry AS, Bhat S. In: Essentials of Medical Parasitology, 1`st ed. New [27]
Delhi: Jaypee brothers medical publishers; 2014.

	 Cillóniz C, Yamamoto S, Rangel E, Torres A.Community-acquired [28]
viral pneumonia in human immunodeficiencyvirus infected patients. 
Community Acquir Infect.2014;1:44-52.

	 Vigil KJ, Adachi JA, Chemaly RF. Viral pneumonias in immunocompromised [29]
adult hosts. J Intensive Care Med. 2010;25:307-26.

	 Bruynseels P, Jorens PG, Demey HE, Goossens H, Pattyn SR, Elseviers [30]
MM, et al. Herpes simplex virus in the respiratory tract of critical care 
patients: A prospective study. Lancet. 2003;362:1536-41.

	 Prellner T, Flamholc L, Haidl S, Lindholm K, Widell A. Herpes simplex [31]
virus – the most frequently isolated pathogen in the lungs of patients 
with severe respiratory distress. Scand J Infect Dis.1992;24:283-92.

	 Engelmann I, Gottlieb J, Meier A, Sohr D, Ruhparwar A, Henke-[32]
Gendo C, et al. Clinical relevance of and risk factors for HSV related 
tracheobronchitis or pneumonia: Results of an outbreak investigation. 
Crit Care. 2007;11:R119.

	 López-Rivera F, Colón Rivera X, González Monroig H, Garcia Puebla [33]
J.Pneumomediastinum and Pneumothorax Associated with Herpes 
Simplex Virus (HSV) Pneumonia. Am J Case Rep. 2018;19:109-13.

	 Calore EE. Herpes simplex type 2 pneumonia. Braz J Infect [34]
Dis.2002;6:305-08.

	 Casper C. Defining a role for antiviral drugs in the treatment of persons [35]
with HHV-8 infection. Herpes. 2006;13:42-47.

	 Casper C. The aetiology and management of Castleman disease at [36]
50 years: translating pathophysiology to patient care. Br J Haematol. 
2005;129:03-17.

	 Lodi S, Guiguet M, Costagliola D, [37] Fisher M, de Luca A, Porter K. Kaposi 
sarcoma incidence and survival among HIV-infected homosexual men 
after HIV seroconversion. J Natl Cancer Inst. 2010;102:784-92.

	 Sheth AN, Althoff KN, Brooks JT. Influenza susceptibility, severity, and [38]
shedding in HIV-infected adults: A review of the literature. Clin Infect 
Dis. 2011;52:219-27.

	 Falsey AR, Hennessey PA, Formica MA, Cox C, Walsh EE. Respiratory [39]
syncytial virus infection in elderly and high-risk adults. N Engl J Med. 
2005;352:1749-59.

	 WHO case definitions of HIV for surveillance and revised clinical staging [40]
and immunological classification of HIV-related disease in adults and 
children. Geneva, World Health Organization, 2007. (www.who.int/hiv/
pub/guidelines/HIVstaging150307.pdf)

	 ART treatment, National AIDS Control Organization, Available from: [41]
http://naco.gov.in/treatment. Accessed on: 13/10/2018.

	 Department of AIDS control, National AIDS Control Organization, [42]
Ministry of Health and Family Welfare, Government of India. Accessed 
on:26/6/2018.

	 BosamiyaSS. The immune reconstitution inflammatory syndrome. [43]
Indian J Dermatol. 2011;56:476–79.

	 Murdoch DM, Venter WD, Van Rie A, Feldman C. Immune reconstitution [44]
inflammatory syndrome (IRIS): A review of common infectious 
manifestations and treatment options. AIDS Res Ther. 2007;4:9.

	 French MA, Price P, Stone SF. Immune restoration disease after [45]
antiretroviral therapy. AIDS. 2004;18:1615-27.

	 Lanzafame M, Vento S. Tuberculosis-immune reconstitution inflammatory [46]
syndrome. J Clin Tuberc Other Mycobact Dis.2016;3:06-09.

	 Race EM, Adelson-Mitty J, Kriegel GR, Barlam TF, Reimann KA, Letvin [47]
NL, et al. Focal mycobacterial lymphadenitis following initiation of 
protease-inhibitor therapy in patients with advanced HIV-1 disease. 
Lancet. 1998;351:252-55. 

	 Wislez M, Bergot E, Antoine M, Parrot A, Carette MF, Mayaud C, et [48]
al. Acute respiratory failure following HARRT introduction in patients 
treated for Pneumocystis carinii pneumonia. Am J Respir Crit Care 
Med. 2001;164:847-51.

	 Grice EA, Segre JA.the human microbiome: our second genome. [49]
Annu Rev Genomics HumGenet. 2012;13:151-70.

	 Iwai S, Fei M, Huang D, Fong S, Subramanian A, Grieco K, et al. Oral [50]
and airway microbiota in HIV-infected pneumonia patients. J Clin 
Microbiol. 2012;50:2995-3002.

	 Williams B, Landay A, Presti RM. Microbiome alterations in HIV infection [51]
a review. Cell Microbiol. 2016;18:645-51.

	 Twigg HL, Weinstock GM, Knox KS. Lung microbiome in HIV infection. [52]
Transl Res. 2017;179:97-107.

	 Janoff EN, Breiman RF, Daley CL, Hopewell PC. Pneumococcal [53]
disease during HIV infection. Epidemiologic, clinical, and immunologic 
perspectives. Ann Intern Med. 1992;117:314-24.

	 Danel C, Moh R, Gabillard D, Badje A, Le Carrou J, Ouassa T, et al. A [54]
trial of early antiretrovirals and isoniazid preventive therapy in Africa. N 
Engl J Med. 2015;373:808-22.

	 Lundgren JD, Babiker AG, Gordin F, Emery S, Grund B, Sharma S, et [55]
al. Initiation of antiretroviral therapy in early asymptomatic HIV infection. 
N Engl J Med. 2015;373:795-807.


