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A. Methods

This document is an update of the 2013 U.S. Public Health Service Guidelines for the Management of Occupational Exposures to HIV and
Recommendations for Postexposure’? (hereafter referred to as “2013 PHS Guidelines”). To conduct this update, the Centers for Disease Control
and Prevention (CDC) assembled representatives from the U.S. Food and Drug Administration (FDA), the National Institutes of Health (NIH), the
Health Resources and Services Administration (HRSA), and CDC to collaborate on this update, with discrete input from occupational post-
exposure prophylaxis (PEP) subject matter experts from the field. As in the main guideline document, an occupational exposure to HIV is defined
as a percutaneous injury (e.g., a needlestick or cut with a sharp object) or contact of mucous membranes or non-intact skin (e.g., exposed
skin that is chapped, abraded, or afflicted with dermatitis) with blood, tissue, or other body fluids that are potentially infectious. In addition to
blood and visibly bloody body fluids, semen, pre-seminal fluid, vaginal fluids, rectal fluids, and breast milk are also considered potentially
infectious.'®

CDC experts reviewed the 2013 PHS Guidelines’ to identify recommendations that did not require a change in meaning, existing 2013
recommendations that required clarification, and new topics that have emerged since the last publication. Recommendations that did not require a

change were adopted and are indicated in Table S2.

A.1. Key Question and Literature Search Development

New topics identified by CDC and approved by the expert panel included antiretroviral therapy, timing of PEP, indications for PEP, and testing.
CDC experts and methodologists developed a list of Key Questions using the PICO framework®® (population, intervention, comparator), which
were vetted with federal partners and external experts. The Key Questions used to guide the systematic literature review are:

(D) What is the balance of benefits and risks of prescribing dolutegravir and/or bictegravir-containing regimens compared to
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raltegravir plus emtricitabine/tenofovir for use as the preferred PEP among healthcare personnel with an occupational exposure
to HIV?

2) What is the balance of benefits and risks of prescribing intramuscular (IM)-administered cabotegravir-based ART regimens
compared to the standard of care of use as an alternative PEP regimen among healthcare personnel with an occupational
exposure to HIV?

3) What is the interval following an occupational HIV exposure after which no benefit is gained by administering PEP to
healthcare personnel?

4) What is the risk of a patient with an undetectable HIV viral load transmitting to HCP following an occupational percutaneous
and/or mucous membrane exposure?

(&) What is the window of time until HIV antibodies can be detected using a HIV Ag/ab test, among healthcare personnel with an

occupational exposure?

A CDC information scientist (J.T.) developed search strategies from the list of Key Questions. The concurrent update to the non-occupational PEP
Guidelines resulted in a strict focus on literature related to occupational exposures for these guidelines, and therefore the literature search was not
tailored to identify studies reporting on non-occupational populations. The information scientist performed these searches in MEDLINE,
EMBASE, Global Health (OVID), Cochrane Library, Nursing and Allied Health Database (ProQuest), and Scopus from the start of each database
to June 15, 2023. Subject matter experts were asked to supplement the literature search results by recommending relevant references published

since June 2023.
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A.2. Study Selection

Titles and abstracts from references were uploaded into Covidence systematic review software (Veritas Health Innovation, Melbourne, Australia.

Available at www.covidence.org), and screened by dual review (D.O.S., C.N.S., or E.C.S.). Full-text articles were retrieved if they were relevant

to one or more Key Questions.
Per protocol criteria for excluding studies from the literature review include:
1. No full-text available
2. Not written in English
3. Not humans
4. Not primary research
5. Conference abstract or poster
6. No exposures of interest
7. No outcomes of interest

8. Studies reporting on data collected prior to 2010, regardless of publication year, because fourth generation Ag/ab tests were approved by

the FDA in 2010

The full texts of selected articles and the relevant references of selected systematic reviews were then screened by two independent reviewers, and
disagreements were resolved by discussion (D.O.S., C.N.S., or E.C.S.). Importantly, while the search strategy was tailored to studies reporting on
occupational exposures, some non-occupational studies were identified in this literature search, and these did not meet exclusion criteria. After the
full-text screening was complete, a bibliography of the articles selected for inclusion was vetted with subject matter experts, who suggested

additional studies for Key Questions where retrieved evidence was insufficient to formulate an answer. Additional studies were screened using
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inclusion criteria that were broadened to include cross sectional and modeling studies, which the original search was not crafted to capture. Once
the exclusion criteria were broadened, Key Question five was iteratively refined to account for the new evidence. The original Key Question was:
When using a fourth generation HIV Ag/ab test, what is the risk of a breakthrough infection after 3 months post occupational HIV exposure
among healthcare personnel? The new Key Question was: What is the window of time until HIV antibodies can be detected using a fourth

generation HIV Ag/ab test, among healthcare personnel with an occupational exposure?

