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WHO PrEP recommendations and guidance
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WHO PrEP recommendations and guidance

—— Revised PrEP WHO guidance going forward

Updates on oral implementation

prE!D+d?p|V|r|ne guidance,
vaginal ring

including for
simplified PrEP
o e service delivery
DELIVERY ANP Mgr_{nuvnm‘s;
2021/22
VoVt WHO
, recommendation
' = on CAB-LA
WHO recommends the
dapivirine vaginal ring as a new
choice for HIV prevention for
women at substantial risk of
HIV infection
13

30/09/2021 |  Global PreP Learning Network webinar



Highlights from the 2021 WHO HIV Guidelines ) o

Guidance on the dapivirine vaginal ring as an
additional PrEP option for cisgender women

Updates on testing and monitoring for oral PrEP:

CONSOLIDATED GUIDELINES ON * Renal function monitoring

HIV PREVENTION, TESTING, . HIV self-testing
TREATMENT, SERVICE | N
DELIVERY AND MONITORING: » Viral hepatitis

RECOMMENDATIONS FOR A
PUBLIC HEALTH APPROACH

JuLY 2021

30/09/2021 |  Global PrEP Learning Network webinar 14



Renal function monitoring for oral PrEP
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Impaired kidney function, indicated by a creatinine clearance of <60ml/min, is a contraindication for using oral PrEP containing TDF.

Systematic review of published literature

@ World Health
3% Organization

In 11 different RCTSs, significant increase in risk of kidney-related adverse events

Risks are small and grade 2+ adverse events are rare (16 grade 2+ events among 6764 PrEP users vs. 4 events among 6782 control).

Grade 1+ adverse events (mild +)

Study

Peterson et al., 2007
Mutua et al., 2012
Thigpen et al., 2012
Van Damme, 2012
Groshkopf et al_, 2013
Kibengo et al., 2013
Solomon et al., 2014
Martin et al_, 2014
Mugwanya et al., 2015
Marmrazzo et al_, 2015
Molina et al., 2015

Fixed effect model
Random effects model

13
3
1
68
1
1
37
37
60
16
32

Experimental
Events Total

363
24
611
1025
201
24
563
1196
1545
1003
199

6754

Control
Events Total

Heterogeneity: /7 = 25%, 12 = 0.0402, p = 0.21
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OR

0.87

95%-Cl

[0.41;

1.66]

7.98 [0.39; 163.33]
289 [0.12; 73.55]

1.29
0.24
1.60
1.54
1.33
1.70
8.16
2.04

1.52
1.51

[0.89;
[0.03;

1.86]
2.20]

[0.06; 42.13]

[0.92;
[0.81;
[1.11;

2.60]
2.19]
2.58]

[1.87; 35.59]

[1.13;

[1.26;
[1.17;

3.71]

1.84]
1.94]

Weight Weight
(fixed) (random)
8.3% 8.8%
0.2% 0.7%
0.3% 0.6%
291% 22.1%
2.3% 1.3%
0.4% 0.6%
13.4% 15.1%
15.7% 16.0%
20.0% 19.4%
1.1% 2.8%
9.0% 12.6%
100.0% -
== 100.0%

Grade 2+ adverse events (moderate +)

Experimental
Study Events Total
Peterson et al., 2007 0 363
Baeten et al_, 2012 3 1579
Thigpen et al., 2012 0o 61
van Damme, 2012 4 1025
Groshkopf et al, 2013 4 201
Kibengo et al., 2013 1 24
Solomon et al., 2014 2 563
Martin et al_, 2014 2 1196
Marrazzo et al, 2015 0 1003
Molina et al., 2015 o 199
Fixed effect model 6764

Random effects model
Heterogeneity: I° = 0%, t2 =0, p = 0.83

Control
Events Total

== I s B R s Y T R

368
1584
608
1033
199
12
a74
1194
1009
201

6782

Odds Ratio

OR 95%-Cl

3.01 [0.31; 29.00]

2.02 [0.37: 11.05]

e
——s———— 9.09 [0.49; 169.98]

1.60 [0.06; 42.13]
5.12 [0.25; 106.80]
5.00 [0.24; 104.26]

0.34 [0.01; 8.27]

2.74 [1.12; 6.70]

2,57 [0.97; 6.77]

Weight Weight
(fixed) (random)
0.0% 0.0%
15.2% 18.3%
0.0% 0.0%
30.2% 32.5%
7.5% 10.9%
9.4% 8.8%
7.5% 10.2%
7.6% 10.2%
0.0% 0.0%
227% 9.1%
100.0% -
- 100.0%
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Renal function monitoring for oral PrEP

Impaired kidney function, indicated by a creatinine clearance of <60ml/min, is a contraindication for using oral PrEP containing TDF.

Global data analysis

Data on 18,676 individuals screened for PrEP initiation Product-LimibSurvival Estimates
. - With Number of Subjects at Risk
across 15 countries E100{ e———— — — — —
= T S e e By s
79 out of 18,676 (0.42%) individuals who were screened for % w gy e
PréP had CrCl <60ml/min <Ll
Among 14,368 individuals who initiated PrEP and had o
0.50
follow-up measurements, 349 (2.43%) developed =
<60ml/min CrCl 3
(O]
- - - - - u6 0.25 7]
Baseline CrCl of <90ml/min and increasing age associated 2 TS
with increased risk E 1519 —— - 2024 —— - 25:29
[S) 30-39 — — 4049 50+
a 0.00
15-19 742 389 107 21 9 3 2 1 0
20-24 2390 1704 839 215 97 45 20 2 0
25-29 3198 2471 1333 436 190 66 22 9 3
30-39 4672 3792 2340 980 509 221 92 35 24
40-49 2243 1787 1250 687 420 212 68 22 17
50+ 11156 870 603 401 249 134 50 10 6
1 1 1 I I I I I I
0 6 12 18 24 30 36 42 48

Time (months)

30/09/2021 |  Global PrEP Learning Network webinar 16
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Renal function monitoring for oral PrEP

Impaired kidney function, indicated by a creatinine clearance of <60ml/min, is a contraindication for using oral PrEP containing TDF.

