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Guidelines: Structure

Section 1-3: Objectives, Methods, Summary Recommendations

Section 4: Detailed evidence review:
» Efficacy
* Adherence
e Safety
* Risk behaviour
* Timelines for starting and stopping PrEP

Sections 5-7: Practical guidance to support:

* Risk assessment
 Starting PrEP and stopping PrEP
* On-going management and monitoring

Section 8. Buying generic PrEP
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Section 9. Cost effectiveness of PrEP in high income countries
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Section 5: Eligibility - Recommendations

We recommend that

* PrEP with daily or on-demand oral TD-FTC is offered to MSM, and daily oral TD-FTC is
offered to trans women, at elevated risk of HIV acquisition through recent (6 months)
and on-going condomless anal sex. (1A)

* PrEP with daily oral TD-FTC is offered to HIV-negative people having condomless sex
with partners who are HIV positive, unless the partner has been on ART for at least 6
months and their plasma viral load is <200 copies/mL. (1A)

We suggest that

* PrEP with daily oral TD-FTC (or TDF alone if FTC contraindicated) should be offered on
a case-by-case basis to heterosexual men and women with current factors that may
put them at increased risk of HIV acquisition (2B)

Good Practice Point

* Consider PrEP with daily oral TD-FTC on a case-by-case basis in people with current
factors other than condomless anal sex that may put them at increased risk of HIV
acquisition
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Section 5: Eligibility — Good Practice Point

Consider PrEP on a case-by-case basis

PrEP may be offered on a case-by-case basis to HIV-negative individuals considered at increased risk of HIV
acquisition through a combination of factors that may include the following:

ConSIder PrEP Wlth POpUIation-IEVEI indicators Clinical indicators
daily Oral TD_FTC On a . Heterosexual blaCk African men and women L Rectal bacterial STlin the previous year
b b . . ® Recent migrants to the UK ®  Bacterial STl or HCV in the previous year
case- y-Ca Se PDasIs In ° Transgender women o Post-exposure prophylaxis following sexual
. i People who inject drugs exposure (PEPSE) in the previous year;
people Wlth Cu rrent ° People who report sex work or transactional particularly where repeated courses have
been used
sex
faCtorS Other than Sexual behaviour/sexual-network indicators Drug use
CondOmleSS anal Sex . High-risk sexual behaviour: reporting . Sharing injecting equipment
condomless sex with partners of unknown HIV o Injecting in an unsafe setting
that may pUt them at status, and particularly where this is ®  No access to needle and syringe programmes
. . condomless anal sex or with multiple partners or opioid substitution therapy
IncreaSEd ”Sk Of HIV * Condomless sex with partners from a Sexual health autonomy
ST population group or country with high HIV Other factors that may affect sexual health autonom
vaU|S|t|0n prevalence (see UNAID definitions [1]) . 4 ) Y
) . Inability to negotiate and/or use condoms (or
. Condomless sex with sexual partners who may employ other HIV prevention methods) with
fit the criteria of ‘high risk of HIV’ detailed ploy P
sexual partners
above . ) o
. i ch . Coercive and/or violent power dynamics in
Engages in chemsex or group sex relationships (e.g. intimate partner/domestic
. Reports anticipated future high-risk sexual violence)
behaviour . .
) . i Precarious housing or homelessness, and/or
. Condomless vaginal sex should only considered other factors that may affect material
high risk where other contextual factors or circumstances
| biliti t
vuinerabliities are presen ® Risk of sexual exploitation and trafficking




PrEP Impact Study: eligibility criteria

1. Men (cisgender and transgender) and transgender women who:
* Have sex with men
* Have had a negative HIV test in the preceding year
e Report condomless intercourse (excluding oral) in the previous 3 months
* Are likely to have condomless intercourse in the next 3 months.

2. HIV negative partners of an HIV positive person when:
* The HIV positive partner is not known to be virally suppressed

* Condomless intercourse (excluding oral) is anticipated before treatment of the HIV
positive partner takes effect

3. HIV negative persons who are clinically assessed and considered to be at
similar high risk of HIV acquisition as those with a serodiscordant
partner who is not known to be virally suppressed



PrEP and renal function

* In iPrEX, proteinuria by dipstick was detected regularly (12% dipsticks), but there
was no between group difference in the proportion of participants ever positive
for proteinuria?

* PPV of proteinuria in predicting creatinine elevation was poor at 0.7%

* In Partners PrEP? the overall mean decline for those receiving PrEP compared to
placebo was estimated to be 2-3mL/min/1.73 m2 (p <0.01).

* No difference in proportion of participants with a confirmed >25% decline in
eGFR from baseline by 12 and 24 months between PrEP and placebo arms

* No difference in markers of tubulopathy between the TDF-FTC and placebo
group over a median of 2 years’ follow-up

1. Grant RM, Lama JR, Anderson PL et al. Preexposure chemoprophylaxis for HIV prevention in men who have sex with men. N Engl J Med 2010; 363 : 2587-2599
2. Baeten JM, Donnell D, Ndase P et al. Antiretroviral prophylaxis for HIV prevention in heterosexual men and women. N Engl J Med 2012; 367 : 399-410



PrEP, renal monitoring and age

In iPrEx-OLE the probability of CrCl falling to <60 mL/min was
more likely when participants started PrEP at older ages (>40 o‘\
years) or with a starting CrCl <90 mL/min
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Gandhi et al. Age, baseline kidney function, and medication exposure are associated with declines in creatinine clearance on PrEP: an observational cohort study



PrEP and renal function - recommendations

Section 6 — Baseline Assessment

*We recommend that baseline renal function is assessed with a serum creatinine, eGFR and urinalysis
but PrEP can be commenced while waiting for the results. (1A)

*We suggest that the eGFR for individuals starting TDF is >60 mL/min/1.73 m2. (2A)

* We suggest that individuals with eGFR <60 mL/min/1.73 m2 should be started on PrEP only on a case-
by-case basis and after a full assessment and discussion with the patient of the risk and benefits and
obtaining specialist renal advice (2B).

