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Learning Objectives

Upon completion of this presentation,
learners should be able to:

A Analyze the results of recent studies of oral
and topical chemoprophylaxis

A Utilize PrEP appropriately as part of a
comprehensive HIV prevention package

A Monitor patients who are prescribed PrEP
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Off-Label Disclosure

The following off-label/investigational
uses will be discussed in this
presentation:

A Use of antiretrovirals for prevention,
Including tenofovir, emtricitabine,
lamivudine, maraviroc and raltegravir
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PrEP Overview

AART for prevention: rationale
AResults of recent trials
ALessons learned

AWhat do we still need to know?



HIV Prevention: Current Targets

(Mayer and Venkatesh, AJPH, 2010)
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Barrier protection Barrier protection
Blood screening Infection control
IDU harm reduction Circumcision
Antiretroviral therapy PEP, PrEP
(PMTCT, treat Topical microbicides
infected partners) Vaccines
STI treatment STI treatment

Condom and HIV testing promotion
Individual interventions
Couples interventions

Community-based interventions
Structural interventions




Per-Act Risk for HIV Acquisition

Exposure Route Risk per 10,000 exposures
Blood transfusion 9,000
Needle-sharing injection drug use 67
Receptive anal intercourse 50
Percutaneous needle stick 30
Receptive penile-vaginal intercourse 10
Insertive anal intercourse 6.5
Insertive penile-vaginal intercourse 10
Receptive oral intercourse 1
Insertive oral intercourse 0.5
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Why Antiretroviral Agents
for HIV Prevention?

A Animal data

- Multiple drugs have decreased HIV transmission as
PEP or PrEP

A Human data
- PMTCT
- Occupational PEP after percutaneous exposures
- Non-occupational PEP experience (no RCT)

A Tolerability of newer antiretroviral agents
A Increased affordability
A Challenges with other approaches (eg, vaccine)

Connor EM, et al. N Engl J Med. 1994;331:1173-1180.
Cardo DM, et al. N Engl J Med. 1997;337:1485-1490.

Grant RM, et al. Clin Infect Dis. 2010;50(suppl 3):S96-S101.
Venkatesh KK, et al. Future Virol. 2010;5:405-415.



Not all ART may be equal for Prevention:
Ratio of Genital:Blood Plasma Levels
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Ratio of 1.0: genital tract AUC=blood plasma AUC.
Genital tract exposure within 2 and 1 hour of dosing for women and men, respectively.

Nicol MR, et al. Clin Pharmacol Ther. 2010;88:598-609.




PEP: Guidelines

(DC Home Health Topics A-Z
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Recommendations and Reports
January 21, 2005 / 54(RR02);1-20

CE Credit Available

Antiretroviral Postexposure Prophylaxis After Sexual,
Injection-Drug Use, or Other Nonoccupational
Exposure to HIV in the United States

Recommendations from the U.S. Department of Health and Human Services




PEP vs. PrEP

A PEP has been associated with decreased
subsequent risk when coupled with counseling,
but not as a stand alone (Martin, Roland)

A MSM in Brazilian study who took AZT/3TC PEP

were less likely to become HIV-infected
(Schechter)

A But, most of those infected assumed their
partner was not HIV-infected

ASo, Ateachable momento m

A Inability to assess risk in real time, esp. for those
who are frequently risky make the case for PrEP



PEP: Fenway Experience

Fenway Health 1997-2007

A 558 PEP cases (368 not part of clinical trial, 190 part of 2
tenofovir-based Phase IV PEP trial)

A Most common regimens: TDF/FTC, AZT/3TC, AZT/3TC or
TDF/FTC + PI, TDF/FTC + RAL
A TDF/FTC
- most common regimen used
- most often completed overall regimen (73%)

A 4 total infections i all had documented adherence problems
and/or ongoing sexual risk taking before and after PEP
administration

Mayer KH et al, JAIDS, 2009



PEP: Guidelines

Drug Choice
A 2 drugs or 3? Increased tolerability vs. Extra protection

A Early OPEP studies confirm monotherapy is very
successful, so key is to pick regimen that will contain at
least one active drug and maintain adherence for 28 day

course
A Once-a-day regimen is more likely to maintain adherence

A Newer drugs are associated with increased tolerability and
completion rates

A Must consider prevalence of drug resistance in addition to
source patient data

Bassett IV, et al. CID. 2004;39:395-401.
Mayer KH, et al. AJPH. 2010;100:1867-1876
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The iPrEx Study

High Risk MSM
Randomized 1:1 Daily Oral PREP
FTC/TDF vs Placebo
Followed Monthly on Drug for:
- HIV seroconversion
- Adverse Events
- Metabolic Effects
- HBV Flares among HBsAg+
- Risk Behavior & STls
- Adherence
- If Infected
» Drug Resistance
» Viral Load
»CD4+ T Cell Count

New England Journal of Medicine, online Nov 23,2010



Comprehensive Prevention
Services Given to All

¢ HIV testing monthly

¢ Risk reduction counseling

e Condoms (15 or more)

e STl testing if any symptoms, monthly

e STl screening for all every 24 weeks

e Partner STI treatment

e PEP if requested and meet local criteria
e HBV vaccine

New England Journal of Medicine, online Nov 23,2010



Participants| 2,499
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New England Journal of Medicine, online Nov 23,2010




4,905 Screened

1,564 (32%) Ineligible

410 HIV Positive
842 Eligible, Not Enrolled 405 Lab Ineligible
247 Low HIV Risk

502 Other Reasons

2,499 Randomized

1,251 (50%) 1,248 (50%)
Randomized to FTC/TDF Randomized to Placebo

25 No Follow Up HIV Test 23 No Follow Up HIV Test

‘
Followed Followed

New England Journal of Medicine, online Nov 23,2010



Baseline Characteristics of the Participants,
According to Study Group

FTC/TDF PLACEBO

Education Level - no. (%) P=0.26 (n=1,251) | (n=1,248)

Less than Secondary 279 (22) 244 (20)

Complete Secondary 430 (34) 453 (36)
Post-Secondary 525 (42) 539 (43)

No Answer / Missing 1F (1) 12 (1)

New England Journal of Medicine, online Nov 23,2010



Baseline Characteristics of the Participants,

According to Study Group
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Age - no. (%) P=0.04 (n=1,251) | (n=1,248)
18-24 591 (47) 662 (53)
25-29 274 (22) 241 (19)
30-39 249 (20) 224 (18)
>40 137 (11) 121 (10)
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New England Journal of Medicine, online Nov 23,2010



Baseline Characteristics of the Participants,
According to Study Group

| FTC/TDF | PLACEBO
Race/Ethnicity - no. (%) P=0.40 (n=1,251) | (n=1,248)
Black 117 (9) 97 (8)
White 223 (18) 208 (17)
Mixed/Other 849 (68) 878 (70)
Asian 62 (5) 65 (5)
Hispanic/Latino (any race) 900 (72) 906 (73)
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New England Journal of Medicine, online Nov 23,2010



Baseline Characteristics of the Participants,
According to Study Group

FTC/TDF PLACEBO

Number of Alcoholic Drinks (on Days _ _
when Alcohol Consumed - no. (%) P=0.40 nslsa | (m1,248)
0 (in the past month) 206 (16) 184 (15)
1-4 per day 348 (28) 345 (28)
> 5 per day 666 (53) 687 (55)
Refused/Missing/Don’t Know 31 (2 32 (3)
bge

New England Journal of Medicine, online Nov 23,2010






