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Some Historical Issues

The AZT story

Mono-therapy

Dual-therapy

Triple-therapy

HIV viral load monitoring
Widespread use of resistance testing
Boosted regimens




Trends in Annual Rates of Death due to the 9 Leading Causes

among Persons 25-44 Years Old, United States,
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How Is HIV Iinfection treated?

Antiretroviral medications
At least 3 different agents used together
Boosted regimens (using PK properties)

Medications that prevent opportunistic infections
Close monitoring and follow up

Supportive care to help with other issues
associated with HIV: depression, anxiety,
homelessness, lack of support, substance abuse,
poverty ¢éeee




Focus on ARV Treatment

Refer to: www.aidsinfo.nih.qgov/quidelines/

The Panel on Antiretroviral Guidelines for
Adult and Adolescents. Guidelines for the
use of antiretroviral agents in HIV-infected
adults and adolescents. Department of Health
and Human Services. October 10, 2006; 1-113.

Pediatric guidelines also available



http://www.aidsinfo.nih.gov/guidelines/

How do you decide when to start anc
which ARV medications to use?

Based on DHHS Guidelines
CD4 cell count

HIV Viral Load

Gender

Adherence potential

Clinical State (AIDS, HIV-related
sympt oms, hepati ti s,




When to Treat?

Treatment is Recommended for:
All patients with AIDS based on CD4 or Ol
All patients with Severe Symptoms of HIV
Asymptomatic with CD4 cell count <200

Treatment is offered but some controversy
Asymptomatic with CD4 cell count <350

Asymptomatic with CD4 cell count > 350 but with HIV RNA >
100,000

Defer Therapy

Asymptomatic with CD4 cell count > 350 and HIV RNA
<100,000
A DHHS Guidelines (October, 2006)




Classes of Antiretroviral Medications

Protease

Non-nucleoside
Inhibitors (Pls)

reverse transcriptase
Inhibitors (NNRTISs)

Nucleoside
reverse
transcriptase

Entry Inhibitors inhibitors (NRTIs) Classes

New




Current Antiretroviral Medications (10/07)

NRTI
Abacavir
Didanosine
Emtricitabine
Lamivudine
Stavudine
Zidovudine
Tenofovir

NNRTI
Delavirdine
Efavirenz
Nevirapine

Fusion Inhibitor
Enfuvirtide (T-20)

Pl
Amprenavir
Atazanavir
Darunavir
Fosamprenavir
Indinavir
Lopinavir
Nelfinavir
Ritonavir
Saquinavir
Tipranavir

CCRS5 Co receptor Antagonist
Maraviroc




Major Side Effects by Class of ARV

Nucleoside Reverse Transcriptase Inhibitors (NRTIS)

Liver abnormalities, nausea, diarrhea, anemia, leukopenia,
myalgias, arthralgias, peripheral neuropathy, metabolic changes

Non-nucleoside Reverse Transcriptase Inhibitors (NNRTIS)

Rash, Stevens Johnson, liver abnormalities, neuopsychiatric
(sustiva)

Protease Inhibitors (PIs)

Gl distress, liver abnormalities, drug interactions, metabolic
changes

Entry Inhibitors

Skin reactions, liver abnormalities, drug interactions, lower
blood pressure, Gl distress




Metabolic Complications of Antiretroviral
herapy

Disordered
glucose
metabolism

Mitochondrial redistribution . Bone
Disorders

toxicity




Carr A Cooper DA. N Engl J Med 1998;339:1296



PROS

Decrease In opportunistic infections
Decrease In hospitalizations

Decrease In HIV-related deaths
Slows progression to AIDS
Improved quality of life




cons

Cost

Approximately: $14,000-$20,000 US per year for
medications alone

but some studies suggest that cost of treatment is less

than the cost of treating severe AlDS-related disability

New problems with tiered co-pays and switching to new
potent regimens

Resistance issues

Adherence

Long-term consequences (metabolic, |
cardiovascul ar, hepatic




Conclusions

Access to ARV therapy has dramatically improved
the management of HIV disease in the US

Knowledge from clinical trials and post-marketing
surveillance can improve use of ARVs in

developing and transitional countries

A Which ARVs really require close monitoring?
A Which ARVs are tolerated with long-term use?

A Which ARV regimens are more forgiving of lower
adherence?




Questions?

Thank you
carol.bova@umassmed.edu

carol.jaffarlan@umassmed.edu
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