Population [ Initation [ Followwp

Kidney-related

comorbidities Age
Optional (until age 30 or kidney-related
_ comorbidities develop)
No <30 Optional
If baseline done and CrCl <90ml/min,
conduct follow-up ever 6-12months
If CrCl 290ml/min, optional (until age 50 or
s L Conduct once within 1-3 months after oral kidney-related comorbidities develop)
PrEP initiation If CrCI <90ml/min, screening every 6-12
months
Yes Any age
Conduct once within 1-3 months after oral Screening everv 6-12 months
PrEP initiation gevery
No 50+

30/09/2021 |  Global PrEP Learning Network webinar 17
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Renal function monitoring for oral PrEP

Impaired kidney function, indicated by a creatinine clearance of <60ml/min, is a contraindication for using oral PrEP containing TDF.
Suggested procedure applies to daily and event-driven oral PrEP use.

Waiting for creatinine screening result should not delay starting oral PrEP and results can be reviewed at follow-up visit.
Abnormal creatinine clearance results of <60ml/min should be repeated on a separate day before stopping oral PrEP.
Abnormal creatinine clearance usually returns to normal levels after stopping oral PrEP.

Oral PrEP can be restarted if creatinine clearance is confirmed to be 290ml/min 1-3 months after stopping PrEP.

If creatinine clearance does not return to normal levels after stopping PrEP, other causes of renal insufficiency should be evaluated.

30/09/2021 |  Global PrEP Learning Network webinar
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HIV testing for oral PrEP

HIV testing is required prior to starting or restarting PrEP and should be conducted regularly (e.g., every 3 months) during PrEP use.

| « Use WHO serial testing strategies, within a validated testing algorithm, using WHO
ﬁi’:‘ S eat prequalified assays.

e

 Individuals may be tested at POC following the national testing algorithm, usually a
combination of 3" generation RDTs

« If the initial HIV test -ve and no history or signs/ symptoms of an acute viral syndrome,
offer same day initiation

* Once initiated on PreP, HIV testing is suggested every 3 months and whenever
restarting PrEP after a gap in use.

« Additional HIV testing 1 month after starting or restarting PrEP may also be beneficial
CONSOLIDATED GUIDELINES ON

HIV TESTING

SERVICES

HIV TESTING SERVICES

DECEMBER 2019

30/09/2021 | Global PrEP Learning Network webinar 19
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HIV self-testing

e Current guidance: HIV ST suggested for demand creation but not
' for monitoring during oral PrEP use

March 2020 WHO guidance for maintaining essential health services
during COVID-19 suggested HIV ST to sustain PrEP programmes

Numerous programmes were adapted to include HIV ST during
COVID-19

Several trials ongoing looking at HIV ST in PrEP programmes
Blood-based HIV ST may be preferable over oral fluid-based HIV ST

WHO simplification of PrEP guidance late 2021/early 2022 and
HTS update end 2022.

30/09/2021 |  Global PreP Learning Network webinar 20
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In many settings, populations at risk of HIV are also at high risk of hepatitis B and C infection.

PrEP services provide a unique opportunity to screen for hepatitis B and hepatitis C infection and address multiple public health issues

Hepatitis B
Testing oral PrEP users for hepatitis B surface antigen (HBsAQ)
once, around PrEP initiation, is suggested.

Rapid point-of-care tests are available for HBsAg, and WHO has
prequalified several rapid diagnostic tests.

Consider people with detectable HBsAg for treatment

People at risk of acquiring hepatitis B with non-reactive HBsAg test
may be considered for hepatitis B vaccination depending on
endemicity and country recommendations.

Current guidance suggests that hepatitis B infection is a
contraindication for event-driven oral PrEP use. This guidance is
currently under review.

30/09/2021 | Global PrEP Learning Network webinar

Hepatitis C antibody testing can be considered at PrEP initiation

and every 12 months, especially when PrEP services are provided

to men who have sex with men, people who use drugs and people in
prisons and other closed settings.

Individuals with reactive serology test results should be referred for
further assessment and treatment for hepatitis C infection.

Hepatitis C infection is not a contraindication for daily or event-driven
oral PrEP use, and PrEP can be initiated before hepatitis C test
results are available.

WHO has recently released
guidelines on hepatitis C self-
testing

RECOMMENDATIONS AND GUIDANCE ON

HEPATITIS C VIRUS

SELF-TESTING

JULY 2021

HEPATITIS TESTING SERVICES

21



Making PrEP more efficient and effective:

e ‘\l\\\ﬁWorId Health
Balancing costs, efficiency, and impact @ ord oot

HIV risk and incidence matters —
screening tools?

What about other gaps — STis,
unmet contraceptive need, IPV,
others....

