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PrEP works - but how muchexactly?
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PrEP works - but how muchexactly?
• At its best, comparably to condoms
• Condoms, used 100% of the time, provide 

protection of about 85% against HIV (95% C.I. = 
76 - 93%)
• National Institute of Allergy and Infectious Diseases (NIAID) 

Scientific Evidence on Condom Effectiveness for Sexually 
Transmitted Disease (STD) Prevention. NIAID, 2001

• Holmes KK et al. Effectiveness of condoms in preventing sexually 
transmitted infections. Bulletin of the World Health Organization 
82:454-461, 2004
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First generation PrEP RCTs
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CI, confidence interval; FTC, emtricitabine; mITT, modified intent to treat analysis, excluding persons determined to have had HIV infection 
at enrolment; NA, data not available; NS, not statistically significant; TDF, tenofovir disoproxil fumarate
* % reduction in acquisition of HIV infection 



PrEP RCTs: Overall Evidence Quality (per 
GRADE* Criteria) 
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*GRADE quality ratings:
high = further research is very unlikely to change our confidence in the estimate of effect;
moderate = further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate;
low = further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; 
very low = any estimate of effect is very uncertain.
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PrEP Effectiveness: Meta-analysis of RCTs by ITT
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Jiang at al., PLOS ONE 2014



PrEP Adherence and Effectiveness among 
RCTs
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iPrEx OLE - adherence vs. efficacy
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Grant et al., Lancet Inf Dis 2014
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PrEP Protection by Major HIV Exposure Site
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Dosing  → Tissue Concentration → Efficacy
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PrEP practical issues
• IPERGAY data not adequate to recommend intermittent 

use - they took so much “on-demand” PrEP that it was 
equivalent to continuous PrEP

• We are not going to get any more good quality data - future 
RCTs would be unethical

• Therefore we are stuck with 50% overall efficacy from the 
meta-analysis of the available RCTs
• however, the data from iPrex (92% risk reduction with 

adequate adherence) and IPERGAY + PROUD (86% 
risk reduction) are pretty consistent 

• we can therefore assume that PrEP, in adherent (>4 
doses/week) MSM is as effective as condoms in real-life.
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PrEP practical issues
• TDF or TDF/FTC? can’t say - no statistically significant 

difference from RCTs but in animal models TDF/FTC was 
more effective

• Rectal protection starts 5 days after starting continuous 
PrEP (10 days or more for vaginal protection)

• How to start PrEP when someone presents with very 
recent exposure risk?
• option 1: delay and re-screen 4-6 weeks later - no risks 

in the meantime
• option 2: start as PEP with TDF/FTC/INSTI

• if neg 4 weeks later, stop the INSTI and continue 
TDF/FTC as PrEP

• if pos 4 weeks later, continue triple therapy as ART.
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PrEP practical issues

• Renal toxicity: creatinine/eGFR 3-monthly for the 
1st year, then annually

• Bone toxicity: thought not to be relevant at this 
stage - future will tell

• HBV co-infection: limited data, seems to be safe
• potential issues with stopping/starting: hepatitis 

B flares.
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Real-life data: Projecting PrEP impact in San 
Francisco

25

• Assuming:
• HIV diagnosis rate = 

94%
• Viral suppression = 

62%
• Current PrEP intake 

increases 
proportionately to a 
maximum of 65% in 
the highest risk strata.

Adapted from Grant CROI Abstract 25 Seattle 2015
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Real-life data: the Kaiser Permanente cohort

• Kaiser Permanente: big health insurer and healthcare 
provider in California, serves approx. 4.5M customers

• 657 customers on PrEP (almost all MSM), 0 HIV infections 
over 2 years

• >40% reported less condom use since on PrEP
• 74% said had the same number of partners before and 

after starting PrEP
• 50% STI incidence
• Clin Infect Dis. (2015) doi: 10.1093/cid/civ778 first published online: 

September 1, 2015
• PrEP uptake in other US sites: 25% (Seattle) to 31% (San 

Francisco City Clinic).
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PrEP Implementation in Australia
• TRUVADA® not approved by TGA as PrEP

• application lodged by Gilead on 01/04/2015
• Access to affordable PrEP is possible if preventive 

TRUVADA® is covered under the PBS
• need to define who should be covered
• prove that it is cost-effective

• Access to PrEP through feasibility studies
• VicPrEP (100 MSM, Victoria, started in 2014)
• PRELUDE (300 SM, NSW, started in 2014)
• QPrEP (50 MSM, Queensland, started in 2015)

• “Informal use” (self-funded, purchased online): 2.5% of 
men according to the Sydney Gay Periodic Survey. 
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ASHM 2015: Australia and PrEP
• Eligibility criteria for MSM:
• High risk - recommend prescribing daily PrEP if the client 

acknowledges any of the following in the last 3 months and likely to 
continue in the next 3 months:
• HIV-positive RMP with whom condoms are not consistently used
• URAI with any CMP of HIV-positive or unknown status
• Rectal bacterial STI (CT, NG or TP)
• Methamphetamine use

