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OBJECTIVES

• Diagnosis of Advanced HIV Disease in Adults – including 

outlining the concept of Packaged care

• Initial Management – treat the underlying issues – and 

what Antiretroviral Therapy and When to use?

• Recognition of Special Opportunistic conditions – 

Cryptococcal Disease, Histoplasmosis, Tuberculosis and 

Kaposi’s Sarcoma.

• Special Considerations – from IRIS to Treatment failure
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WHO CLASSIFICATION FOR HIV PROGRESSION

Based on Clinical Staging





WHO CLASSIFICATION FOR HIV PROGRESSION

A 35-year-old 
woman comes to 
the Emergency 

Department

Fever, 
odynophagia and 
weight loss, 10 lbs 

over 2 weeks. 

HIV test was 
negative 1 year 
ago, but current 

rapid test is 
positive. 

She fails to 
respond to oral or 

iv fluconazole 
200mg. 

Endoscopy = 2 
deep ulcerations, 
negative for CMV, 

HSV, Fungus, 
malignancy.

CD4 = 340 (16%) 
and vl= 1.4 

million copies/ml

Does she have 
AIDS? 

Does she have 
Advanced HIV 

Disease?

How would you 
treat?



HIV PATHOGENESIS

➢ HIV attacks T cells

➢ T-cells a critical part of  the   

immune/defense system 

➢ Disables the T-cells, which  become 

virus “factories”

➢ Less T-cells and more  and more  virus, 

as time goes on…..



“USUAL” COURSE OF HIV INFECTION IN ADULTS

https://en.wikipedia.org/wiki/HIV/AIDS#/media/File:Hiv-timecourse.png
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Reprinted with permission from Haynes.  In:  DeVita et al, eds.  AIDS:  Etiology, Treatment and Prevention.
4th ed.  Lippincott-Raven Publishers; 1997:89-99.

The Variable Course of HIV-1 Infection





OUR CASE

• 35-year-old woman

• Fever, odynophagia, weight loss

• HIV test was negative 1 year ago, 
but current rapid test is positive. 

• Fails to respond to iv fluconazole, 
can’t swallow 

• Endoscopy =  deep ulcer, negative 
for CMV, HSV, Fungus,  malignancy.

• CD4 = 340 (16%) and vl= 1.4 
million copies/ml

• Does she have AIDS? 

• Does she have Advanced HIV 
Disease?

• How would you treat?







WHEN TO START 
ART IN HIV 
PATIENTS 

(INCLUDING 
HOSPITALIZED?)

ART is recommended for all HIV – 
infected individuals

Limits are related to education (including 
provider knowledge), pill burden, funding 
and regulatory issues

Absolute indication for 
patients for which there 
is no effective therapy

Cryptosporidiosis, 
microsporidiosis, 
PML, AIDS Dementia

Relative = KS, 
Lymphoma, whitlow

IRIS – Immune 
Response Inflammatory 
Syndrome

Strong Response 
of recovering 
Immune System to 
Latent or Active 
Infection







https://www.dovepress.com/cr_data/article_fulltext/s42000/42328/img/fig1.jpg



PACKAGING



INITIAL PRIMARY CARE LABORATORY 
EVALUATION

General HIV Specific

CBC w/diff CD4 Count

Creatinine, glucose, LFT’s, Lipid profile HIV RNA Assay (Viral load)

Serologies: Toxo, CMV, Varicela IgG, 

Hep A,B,C and RPR

HIV- resistance  (genotype)

Tb Screen: PPD or IGRA HLA B*5701

PAP smear: cervical and/or anal, GC 

and Chlamydia

Crytococcal Ag, maybe 

Histo Ag



COMPONENTS 
OF THE WHO-

RECOMMENDED 
ADVANCED HIV 

DISEASE 
PACKAGE OF 

CARE 

SCREENING

Tuberculosis

Cryptococcal 
Disease

Nutritional deficits

DIAGNOSIS

PROPHYLAXIS AND 
TREATMENT

ANTIRETROVIRAL THERAPY

COUNSELLING
Adherence

Mental Health

Nutrition



OUR CASE

35-year-old woman

Fever, odynophagia, weight loss

Acute Retroviral Syndrome, or Rapid Progressor  

Idiopathic Esophageal Ulcer.

CD4 = 340 (16%) and vl= 1.4 million copies/ml 
on Biktarvy

Does she need PJP/ Cryptococcal prophylaxis?

What virological response is expected?



AFTER STARTING ART FOR PATIENT WITH HIV

Which of the following is TRUE:

A. The CD4 cell count is the most important test to obtain at 1 month after starting 

therapy.

B. A follow-up HIV RNA value should first be checked 10-12 weeks after starting 

therapy.