Positivity rate at screening —
linkage to ART

Safety & impact

30/09/2021 |  Global PrEP Learning Network webinar
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Upcoming WHO guidance =

A
S

Simplification of oral PrEP: end 2021/early 2022
Renal function monitoring
Viral hepatitis
HIV self-testing
Community-based delivery of PrEP, including telehealth for PrEP
M&E

Updates to the WHO PrEP Implementation Tool: 2022

30/09/2021 | Global PrEP Learning Network webinar



hank you! /

V’! v \, World Health
94 Organization
_—
.."{
- 7 oA

. & e ot T T TR
= : ‘! ’ !! 4 \"" ey ‘ X .. - 5 ot T -L‘S_:... .'- C u‘ = ( -'&« %\ 9 ..~ .~ 7

- b 1Y v - - — -l A |
" > S & - \‘.X\ . s ,

I thank the Testing, Prevention, and Populations team for WHO Global HIV, Hepatitis and STIs Programmes:
contributions to this presentation. https://www.who.int/teams/global-hiv-hepatitis-and-stis-

. \ programmes/overview
Contact me for questions or comments: Robin Schaefer,
schaeferr@who.int WHO Global PreEP Network:

https://www.who.int/groups/global-prep-network

s ‘\}&

__o lnt






Opening & Introductions

Updates from the 2021 WHO Consolidated HIV
Guidelines

HIV Drug Resistance (HIVDR) and PrEP: Key Concepts

Panel Discussion: Country Experiences with Implementing
a National HIV Drug Resistance Monitoring Protocol

Overview of GEMS Toolkit Materials
Q&A

Up Next




PrEP and Risk of HIV Drug
Resistance:

Key Concepts

Urvi M Parikh, PhD
University of Pittsburgh



Topics
 How does a PrEP user get drug resistant HIV?

* What can PrEP programs and projects do to monitor for HIV
drug resistance?

* What have we learned from PrEP resistance monitoring in the
countries that have implemented it?




PreEP Prevents HIV

NO INFECTION = NO RESISTANCE

An HIV negative person cannot have HIV drug resistance




Concern about HIVDR should not be a reason to limit
use of PrEP

229 reported
seroconversions

over 4 years in

>104,000 people WU :
the GEMS project

initiated PrEP in ro o oo rottny
Kenya,
Zimbabwe,

Eswatini and = o000 | The rate of HIV infection on PrEP
South Africa ‘ | 1S low

No infection = no drug resistance

W W, W - W W, W - W W, W - W, W W W, W - W, W - W, W - W W, W, -

Parikh et al. IAS 2021



Resistance Risk with Seroconversion on PrEP

Transmitted Drug Resistance
* A PreP user could get infected with drug resistant HIV from a

partner v
‘. @




Resistance Risk with Seroconversion on PrEP

Acquired Drug Resistance

* An HIV positive person could keep using PrEP before they
know their HIV status
— If they started PrEP before realizing they were HIV infected
— If they stopped PrEP, became infected, and re-started PrEP
— If they didn’t have enough PrEP doses to prevent infection

— If PrEP didn't work (rare) ‘




HIV testing Is Important

“Window” period before HIV is detected by diagnostic tests

: LX X e X :

: Xox %N e X X

i x " % X B RK L X :

. 5 X X %Kﬁiﬁﬂﬁxxi X :

i b X - % X o I

: : X xxX }:3‘:‘?{ | ,.r";f \

T Week 2 Week 3 Week 4 Week 12
Infection | E : I
Quarterly
Time from infection (weeks) ———» HIV Testing

X represents when a person’s HIV test result is positive

Image: https://i-base.info/guides/testing/what-is-the-window-period




HIVDR monitoring with PrEP iIs important

» Ensure effectiveness of National PrEP program and to
understand if additional support is needed for PrEP adherence
and/or routine HIV testing

» Assess whether the frequency of HIV testing is adequate to
capture seroconversions as quickly as possible

» Support national HIV prevention and treatment programs by
understanding the HIVDR frequency with PrEP use




Monitoring Strategies for HIVDR

Implement national research protocol to assess HIVDR iIn
PrEP seroconverters

Partner with existing PrEP Demo Projects to add DRM
to their protocol or procedures

Expand national surveillance for PDR and ADR to include
PrEP DRM specifically

Levy et al. IAS 2018



\I\/Ionitoring Strategies for HIVDR

Implement national research protocol to assess HIVDR in
PrEP seroconverters

A
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Procedures for HIVDR Monitoring with PrEP

PROTOCOL SAMPLE COLLECTION TESTING

Collect blood from
consenting HIV
Establish resistance positive individuals
monitoring protocol who had been
prescribed PrEP in
the last 3 months _

N

Test for PrEP drug
levels and HIV
resistance mutations

|
§

LD

Parikh et al. IAS 2021




GEMS monitored HIV drug { T, G S
resistance (HIVDR) in PrEP rollout -} EM

.ﬁ GLOBAL EVALUATION OF

programs in Sub-Saharan Africa MICROBICIDE SENSITIVITY

* Observational Cross-Sectional Study (Dec 2017 — Jul 2019)

* Current PrEP user (collected initial supply or resupply of PrEP)

« Identified as HIV positive per national HIV testing algorithm
after PrEP initiation

* Provided informed consent

« Samples collected from 208 HIV positive individuals

Parikh et al. IAS 2021



Characteristic N =208

Female 155 (75%)
P Age at Seroconversion

Participants T 108 (52%)
were mostly 25+ 95 (46%)
young, fema|e, unknown 5 ( 2%)

and in varied  Popuation
: Adolescent Girl/Young Woman 87 (42%)
populatlons Serodifferent Couple 50 (23%)
Female Sex Worker 20 (10%)
Men Who Have Sex with Men 15 ( 7%)
Transgender Woman 12 ( 6%)
Pregnant or Lactating 8 ( 4%)
Incarcerated 1 (<1%)

Parikh et al. IAS 2021



40%

30%

20%

% of Participants

10%

0%

N =208

35%

18%
I I 8%
6-12 unknown

Tlme from PrEP Initiation to Seroconversmn (Months)