• Medium risk - consider prescribing daily PrEP if the client 
acknowledges any of the following in the last 3 months:
• >1 episode of AI when proper condom use was not achieved (e.g. 

condom slipped off or broke)
• if client is uncircumcised and reports >1 UIAI where the serostatus

of the partner was unknown or was HIV-pos with detectable VL.
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Estimated number of MSM eligible for PrEP in 
Australia

• Number of HIV-negative, sexually active gay 
men: approx. 89,000

• Number of men eligible for PrEP under high-
risk criteria: approx. 8,300 (6,500 - 13,000)

• Number of men potentially willing to take PrEP 
as it becomes available and accessible: 
approx. 3,500 - 6,500
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Risk compensation in VicPrEP

• Currently 115 MSM enrolled
• Condom use dropped at 3 months on PrEP vs. 

baseline: “never used condom” increased from 
10.8% to 27.1%

• Adherence: 53.9% reported missing any PrEP 
dose in 3 months (median 1, mean 2.04).
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Potential impact of PrEP on HIV epidemic in 
Australia
• Nationally:

• observed: 758 HIV diagnosis among MSM in 2014
• expected: 332 infections among 8,300 high-risk MSM 

over 12 months
• Assumption: HIV incidence = 4.0 per 100 PY if no PrEP
• Estimated impact if PrEP is available:

• scenario 1: PrEP intake = 100% among high-risk MSM, 
PrEP efficacy = 100% among these men; 332 infections 
prevented in 12 months (44% reduction in new 
diagnosis)

• scenario 2 as above but PrEP efficacy = 86%; 285 
infections prevented (38% reduction)
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project

• ART still not available for all those living with HIV
• Pharmac criteria for funding still have a CD4 

threshold
• No application lodged by Gilead for TRUVADA® to 

be available as PrEP
• Auckland Sexual Health Service along with a 

range of collaborating NGOs and colleagues from 
other DHBs are working to establish a PrEP
Demonstration Project.
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project

• Collaborators: 
• The New Zealand AIDS Foundation
• Body Positive
• Gay Men’s Sexual Health Group University of 

Auckland
• Tauranga Sexual Health Service
• The NZ Sexual Health Society has also been 

consulted in the process.
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project

• A desire to have access to PrEP has been expressed by 
some MSM in New Zealand

• Some prescribers have been approached by individual 
MSM seeking support to import TRUVADA® for use as 
PrEP

• Anecdotal reports of people finding ways to access 
TRUVADA® for PrEP via informal channels – e.g. buying 
from HIV positive people, sharing medications, acquiring 
TRUVADA® via PEP

• No clinical guidelines for the management of PrEP in NZ
• The project is not funded and is being progressed by the 

collaborating agencies using their existing resources.
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project
• Aims of the project:
• gain experience in use of PrEP for  those at high risk of HIV  in the 

New Zealand setting
• provide a way for those who are at risk and highly motivated to 

access PrEP under clinical supervision.
• assess demand for PrEP amongst those who are at high risk
• monitor adherence and barriers to adherence
• develop clinical protocols for the management of PrEP in the NZ 

context
• monitor impacts on condom use, risk taking behaviour, other STIs 

and HIV infections
• provide information that may assist in assessing the cost benefit of 

funding PrEP as a targeted intervention for those at high risk
• expected duration 12 - 18 months.
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project
• Progress to date:

• approval gained from ADHB to prescribe TRUVADA® for 
PrEP purposes

• work underway on project protocol for access criteria, 
schedule of events, clinical protocol etc.

• work underway on retrospective analysis of clients of 
Auckland Sexual Health Service to provide a comparison 
to project participants (i.e. in lieu of a control group)

• initial approach to Gilead for assistance with providing 
TRUVADA® for project 

• preparatory work for ADHB ethics application.
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New Zealand: Auckland Sexual Health PrEP 
Demonstration Project
• Challenges/funding: 

• there is no public funding to provide TRUVADA® for the 
project
• if the medication is not donated by the manufacturer 

the project will depend on clients who can self-fund 
and be of very limited scope

• monitoring of adherence is critical to understanding and 
managing PrEP use in the real world setting
• therapeutic drug monitoring is not available in New 

Zealand and would be an expensive component of the 
project.
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The future of PrEP
• Oral Maraviroc (CCR5 inhibitor; ?fewer long-term 

side effects than TDF)
• Long-acting injectables (Cabotegravir, Rilpivirine)
• Topical delivery systems (Dapivirine vaginal ring; 

multi-purpose vaginal rings for contraception, HIV, 
and STI prevention).
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