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AIDS defining illnesses



No map for Asia, Oceania or Australia

Histoplasma capsulatum geography

Moshi, Tanzania, 0.9% disseminated 

histoplasmosis in 970 febrile inpatients -

67% DM patients HIV

Lofgren et al. Trans Roy Soc Hyg Trop Med 2012;106:504.
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MORTALITÀ IN ERA HAART nell’ HIV 
Outpatient Study ( 1996-2004)

Palella FJ, JAIDS 2006

6945 pazienti della HOPS-coorte seguiti per un follow-up mediano
di 39.2 mesi; decremento di mortalità complessiva (da 7.00 a 1.3) e

AIDS-correlata ( da 3.79 a 0.32 x 100 anni-persona)



Study design: the incidence of OIs among 5,451 new adult AIDS cases in New York City in 2000  
were reported to the New York City Department of Health and Mental Hygiene





N° di casi di AIDS per periodo di diagnosi





antiretroviral therapy (ART)–naive patients Patients during the first year of ART



Why are Opportunistic Infections 
in HIV-positive patients  still 

occurring?



COHERE Eurosurveillance 2016



HIV/AIDS: consequences for antifungal 
immunity 

• T cell dysfunction in HIV:

– destruction of memory CD4 T cell clones 

– Depletion of gut T helper 17 (Th17) cells

– impaired T-cell antigen-specific cytokine
responses

– lower Th2 cytokines

• Impaired antibody response

• Quantitative and qualitative defects in 
innate antifungal immunity



Trends In Microbiology 2014, Vol 22, No 3



Major invasive fungal infections in 
people living with HIV

Pneumocystis jorvecii penumonia

Cryptococcal meningitis



Pneumocystis jorvecii penumonia

• The incidence of PCP has declined substantially with 
widespread use of PCP prophylaxis and ART; however 
it remains the most frequent OI in HICs

• Recent incidence among patients with AIDS in 
Western Europe and the United States is 
<1 case per 100 person years

• Most cases occur in patients who are unaware of 
their HIV infection or are not receiving ongoing
care for HIV, and in those with advanced 

immunosuppression (CD4 counts <100 cells/mm3).



Caso clinico ZC

• Uomo di 47 aa; sposato con  2 figli
• Dirige un impresa di sistemi di condizionamento
• HIV positivo nell’Ott 2016
• FR: bisex
• Astenia, Febbricola da 15-20 gg, poca tosse 

secca, non dispnea a riposo, dimagramento

• CD4+= 138 cells/mm3

• HIV-RNA= 256.000 copie/ml    







Diagnosi di PCP con positività su BAL per PJ-PCR



Recommendations for Treatment of 
Pneumocystis Pneumonia (PCP)

Last reviewed September 10, 2015





Major invasive fungal infections in people 
living with HIV

Pneumocystis jorvecii penumonia

Cryptococcal meningitis





Caso clinico GB

• Uomo di 32 a
• HIV positivo dal 1999
• FR: ex-TD
• Scolarità: diploma superiore
• Disoccupato
• HCV neg; HBV immune
• Nel 2011 ( ART-naive) : alterazioni del carattere con maggiore 

irrequietezza e aggressività da 15-20 gg; febbricola da 7 gg

• Non segni meningei
• CD4+= 58 cell/mmc (8%)
• HIV-RNA= 1.250.000 copie/ml



Esame liquorale:
Aumento della proteinorrachia; normale glucorrachia; 
Conta cellule: 80 linfomonociti
Presenza di Cryptococcus neoformans all’esame microscopico diretto
Ag criptococcico positivo su liquor ( 1:4096)  e sangue ( 1:2048)
HIV-RNA su liquor: 46.000 copie/ml

Diagnosi di Meningite da Crytococcus neoformans





Recommendations for treating
Cryptococcosis





Caso clinico…dopo 3 mesi di cART

HIV-RNA = 400 copie/ml
CD4+= 289 cell/mmc
Ag criptococcico sangue= negativo

…da 10 gg febbre, sudorazione, tosse secca





Diagnosi di mediastinite criptococcica in 
corso di immunoricostituzione da cART



when to start antiretroviral 
treatment in  them?