The majority of
participants
Initiated PreP
more than 3
months prior to
becoming HIV
positive



Key Findings — HIV Drug Resistance

LIMITATIONS

MUTATION PROFILE # PARTICIPANTS - _ _ _
« Timing of taking PrEP and HIV infection not known

« There may be a gap in seroconversion and sample
collection for some participants

No resistance 65/118
mutations (55%)
Not associated with 26/118 - TRANSMITTED RESISTANCE
PreP (22%)
PrEP-associated 27/118 - ACQUIRED OR TRANSMITTED RESISTANCE
(K65R, K70E, M1841V) (23%)

118 out of 208 samples (57%) were successfully tested for HIVDR




Summary

 PrEP WORKS! The number of reported infections (229) was
very small compared to the estimated number of people who
initiated PrEP (>104,000)

« Resistance is a risk for people who become HIV positive on
PrEP.

* Improved HIV diagnostics to detect HIV earlier, and monitoring
for HIVDR are important for both PrEP and treatment

programs.
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o Everline Bosek, MSc, MPH

Bhavna Chohn, PhD, MSc Kenya HIVDR Program Anitg _I—Iettema, RN, MA
Kenya HIVDR Team Lead Manager Eswatini HIVDR Team Lead

PANEL DISCUSION: Country
Experiences with HIVDR Monitoring
with PrEP Rollout



Resistance Monitoring Set-up

» Talk about the process of including
HIVDR monitoring in your country’s
PrEP program




Resistance Monitoring Structure

»\Why did you decide to use a
research protocol to conduct
monitoring rather than adding to an
existing survelllance program?




Resistance Monitoring Logistics

»\Were there any in-country systems
for specimen collection and
shipment that you were able to
utilize?




MINISTRY OF HEALTH

PrEP Seroconverter HIV Drug Resistance Test Flowchart

HIV test performed on PrEP client

v v
HIV-negative HIV-positive
l I
No further evaluation needed; © Inform client about the survey

o Fill in the clinical summary form and send
to Uliza NASCOP

o Consent for DBS collection

o Link to ART

v

Yes

Request for the Seroconversion kit from CASCO, collect sample per
the package insert and job aid and follow the process outlined: link to ART
o Complete Lab Requisition Form (LRF)
Collect blood via venipuncture
Prepare two DBS cards
Package dried DBS cards
Call G4S to ship sample to Kisumu KEMRI lab
(addressed envelope in the kit)
*sample must be shipped within 3 days*

Return of HIV Drug Resistance Test Results:
o Results returned from KEMRI Lab to requesting PrEP sites
o Results sent to Uliza NASCOP (ulizanascop@gmail.com)

NB: PrEP sites are encouraged to seek guidance from their County HIV
Clinical TWG/PrEP or Uliza NASCOP for management of PrEP
seroconverter if mutations detected.

continue PrEP as indicated

0O 0 0 O

Abbreviations:

ART - Antiretroviral Treatment;
DBS - Dried Blood Spot;

LRF - Lab requisition form;
PrEP - Pre-exposure Prophylaxis

Contact:
Dorcus Abuya | NHRL Laboratory |Tel: 0720520190
Everline Bosek | Program Coordinator |Tel: 0748785924

Version 1.1 November 2018




Resistance Monitoring Procedures at PrEP Sites

»\What were the steps taken by
health care workers after identifying
a PrEP user who seroconverted?




Version 1.0 June 2018

MINISTEY OF HEALTH
NATIONAL AIDS AND STT CONTROL PROGRAMME
LABORATORY REQUISITON FORM FOR FrEF SEROCONVERTORS

E n E e = .
[P p— =57 31 S0R-sa

Name of Facility MFL

Code
Client PrEP barcode no. Date of
(do not write name) Request:
Blood collection Diate Time
DES Preparation Date Time
Client Details Year of Birth: Gender:

PrEP initiation Date:

Date PrEP bottle was last collected:
Date PrEP was last taken:

Date of first HIV positive test:

Date of last HI'V negative test:

= 0 -
Glabal Cantral Laboratorv m..... - -
ESWATINI GEMS PrEF - DES
PARTIIPANT DEMOGRAPHICS SPOMSOR DETAILS
Fatiest Initials Djjj Sponsor - USAID / PEPFAR / GEMS
Trial : GEMS
o HEEEEEEEEEREN K GEMS
N INWESTIGATOR DETANS [ SITE STAMP
seomes | | | L[] ]]] !
ctGEMSS
Principal Investigator:
e I o (Y | foal nescly
O Mo A 1. Kusss i Eas
| | | | | | | | | | | Ministry of Health
Collection Date Eswatin
gt
Collection Time Dj Dj':d-hr.ranu Contact Person:
- Telephone Mumbears;
Colbected by rveisis

PLEASE MARK APPLICABLE VSIT TYPE

Clinician’s Name

Dute of FrER Initiation

CT0 OO CTTT0 D e

Dater ol PTEP lac Lk

BAAC Eacaiving: Lo e it a3 SOV

Received Duts & Timas: Sre Dote ond Timeafomg

Facility Contacts Tel: Email:

Racwved By

High-risk assessment criteria for reason on PrEP:
Discordant couple ] Adolescent Y oung women ] MSM ] FsW ]

Sex with unknown partner ]

Other (specify) | |

Is sexual Partner HIV positive: Yes [ |No |:| Don't know |:|

If partner HIV positive, what ARV regimen is the partner currently taking:

| Don'tkmow [ |

Pur cilant repart, wan ths clast sdhereet s PP

Record guasSty of secimens necsived:

L D wmanly umed madication s insrucied pEsLASE oo i
Samswnat szharent I:‘ sams meclzation ook rod daly
L) I:l montly dld not sae mediceScn m Instrected
3ol EDTA B
Dicontinues D g Saking PrEF complatsly
CLINIC INSTRUCTIOMS: Logges By:

(Ve Tt s sl iy By Ll v 0% [ 20 BT |, s A 10 S 0 o 0 DR 5% i M 9 Tk O LA 5 b o £, DS
e i 4 s bl ol P D D0 cance, Dy B D6 coed for a6 beaer | buant. i e DR cavdlt i iy, i 1 WL wich
g rercal L TR 1. i Ml o i T, 1 iy, STIRT AT Marmams TETSG 04 O Rt K 200777510
oo Mt s pici. PLEAST SEND) RERAIN TG B
SHIPMIENT.