The results of the study selection process are depicted in Figure S1.

Appendix: 2025 oPEP Guidelines Page 7 of 76



Figure S1. Results of the Study Selection Process

7,249 studies identified
e 7,246 via literature searches
e 2 via SMEs
¢ 1 via reference mining

1,269 duplicates removed

A 4

5,980 titles/ abstracts screened

v

4,939 studies excluded

A 4

1,041 full-text articles reviewed

1,019 studies excluded
¢ 590 No intervention of interest
¢ 181 Study type
¢ 123 Not written in English
¢ 104 No outcomes of interest
¢ 13 No full-text available

o ¢ 8 Duplicates
22 studies included®
¢ 4 relevant to KQ 1
e 5 relevant to KQ 3
e 9 relevant to KQ 4
e 4 relevant to KQ 5

\ 4

A 4

* Some studies included in more than one KQ
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A.3. Data Extraction, Appraisal, and Evidence Evaluation

Methodologic data and results of clinically relevant outcomes from the studies meeting inclusion criteria were extracted into standardized evidence
tables. Data and analyses were extracted as presented in the studies. For the purposes of this review, statistical significance was defined as p <
0.05. Potential biases in each study were assessed using a tool developed by the Division of Healthcare Quality Promotion at the Centers for
Disease Control and Prevention, and biases of concern were recorded in the evidence tables. Figure S2 includes the questions used to assess the
threats to internal validity.

For Key Questions where evidence was retrieved, the body of evidence was narratively synthesized for each outcome within each Key Question.
The strength, direction, consistency, and directness were assessed for each outcome using the GRADE (Grading of Recommendations,

Assessment, Development, and Evaluations) approach.*

A.4. Formulating Recommendations

Recommendation categories and their definitions with rationale, are found in Table S1a. Evidence-based recommendations were developed using
HICPAC evidence to decision frameworks and categorized as Recommendations or Conditional Recommendations®. Recommendations that were
not informed by systematic literature reviews were categorized as Good Practice Statements if they met the five criteria identified by GRADE, ’
and where relevant, supporting rationale is identified in Table S2. For Good Practice Statements where expert experience informed
recommendation update or development, the experience of workgroup and expert panel members was collected and summarized as has been done
previously.>* The summary of expert experience is found in Section E.3. All recommendations, their category, rationale, and supporting notes are

found in Table S2.
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All draft recommendations were shared with the non-occupational HIV post-exposure prophylaxis working group to harmonize recommendations

between guidelines where applicable.?

Table S1la. Recommendation categorization framework

Category Criteria/ Rationale

All Statements The statement is:

e clear and actionable, and
o the message is necessary with regard to actual healthcare practice.

Statements developed using systematic review evidence

Recommendation® | A new statement supported by High or moderate confidence in systematic review evidence indicating benefit or harm

Conditional A new statement supported by Low confidence in systematic review evidence indicating benefit or harm
Recommendation®

A new statement supported by High or moderate confidence in systematic review evidence suggesting benefit or
harm

Statements developed using alternate sources of evidence

Good Practice Good Practice Statements (GPS) are developed when:

5 . . ..
Statement e Implementing the GPS results in a large net-positive consequences.

e Collecting and summarizing the evidence is a poor use of a guideline panel’s limited time, energy or resources.

The rationale for a GPS may be that it is

o An Existing CDC Recommendation that does not require a change in meaning or update at this time, or a new
statement supported by
o high or moderate confidence in a well-documented rationale connecting Indirect Evidence from
animal, pharmacokinetic mechanism of action, or basic science studies, or
o supported by systematically collected Expert Experience® for instances when evidence collection
would be a poor use of the panel’s time and resources.
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Table S2. Definitions for confidence in the evidence

Confidence Level ||Definition®*
High The true effect is very likely to be close to that of the estimate of the effect.
The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially
Moderate
different.
Low The true effect may be substantially different from the estimate of the effect.