Section 7 - Monitoring on PrEP

*If eGFR >90 mL/min/1.73 m2 at baseline (and follow up) and the person is aged <40 years then annual
eGFR should be conducted. (1A)

If eGFR 60—90 mL/min/1.73 m2, aged >40 years or concomitant risk factors for renal impairment, more
frequent monitoring of renal function at physician discretion is recommended, but should be at least 6
monthly. (2B)

If eGFR <60 mL/min/1.73 m2, the risks and benefits of continuing PrEP should be assessed on a case-
bycase basis. Specialist renal input should be obtained to determine further investigations and
frequency of monitoring. (1C)



PrEP Impact — renal monitoring

Plan for managing renal parameters_v1.1_17042019

Fig 1 Algorithm for managing abnormal renal parameters (*depending on local pathways & patient preference)

Lab eGFR <60 mi/min

CKD-EP1 eGFR confirms <60 mi/min

Recall pt for repeatin 24 wks, having
stopped creatine/protein supplements if
on them

Check history for other factors, BP,
calculate Cockroft Gault if more relevant
Discuss with Pl but can continue PrEP
whilst investigating unless CKD-EPI eGFR
<45 mi/min. Check UACRand UPCR.

CKD-EP1 eGFR confirms <60 mi/min on repeat

Interrupt drug safely (2 or 7 tablets after
last anal or vaginal risk)
Check 4 weeks after last dose

X

CKD-EP1 eGFR confirms <60mi/min on repeat

Follow local pathway for renal
investigation (CKD <60 m{/min on 2
samples 3m apart)

Interrupt PrEP until reason for red uced
renal function clarified

UPCR>30 mi/min

eGFR >90 mi/min on PrEP

Ignore if concurrent STI

At next routine visit: check history for explanation (protein
supplements, urine toodilute (low creatinine), recent high
protein diet) and repeat with UACR. Can continue drug.

GFR 60-89 on PrEP

Call to check history for explanation and other factors related

to renal disease

If no other explanation recall early to repeat on early
morning specimen together with UACR and serum creatinine,

and check BP. Can continue drug.

Calculate UACR to UPCR
! \
UACR 20.5 of UPCR UACR <0.5 of UPCR

e  Suggests glomerular e Suggests tubular loss
disease not drug and drug toxicity
toxicity Stop drug safely

* Refer for GP/renal* Refer for GP/renal® if
investigation, does not resolve
exclude diabetes

e Can continue on drug
f eGFR >60 mi/min




Recommendations: Timelines for starting and stopping PreP

 We recommend that, if the risk of HIV acquisition is through anal sex,
PrEP can be started with a double dose of TD-FTC taken 2—-24 hours
before sex and continued daily until 48 hours after the last sexual risk.
(1B)

 We recommend that if the risk of HIV acquisition is through vaginal sex,
PrEP should be started as a daily regimen 7 days ahead of the likely risk
and continued daily for 7 days after the last sexual risk. (1C)

 We recommend that if PrEP for anal sex has been interrupted and it is
less than 7 days since the last TD-FTC dose then PrEP can be re-started
with a single dose of TD-FTC. (1B)



Section 8: Generics / online

* The MHRA advise it is legal to buy up to 3 months
medicines from outside the EU for personal use.

e Supported by advice from GMC, Medical Defence Unions
and Imperial College Ethics Committee
e Duty of Care
* Good Medical Practice

* Two UK studies have demonstrated generic TD-FTC
purchased online contains real drug!-?

. Wang X, Nwokolo N et al. InterPrEP: internet-based pre-exposure prophylaxis (PrEP) with generic tenofovir DF/emtricitabine (TDF/FTC) in London: analysis
of pharmacokinetics, safety and outcomes. HIV Med 2017; 19: 1-6

. Wang X, Nutland W et al. Quantification of tenofovir disoproxil fumarate and emtricitabine in generic pre-exposure prophylaxis tablets obtained from the
internet. International Journal of STD & AIDS. https://doi.org/10.1177/0956462419841144



https://doi.org/10.1177/0956462419841144

Section 7: Generics - Good Practice Points

Clinicians should discuss PrEP, including buying online with those deemed to be at high
risk for HIV.

Clinicians should sign post to IWantPrEPnow if unable to access PrEP on the NHS.

The discussion of sourcing PrEP online needs to be fully informed including risks and
benefits.

Clinicians should ensure that people buying generic PrEP are taking medication that is
labelled as containing both tenofovir and FTC and are taking PrEP correctly.

Generic PrEP users should be advised to have regular STI (including HCV if at risk) and
HIV tests and renal monitoring in line with the monitoring schedule in this guideline.

Clinicians should offer full support, including renal monitoring, to patients who are
taking PrEP sourced online.

Therapeutic drug monitoring is not required for those taking generic PrEP.
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