00 SAMPLUE N EDTA TUBE

ITER DES SPOTTING, ALONG W1TH

Lab st Wusmibar-

Dema Chackad By:

CLINKCAL SITE TO DO - Mease record each DBS card spotting time below:

Adherence Evaluation: Per client report, was the client adherent to PrEP?

[l Good, missed 0-3 doses in past month
[] Fair, missed 4-5 doses in past month
|:| Bad, missed 6-7 doses (or more) in part month

AR AR ENa ol | SR TS TRST RECURST RN TR
BARC AT
W DES Drug Asal S anre | prse v dons o (it o) |

> LAB HO - 2111 1 :l?er;?m . 113
+* BARCODE 1 - Card 1 [Resistance] : :
T . - Tarage for P Anslyuin

AFFD{BARCODE LABEL HERE —— :neu:rm . 3300

! B card 2 (PR) - :




Resistance Monitoring Training Approach

»How did you approach training for
the health care workers interacting
with PrEP clients and other
stakeholders?




Implementation Best Practices

»\What procedures did you use to
ensure successful iImplementation of
resistance monitoring?




Adaptation during COVID lockdowns

»How did you adapt so resistance
monitoring could still occur during
COVID (taking into account
lockdowns and restrictions on
gatherings)?




Successes of HIVDR monitoring

»What Is one component of HIVDR
monitoring with PrEP that you
thought went really well?




Challenges of HIVDR monitoring

»\What were some challenges of
iImplementing HIVDR monitoring with
PrEP?




Key Takeaways

»\What are some key takeaways from
your experience implementing
HIVDR monitoring with PrEP?




Opening & Introductions

Updates from the 2021 WHO Consolidated HIV
Guidelines

HIV Drug Resistance (HIVDR) and PrEP: Key Concepts

Panel Discussion: Country Experiences with Implementing
a National HIV Drug Resistance Monitoring Protocol

Overview of GEMS Toolkit Materials

Q&A

Up Next




HIVDR Monitoring Tools
and Resources




https:/lwww.prepwatch.org/gems/

*DBS Collection Job Aid and training video
*DBS preparation SOP

*Acute seroconversion assessment
*HIVDR counseling messages

* SOP for Receiving DBS Sample Cards
* HIVDR Testing Factsheet

* SOP for high-throughput Next Generation
Sequencing HIVDR Assay

-

_/
HEALTHCARE LABORATORY
WORKERS PERSONNEL
\ PoLicy PROJECT =
MAKERS IMPLEMENTERS

* PrEP and HIVDR Fact sheet
* M&E Plan for monitoring HIVDR with PrEP

* Activity Planner for establishing an HIVDR
Monitoring Program

*Generic HIV Drug Resistance Monitoring
Protocol

*HIV Testing Factsheet
e Training modules on HIVDR (key concepts)

27




How do you explain
HIVDR to potential
study participants?

PrEP and Risk of Drug Resistance

FACT SHEET FOR HEAITH CARE WORKERS

Why Is PrEP and Drug Resistance a Concern?
Wi know that Pre-Expasure Prophylasds [PrEP) works very
wiell to pravent HIWV infection when takan comecty and
consisendy. However, there i a chance that someone many
start PREP betore they know they are HIV infecied, or they can
become infected with HIV while using PEP. If this happers,
the virus in their body eould change, er mutare, and becoms
resisiont o these ARV drugs. This does not mean, however,
that the virus is resistant o all hypes of ARV drugs.

Pacple who have HIV typically need 1o ioke 3 ARV dnigs

to stop the virs from making copies of iself |olso called
replicating). VWhen drug resistance cocurs, some ARVs are
no lenger able to siop HIV from replicating and the persan
would need o stort toking o different combination of ARY
drugs. Ultimately, this means that the PIEP user may have few-
er choices of the: ARV dnugs that they con use for weatment.

Will Drug Resistance be a Problem when
PrEP is Rolled Out on a Larger Scale?

Wi do not know yet. The Global Evaluation of
Microbicide Sensitivity [GEMS| profect is collecting
samples and analyzing these data fo betier understand
whether resistance will b= o problem. We do know that
the risk of drug resistance was low in complesed clinical
trials whens parficipants were assigned to take a
daily pill con senchovir or Trevada. But the risk of
drug resisianca in the “real wodd® may differ bacause:

= In clinical mials, study participants received monthly
HIV testing which allowed research clinicians o
immediately siop PiEP use once infection was.
identified; in largs scale PrEP programs, HIV ssing
may occur quansdy or at different intenaals

= WWe do not know how well PrEP users will take their

medication; when PrEP is not aken consistently, risk of

HIV infection is greater

There is the possibility that PrEP could be started in

clients who are newly infected with HIV, but current

rapid HIV tests did not datect their infection_

What Should Happen if a PrEP User has a
Positive HIV Test?