Draft recommendations were presented to HICPAC in August 2023 during a public meeting, at which there were no suggested edits or

recommendations from either the committee or the public.' In October 2024, additional peer review was solicited from experts in the field of HIV

and infection prevention, in compliance with requirements of the U.S. Office of Management and Budget (OMB) for influential scientific

assessments. Names, credentials, and affiliations of the OMB peer review panel are listed in the “OMB Peer Review Panel” section. Feedback

was incorporated into the finalized guidelines.
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B. Summary of Recommendations and Rationale

Table S3. Recommendation strength & rationale for all recommendations*

Recommendation (Category, Rationale if not GPS, ER)

Notes

Management of HCP with an Occupational Exposure

(see Laboratory Testing of Exposed HCP);

1. Educate HCP to report occupational exposures to blood and body fluids as soon as 2013 PHS Guidelines:
possible to occupational health services. Page 1, Abstract
2. Initiate PEP as soon as possible, up to 72 hours following the occupational exposure to | Page 1, Abstract 2013
HIV. Page 7, Timing and Duration, 2013
3. When considering initiation of PEP after 72 hours following occupational exposures 2013 PHS Guidelines:
thought to represent a high risk of transmission, consult a provider who has expertise Page 8, Box 1
in HIV treatment
4. Prescribe PEP regimens for a duration of 28 days 2013 PHS Guidelines:
Page 7, Timing and Duration
5. Determine the HIV status of the source patient whenever possible to guide appropriate use | 2013 PHS Guidelines:
of PEP Page 1, Abstract
6. Do not delay administration of PEP while waiting for information regarding the source | 2013 PHS Guidelines:
patient’s HIV status. Page 2, Introduction
7. Discontinue PEP and HIV follow-up testing if the source patient is determined to be HIV 2013 PHS Guidelines:
negative Page 6, HIV PEP
8. Provide counseling to exposed HCP in accordance with CDC recommendations for HCP 2013 PHS Guidelines:
with occupational exposures®!, and including the: Page 9, Box 2
a. Importance of adherence to PEP; 2013 PHS Guidelines:
Page 9, Box 2
b. Use of precautions (i.e., use of barrier contraception, avoidance of blood or tissue 2013 PHS Guidelines:
donations) to prevent secondary transmission until the final HIV test post-exposure Page 9, Box 2

c. Drugs (e.g. prescription/nonprescription drugs, nutritional —supplements) that should
not be taken with PEP or require dose or administration adjustments, side effects of
prescribed PEP, and measures (including pharmacologic interventions) that may assist
in minimizing side effects; and

2013 PHS Guidelines:
Page 9, Box 2

d. Importance of clinical evaluation if any acute symptoms (i.e., side effects of prescribed
PEP, symptoms of acute HIV) develop prior to the final HIV test post-exposure (see
Laboratory Testing of Exposed HCP). (Good Practice Statement, Existing
Recommendation)

2013 PHS Guidelines:
Page 9, Box 2
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Recommendation (Category, Rationale if not GPS, ER)

Notes

9. Re-evaluate exposed HCP within 72 hours after occupational exposure to assess for further
counseling needs and PEP tolerability.

2013 PHS Guidelines:
Page 6, HIV PEP

10. Consult a provider who has expertise in HIV treatment for HCP unable to take the initial
PEP regimen due to intolerance or toxicity (see Box 1).

2013 PHS Guidelines:
Page 8, Box 1

11. Refer HCP determined to have HIV infection to a provider who has expertise in HIV
treatment.

2013 PHS Guidelines: Page 9,
Postexposure Testing

Management of Pregnant and Breastfeeding HCP with an Occupational Exposure to HIV

1. Consult a provider who has expertise in HIV treatment* (see Box 1).

2013 PHS Guidelines: Page 8, Box 1

2. Provide post-exposure management to pregnant or breastfeeding HCP following
occupational exposure based on the same considerations that apply to any HCP following
occupational exposure to HIV (see HCP with an Occupational Exposure to HIV).