Manzardo et al. J Acquir Immun Defic Syndr 2007; 46:S9



ACTG 5164: Immediate vs deferred
HAART in patients with acute OIs*

Immediate treatment group had reduced 
rate of AIDS progression 
or death (14.2%) compared with 
deferred treatment group 
(24.1%; p=0.035)

No differences in IRIS 
between arms 
(6% immediate vs 9% deferred)

The most common OIs were
PCP (63%), Cryptococcus (12%), 
BI (12%)

Patients with TB were ineligible

Immediate ART: initiation within 48h of randomisation and within 14 days of starting OI treatment 
Deferred ART: initiation between weeks 4 and 32

*OIs = opportunistic infections excluding TB; IRIS = immune reconstitution inflammatory syndrome

Zolopa AR et al., PLoS One 2009; 4 (5):e5575. 
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Median time: Early cART 9 gg Deferred 36, treatment amphotericine B + fluconazole 800 mg for 2 weeks, then 
only fluconazole 400 mg for 12 weeks. CART regimens: AZT or d4T + lamivudine + efavirenz .

N Engl J Med. 2014;370:2487-98



Boulware DR et al, N Engl J Med. 2014;370:2487-98



What to Start
Comparison of Updated 2015-2016 

Guidelines

Regimen SIMIT-MdS 20151 DHHS 20162 EACS 20153 BHIVA 20154 GESIDA 20165

RPV/TDF/FTC Recommended# Alternative# Recommended* Recommended* Alternative*

ATV/r + TDF/FTC Recommended** Alternative Alternative Preferred Alternative

ATV/COBI+ TDF/FTC Recommended** Alternative Alternative Alternative Alternative

DRV/r + TDF/FTC Recommended** Recommended Recommended Preferred Alternative

DRV/COBI + TDF/FTC Recommended** Alternative Alternative Alternative Alternative

RAL + TDF/FTC Recommended Recommended Recommended Preferred Preferred

EVG/COBI/TDF/FTC Recommended Recommended Recommended Preferred Alternative

EVG/COBI/TAF/FTC Recommended Recommended Preferred

DTG + TDF/FTC Recommended Recommended Recommended Recommended Preferred

DTG + ABV/3TC Recommended Recommended Recommended Recommended Preferred

* Only if HIV-RNA <100.000 c/mL; # Only if HIV-RNA <100.000 c/mL and CD4 >200 cell/mm3; ** Only for specific conditions

1. Linee Guida Italiane sull’utilizzo dei farmaci antiretrovirali e sulla gestione diagnostico-clinica delle persone con infezione da HIV-1, 2015 Available at: 
http://www.salute.gov.it/imgs/C_17_pubblicazioni_1301_allegato.pdf; 

2. DHHS Guidelines 2016 Available at http://aidsinfo.nih.gov/guidelines
3. EACS Guidelines 8.0-October 2015. Available at http://www.europeanaidsclinicalsociety.org/guidelinespdf/1_Treatment_of_HIV_Infected_Adults.pdf.
4. British HIV Association guidelines for the treatment of HIV-1-positive adults with antiretroviral therapy 2015. Available at: http://www.bhiva.org/documents/Guidelines/Treatment/2015/2015-treatment-

guidelines.pdf
5. GESIDA. Documento de consenso de Gesida/Plan Nacional sobre el SIDA respecto al tratamiento antirretroviral en adultos infectados por el virus de la inmunodeficiencia humana. Actualización enero 2016. Available

at: http://www.gesida-seimc.org/contenidos/guiasclinicas/borrador/gesida-guiasclinicas-2016-br-TAR.pdf

http://www.salute.gov.it/imgs/C_17_pubblicazioni_1301_allegato.pdf
http://aidsinfo.nih.gov/guidelines
http://www.europeanaidsclinicalsociety.org/guidelinespdf/1_Treatment_of_HIV_Infected_Adults.pdf
http://www.bhiva.org/documents/Guidelines/Treatment/2015/2015-treatment-guidelines.pdf
http://www.gesida-seimc.org/contenidos/guiasclinicas/borrador/gesida-guiasclinicas-2016-br-TAR.pdf




Other “neglected”  Invasive Fungal Infections
in patients with AIDS



Study design: Retrospective Study of 1,630 Autopsies Performed Between 1984 and 2002
IFIs were identified in 297 (18.2%) of 1,630 autopsies 



IFIs were suspected or confirmed during 
life in only 46.8% of the cases; this 
proportion did not vary significantly over 
time (P = .320). The infections contributed 
to the deaths of 103 patients (34.7%), and 
their global impact on mortality was 6.3%. 

Study design: Retrospective Study of 1,630 Autopsies Performed Between 1984 and 2002



67 cases with a median CD4+ count of 47 cells/mm3. IDV(50%), neutropenia (29.7%) and 
corticosteroid use (25%) were the predominant associated factors.
Disseminated (20.9%), renal (19.4%), and rhino-cerebral (17.9%).

Rhizopus (45.5%) and Lichtheimia spp (30.3%) were the main fungal isolates.
Treatment consisted of antifungal therapy and surgery in 38.8%.

Overall mortality rate was 52.2%, 