* Siop Using PrEP: siop taking PrEP immediately ofter the
first positive HIV rapid tes; if HIV infection is confirmed,
thesy should never siart using FEP again

= Refer for Antiretroviral Treatment [ART): PriEF users
who ocquire HIV should be referred for HIV treatment
occording to VWHO and couning HIV treciment guidalines.

* Conduct a Drug Resistance Test: conduct o o

it test it r d by couniry ;
the absence of a dug resistance test should not prevent
the individual from oceessing antirssroviral rectment

Avoiding Drug Resistance:
Counseling Messages for
PrEP Clients

hile

us. This is
d person hot
istanc

Visit the GEMS website for more information obout FrEP
and drug resislance: hitp:// gems_pitt.edu
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How do you explain
HIVDR to potential
study participants?

PrEP and Risk of Drug Resistance

How do clinically
assess for acute
seroconversion?

Acute Seroconversion

Assessment for PrEP Provision

FACT SHEET FOR HEAITH CARE WORKERS

Why Is PrEP and Drug Resistance a Concern? ~ What Should Happen if a PrEP User has a
Ve know that Pre-Expasurs Prophylais (PrEP] wworks very Positive HIV Test?

well lo prevent HIV infection when taken comectly and * Stop Using PrEP: siop toking PrEP immediately after the
consisierdy. However, there is & chance that someane may first positive HIV rapid test; if HIV infection is confirmed,
start PrEP belore they know they are HIV infected, or they can theyy should never siart using PEP ogain

become infected with HIV while using PEP. If this happers, = Refer for Antiretroviral Treatment [ART): PriEF users

the winus in thair body could change, or mutare, and become who ocouire HIV should be referred for HIV treatment

CHECKLIST FOR HEALTH CARE WORKERS

Why is an Acute Seroconversion Assessment Important?

Individuals who use PreExposure Prophylaxis [PrEP| must be HIV uninfected, confirmed by o negative HIV test. However,
HIV tests may miss those that are in the ocute HIV seroconversion phase, due to the window period of the sst. If an
individual starts or confinues using PrEP while HIV-positive, there is a risk that this individual may develop HIV drug
resistance. In this cose, the PrEP usar may have fewer choices of antiretroviral treatment. To supplement the HIV test o the
time of PrEP inifiation or resupply, diinicions should assess for acute sercconversion based on the individual’s presenting
signs and symptoms. The following assessment should be adminisiered prior to PIEP provision.

resisiont o these ARV drugs. This does not mean, however,
that the virus is resistant o all hypes of ARV drugs.

Pacple who have HIV typically need 1o ioke 3 ARV dnigs
to stop the virs from making copies of iself |olso called

replicating). VWhen drug resistance cocurs, some ARVs are
no lenger able to siop HIV from replicating and the persan
would need o stort toking o different combination of ARY

drugs. Ulimately, this mearns that fhe PEP user may have few-

er choices of the ARV drugs thot they can use for ireatment.

Will Drug Resistance be a Problem when
PrEP is Rolled Out on a Larger Scale?

We da not know yet. The Global Evaluation of
Microbicide Sensitivity [GEMS| projed is collecting
samples and analyzing these data fo betier understand
whether resistance will b= o problem. We do know that
the risk of drug resistance was low in complesed clinical
trials whene sudy paricipants were assigned 1o take a
daily pill containing tencfovir or Tevada. But the risk of
drug resisianca in the “real wodd® may differ bacause:

In dlinical rials, study parficipants received monthly
HIV testing which allowed research clinicians o
immediately siop PiEP use once infection was.
identified; in largs scale PrEP programs, HIV ssing
may occur quansdy or at different intenaals

We do not know how well PrEP users will take their
medication; when FrEP is not iken consisiently, risk of
HIV infection is greater

There is the possibility that PrEP could be started in
clients who are newly infected with HIV, but current
rapid HIV tests did not datect their infection_

occording to VWHO and couning HIV treciment guidalines.
* Conduct a Drug Resistance Test: conduct o dug
i test if d by country guideli
the absence of a dug resistance test should not prevent
the individual from oceessing antirssroviral rectment

Avoiding Drug Resistance:
@ Counseling Messages for
PrEP Clients

Visit the GEMS website for more information about PrEP
and drug resislance: hitp:// gems_pitt.edu
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Acute HIV Seroconversion Assessment for
PrEP Provision

Does the potenial PEP client currenty have either of the

following symploms2

) Fever 38.3C or 101F

Q) Generalized lymphodenapathy [swollen lymph glands)
consisting of palpable lymph nodes in more than one
lymph node chain, i.e. two of the following chains:
anterior cervical, posisrior cervical, asillary, inguinal

If the answer is yes, do NOT provide P(EP of this fime,

and follow the Next Steps section.

The following symptoms are also associoted with ocute
HIV infection:

Q Fatigue

21 Skin rash {smoll red bumps)

0 Heodache

2 Pharyngits {sore throat]

0 Myolgia (musculor oches and pain)

2 Arthralgia [joint pain}

2 Nausea or vomiting

U Diarhea

4 Oral ulcers

It the client has several of the above symptoms, check if
there is an allernative couse that is not HiVrelated. If there
is no obwious altermative efiology, consider delaying PrEP
provision if potential HIV exposure occurred in the past
four weeks.

Next Steps for Clinician and PrEP Client
to Review

B Repeat an HIV test, using o test
@  ith the shortest viindow period, if
availoble [e.g. antibody/antigen
fourth-generation fest). A shorer
window pericd reduces the risk of o
faksenegative test result and identifies
HIV seroconversion sooner.