C. A follow-up HIV RNA value should first be checked 2-4 weeks after starting 

therapy.

D. A decrease in HIV RNA from 1.4 million copies/ml to 500,000 copies/ml after 4 

weeks indicates an excellent early response



RESPONSE 
TO ART

• VL is a measure of “how 

much” virus..

• ND = not detected (<20 

or <50)

• Low = <5000 copies/ml

• Intermediate = 5K -50,000

• High = > 50,000 

• Treatment

• Effective treatment 

reduces levels > 1 log in  

2-4 weeks

• ND does NOT mean “Not 

there”



J Acquir Immune Defic Syndr. 2007;45:183-92.



PROPHYLAXIS

• 2018, WHO guidelines - all adults and adolescents w/ CD4 cell count <100 

cells/mm3 be screened for cryptococcal antigen before ART initiation or 

reinitiation; consider for CD4 cell count <200 cells/mm3.

• fluconazole primary prophylaxis may be considered at a higher CD4 cell 

count threshold of <200 cells/mm3 

• WHO does not currently recommend routine screening for Histoplasmosis 

• Molecular WHO-recommended rapid diagnostic tests  used to screen for 

TB disease 

• WHO recommendations for using co-trimoxazole as prophylaxis, 

 based on moderate-certainty evidence

 reduces the mortality with CD4 count <350 cells/mm3 or stage 3 or 4 AIDS-

 defining illness 
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COMBINATION THERAPY FOR HIV:
1997 VS. TODAY

8 SINGLE PILL COMBO’S AVAILABLE AND ONE INJECTABLE















METABOLIC 
COMPLICATIONS OF ART

Peripheral Neuropathy

Insulin Resistance (diabetes)

Cardiac Risk

Osteoporosis

Renal insufficiency

Lipid abnormalities

Lipoatrophy and Lipodystrophy

http://www.psychiatrictimes.com/sites/default/files/aidsreader/1294813.png





Ahmed Vachiat et al. JACC 2017; 69:73-82.



Kim J and Farmer P. N Engl J Med 2006;355:645-647

Haitian Patient, before and after Receiving Free Treatment for HIV Infection and 
Tuberculosis....March 2003 to Sept 2003







SUMMARY SLIDE 1

• Diagnosis of Advanced HIV Disease in Adults can be clinical staging 

or low CD4 <200

• Initial Management – treat the underlying issue – and start targeted 

ART as soon as possible

• Structured discharge planning to optimize transition to outpatient care

•  Use WHO Package of Care to Guide screening, Diagnosis, Prohylaxis 

for OI’s, ART and counselling

• Recognition of Special Opportunistic conditions – Cryptococcal 

Disease, Histoplasmosis, Tuberculosis and Kaposi’s Sarcoma that 

increase morbidity

• Special Considerations – from IRIS to Treatment Failure



SUMMARY SLIDE 2

• Six classes of antiretroviral medications, which target HIV life cycle, have 

been developed for clinical use: (1) entry inhibitors, (2) NRTIs, (3) NNRTIs, (4) 

INSTIs, (5) PIs, and (6) capsid inhibitors.

• Guidelines recommend initiation of antiretroviral therapy for all persons with 

HIV to reduce disease progression and prevent transmission.

• Recommended Initial Regimens for Most People with HIV, in the absence of a 

history of long-acting cabotegravir for HIV PrEP, consists of an INSTI anchor 

drug (Bictegravir or dolutegravir) plus a 2-drug NRTI backbone. 

• If a person is diagnosed with HIV while or after receiving long-acting 

cabotegravir for PrEP, an integrase genotype should be performed prior to 

initiating INSTI-based antiretroviral therapy. If antiretroviral therapy is 

initiated prior to integrase genotype results, a boosted darunavir-based 

regimen should be prescribed.



SUMMARY SLIDE 3

• The choice of the initial antiretroviral regimen depends on multiple patient factors, including 

medical and mental health comorbidities, patient preferences, insurance coverage, drug 

interactions, and prior HIV PrEP usage.

• After the initiation of antiretroviral therapy, laboratory monitoring is important to determine 

the HIV RNA response to therapy, evaluate the CD4 count response, and to monitor for 

antiretroviral toxicity.

• Virologic response to antiretroviral therapy is the most important factor in predicting an 

overall successful treatment outcome, and most patients will achieve virologic within 12 to 16 

weeks.

• Typically, a brisk increase in CD4 cells in the first 3 to 6 months after starting antiretroviral 

therapy, followed by a more gradual increase over 3 to 6 years, although a small proportion of 

patients fail to recover their CD4 count at a level greater than 200 cells/mm3 despite 

sustained virologic suppression.

• Scheduled antiretroviral treatment interruption is not recommended since this practice has 

been linked to an increased risk of opportunistic infection and death.
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