¥ the person hos been recently
exposed, consider provision of
post-exposure prophylaxis (PEP), os
per WHO* and country eligibility
guidelines. PEP should be initited as
early os possible after exposure and
ideally within 72 hours.

Conduct an HIV viral lood fest: o
symplomatic person who has a negative
or indeterminate anfbody fest result but o
high viral lood (over 100,000 copies/
ml), is considered infecied.

amount of HIVin 2
samgle ofbood
¥ the above tesiing is not done at the
time of the visit, ask the client to return in 30 days for
another HIV test.

Visit the GEMS Website for more information obout PrEP and
Daug Resistance: '/ gems. pit.edu
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What are the steps
needed to collect a
sample and in what
order?

Dried Blood Spot (DBS) Preparation
from Venipuncture Collected Blood

For Drug Resistance Testing in PrEP Seroconverters

How do you explain
HIVDR to potential
study participants?

How do clinically
assess for acute
seroconversion?

Acute Seroconversion
Assessment for PrEP Provision
PREPARE DBS MATERIALS

CHECKLIST FOR HEAITH CARE WORKERS
it Fou A s Woukes | e . O e gay @) Mo

Procedures Collection barcodes
Why is an Acute Seroconversion Assessment Important? Upea ﬁ Form E Affix cne baor-
Individuals who use Pre-Exposure Prophylaxis (PrEP| mast be HIV uninfected, confitmed by o nagative HIV fest. However, confimolcn g:"‘"‘“fé"e cocs. "’beledh
HIV tesis may miss those that are in the ocute HIV seroconversion phase, due o the window period of the s=st. If an e N e e—
individual stars or continues using PrEP while HIV-positive, there is a risk that this individual may develop HIV crug e S ety i
resistance. In this case, the PrEP user may have fewer choices of anireroviral treatment. To supplement the HIV test of the » < @'b’;‘;’l ) o;"" oy Bk i ’f’m Hood tube
time of PEP inifiation or resupply, dinicians shoukd assess for acute seroconversion based on the individual's presenting ﬁ'“édl, = cotackor. i 9 d d!°", ST T
signs and symptoms. The following assessment should be adminisiered prior to PIEP provision. CHRIE. b, COnne. Shcl Sl medioo e

PrEP and Risk of Drug Resistance

Why Is PrEP and Drug Resistance a Concern? ~ What Should Happen if a PrEP User has a
Ve know that Pre-Expasurs Prophylasis (PHEP] works very Positive HIV Test?

well lo prevent HIV infection when taken comeclly and * Stop Using PrEP: siop toking PrEP immediately after the
consistendy. However, thers & o chance that sameane may first psitive HIV rapid test; if HIV infection is confirmed,
start PrEP bedare they know they are HIV infected, or they can thesy should never siart using PEP again

become infected with HIV while using PEP. If this happers, « Refer for Anfiretroviral Treatment [ART]: PrEP users

the virus in their body could change, or mutate, and become who oequire HIV should be referred for HIV reatment
resisiont o these ARV drugs. This does not mean, however, occarding to WHO and couring HIV reaiment guidelines.
that the virus is resistant o all hypes of ARV drugs. * Conduct a Drug Resistance Test: conduct o dug

v

Callect ot least 1 ml. venous blood in an EDTA tube as per standord operdfing procedures and universal blood collection

fest it o by country guideli precautions and then, proceed to skeps below.

Peaplehw:nhmle Hiv '\r’f_‘tﬂﬂf need‘;)d; 3 ARV :\égs the absence of a dug resistance fest should nat prevent Acute HIV Seroconversion Assessment for Next Steps for Clinician and PrEP Client

'“P‘l'_‘"; ncd. Whon el bt e H“);';V the individual from orcassing anfirerouiral racimant PrEP Provision fo Review DBS PROCEDURES

replicating). VWhen drug resistance oecurs, same ARVs are 3 :

- H Does the posential PrEP client currenty have either of the Repeat an HIV test, using o test ; F

iﬂvm;bl.s :;Th:gr::.n ﬁi’.‘iﬁi‘iﬁf e following symptoms2 Q@ @ e shorist wirdiw period, if :;:: :vm'e with g;;-séer ':

drugs. Ulimately, this means that the PrEP user may have few- Avoiding Drug Resistance: 3 Fever 38.3C or 101F available [e.g. antibody/antigen iz g

er choices of the ARV drugs that they con use for weatment, Counseling Messages for 0 Genesalized lymphodenopatiy [swollen lymph glands) fourth-generation test). A shorter Genlly Draw whle Transfer

PrEP Clients consisting of polpole mph nodes In more than one window period reduces the risk of o ivert the venous blood 1-2 drops

lymph node chain, i.e. two of the following chains: falsemagative test result and ideniifies blood o the line of bleod 1o

Will Drug Resistance be a Problem when anterior cervical, posisrior cervical, asdllary, inguinal HIV seroconversion sooner. :”';‘2"‘;4 S‘f:’n“:”* d :’?ei’:e;

PrEP is Rolled Out on a Larger Scale? If the answer s yes, do NOT provide PEP ot this fime, ¥ the person has been recently imes cnd then open the siopper wansler pipete, avoiding ai the 5 circles fon both cords|
We da not know yet. The Global Evaluation of and follow the Next Steps section. exposed, consider provision of corefully. bubbles (approximassly 50 ). without souching the filer
Microbicide Sensitivity [GEMS| profect is collecting post-exposure prophylaxis (PEP), os pager directly. Fully saturate
samples and analyzing these dota to betier undersiand The following symptoms are also associated with ocute per WHO* and country eligibility the discles.
whether resisiance will b= o problem. We do know that HIV infaction: guidelines. PEP should be initiated as
the risk of drug resistance was low in complesed clinical Q Fatigue early os possible ofter exposure and
trials where study parficipants were assigned o fake a 2 Skin rash {smoll ed bumps) ideally within 72 hours. DBS STORAGE AND SHIPMENT
daily pill containing tencfovir or Tevada. But the risk of O Headache 3 Z
drug resistance in the “reol weordd® may differ bacause: 1 Phesyociie b ol Conduct an HIV viral lood fest: Store on o Protect Ship to
S - ) aryngits {sore throaf] o symptomalic person who has a negative Drying Somples Loboratory
. |H||“dllmu.:|| mal:_, ;u:;xzuumm hrecﬁq»_re_d monthly j :l\yﬁn‘ [rrlanls‘cula«‘olches and pain) o indetermincte anfbody fest resul but o Rock RN e "
tesfing whicl research clinicians o rthralgia [joint pain h viral bood 100,000 7 i
immediately stop PIEP use once infection was 2 Nousea or vomiting m :mm mm copies/ Store DBS dried cord sealed plasic ‘
identified; in large scale PrEP programs, HIV sesting 3 Diarhea ‘ ¢ cord in on inio DBS bag
may oceur quaredy or at diferent intervels Q Oral ulcers ¥ the above tesiing is not done at the '::"‘d‘;i o ”ﬂ* onet ke g
= WWe do not know how well PrEP users will take their " it & u time of the visit, ask the client to return in 30 days for 108 > D‘C’S‘_ . colleciion N
medlication: when PEP 1s not 1oken consisentl, ik of It the u.chenr has several of the above symetoms, check it s MYt drying rack with blood with the desiccant and form in the envelope provided
. e there is an allernative couse that is not HiVelated. If there ’ d diry the humidity indicolor. nd srioll he
HIV infection is greater 5 o s ida g IEP spots facing up and dry the midity indicosor. and mail the envelope
o There is the passibility that PrEP eould be siarted in i 1o obwious altemalive affology, consldar deloying Visit the GEMS Websits for move information about PrEP and DBS card af room temperatre immediately, or within
clients whe are newdy infected with HIV, but current Visi tha GEMS webalia for mors Information abeuk PrEP &","W i potentiol HIV exposure occured in the post Drug Resistance: http://gems it edk overight, or for a minimum of 3 days.

rapid HIV tests did not datect their infection_

and drug resislance: hitp:// gems_pitt.edu
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How do you create dried blood spots (DBS)?

Use a transfer pipette to spot the card

> 2:06/4:42

gems.pitt.edu/sites/default/files/DBS Venipuncture 08.06.18.mp4



http://gems.pitt.edu/sites/default/files/DBS%20Venipuncture_08.06.18.mp4

Template protocol

Training slides

And
much
more!

M&E indicators
Standard Operating Procedures

HIV testing factsheet

Policy brief on HIVDR modeling findings
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Opening & Introductions

Updates from the 2021 WHO Consolidated HIV
Guidelines

HIV Drug Resistance (HIVDR) and PrEP: Key Concepts

Panel Discussion: Country Experiences with Implementing
a National HIV Drug Resistance Monitoring Protocol

Overview of GEMS Toolkit Materials

Q&A

Up Next







Upcoming Sessions — Join us virtually at ICASA!

Pathway to PrEP: Meet the Ring: Product Launching PrEP-it The Dapivirine Vaginal PrEP for Pregnant

Expanding Access to overview and 2.0 — a multi- Ring: National planning and Breastfeeding

HIV Prevention provider/user functional online experience from three Women

Options for Adolescent  perspectives on the tool for planning, countries
Girls and Young dapivirine vaginal ring monitoring, and
Women in Kenya evaluation of all
through Integration forms of PrEP
with Family Planning
Services



Visit PrEPWatch

* All webinars are recorded and will be Virtual Learning Network
acces Si b I e on P r E PWatC h With i n a wee k The PrEP Learning Netviark, hostsd by CHOICE, pravides nstional and sub-nations| ministries, implementing

partners, community-based organizations (CBOs). and others working with PrEP arocund the warld with the
tools and resources, best practices, and opportunities to learn from others to help to advanoe PrEP scale-up.

L]
P O St- P re S e n tatl o n d ate Priarto July 2020, the PrEP Lezrning Metwark waz hostad by OPTIONS, EpiC 2nd RISE.
L]

Itz monthhy webinar series features presentations from experts in specific content areas, lessons learned and
insights shared from implemsanting partners and government ministries, and rew tools or research on specific
topics related to PrEP scale-up, ranging from demand creation to continuation.

) Complementary resources will also be i g i e o g Y i

recorded webinars and access complementary resources, resesrch and tools onwebinar topics.

shared on PrEPWatch—including relevant '-

= Expanding Access to PrEP through Community-based Delivery

res ea rc h a rti C I e S a n d to O I S . Thursday, August 27, 2020, 9:00am EDT | 15:00 CAT | 15:00 EAT

Prev

= Addressing the Elephant in the Roomn: Stigma and PrEP Rollout

* Registration for upcoming webinars is

Ressarch shows that stigma iz an important barrier to the uptake of most services along the HIV prevention

cascade, including PrEF. In this webinar, we heard about evidence-based approaches to address provider-

a I S O I O C ate d o n P r E PWatC h level stigma, 30 cliznts feel comfortable and supparted when accessing PrER services. W'l 2lso heard how
L]

Keya has tried to de-stigmatize PrEP use by positioning it as an HIW preventicn option “for all”

Visit www.prepwatch.org/virtual-learning-network for up-to-date information.



https://www.prepwatch.org/virtual-learning-network