2013 PHS Guidelines: Page 5,
Antiretroviral Drugs During
Pregnancy and Lactation

3. Counsel pregnant HCP regarding potential risks and benefits of selected PEP agents for the
fetus.

2013 PHS Guidelines: Page 5,
Antiretroviral Drugs During
Pregnancy and Lactation

4. Counsel breastfeeding HCP regarding:

2013 PHS Guidelines: Page 5,
Antiretroviral Drugs During
Pregnancy and Lactation

a. The high risk of HIV transmission through breast milk should acute HIV infection
occur; and

2013 PHS Guidelines: Page 5,
Antiretroviral Drugs During
Pregnancy and Lactation

b. The risks and benefits of continuing breastfeeding while taking PEP and being
monitored for HIV seroconversion; or interrupting breastfeeding and discarding breast
milk until the final HIV test post-exposure (see Laboratory Testing of Exposed HCP)
to eliminate risk of HIV transmission to the infant.

2013 PHS Guidelines: Page 5,
Antiretroviral Drugs During
Pregnancy and Lactation

Selection of Agents for HIV PEP

1. Consult Table 1 (Main Document) for initial preferred and alternative PEP regimens for
HCP following occupational exposure to HIV. (Recommendation, Moderate)

GRADED Systematic Review:

Appendix Section D.1

2013 PHS Guidelines:
Page 11, Table Al

Management of Occupational Exposures to Source Patients with HIV and Undetectable
Serum Viral Loads

1. Consult a provider who has expertise in HIV treatment* (see Box 1)

2013 PHS Guidelines:
Page 9, Box 2
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initiation of PEP or discontinue PEP early. (Recommendation, Moderate)

Recommendation (Category, Rationale if not GPS, ER) Notes
2. Use shared decision-making involving the exposed HCP following occupational exposure | GRADED Systematic Review:
to a patient with an undetectable serum viral load when considering whether to forego Appendix Section D.4

Management of Occupational Exposures in HCP on Pre-Exposure Prophylaxis for HIV

1. Consult a provider who has expertise in HIV treatment. (see Box 1)

2013 PHS Guidelines: Page 9, Box 2

2. Use shared decision-making involving the exposed HCP taking PrEP when deciding
whether to forego initiation of PEP or discontinue PEP early. (Good Practice Statement,
Indirect Evidence)

Pharmacokinetic Mechanism of
Action”®

Management of Occupational Exposures to an Unknown Source (e.g., needle in sharps
disposal container)

1. Consult a provider who has expertise in HIV treatment* (see Box 1).

2013 PHS Guidelines: Page 9, Box 2

2. Use shared decision-making involving the exposed HCP to consider the severity of
exposure and epidemiological likelihood of HIV exposure when deciding whether to
forego initiation of PEP or discontinue PEP early.

2013 PHS Guidelines: Page 8, Box 1

Management of Occupational Exposures to Source Patients with Drug-Resistant HIV

1. If a source patient is known to have drug-resistant HIV:

a. Consult a provider who has expertise in HIV treatment* to assist in the selection of
a PEP regimen to which the source patient’s virus is likely to be susceptible (see
Box 1).

2013 PHS Guidelines: Page 9, Box 2

b. Do not delay the initiation of PEP while awaiting expert consultation with a
provider who has expertise in HIV treatment*.

2013 PHS Guidelines: Page 8, Box 1

c. Modify the regimen after PEP has been initiated whenever such modifications are
deemed appropriate (e.g., if source patient drug resistance information becomes
available later).

2013 PHS Guidelines: Page 8, Box 1

Laboratory Testing of Exposed HCP

1. Perform baseline laboratory tests of exposed HCP as soon as possible after exposure,
including:

2013 PHS Guidelines: Page 1,
Abstract and Page 9, Box 2

a. A rapid or lab-based fourth generation HIV Ag/Ab combination immunoassay, and

2013 PHS Guidelines: Page 9, Box 2

b. Serum creatinine, aspartate transaminase (AST) and alanine transaminase (ALT)

2013 PHS Guidelines: Page 9, Box 2

2. Perform an additional baseline qualitative nucleic acid test (NAT) only for exposed
HCP who have received cabotegravir-based PrEP in the past 12 months. (Good
Practice Statement, Indirect Evidence)

Pharmacokinetic mechanism of
action®

3. Perform interim HIV tests using lab-based HIV Ag/Ab combination immunoassay and
qualitative nucleic acid test (NAT) at weeks 4-6 post-exposure only for exposed HCP
who initiated PEP more than 24 hours after a single exposure, or who missed any PEP
doses.

2013 PHS Guidelines: Page 9, Box 2,
language clarified to reflect current
standard of care as informed by the
experience of the expert panel.
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Recommendation (Category, Rationale if not GPS, ER) Notes

4. Perform final HIV tests using lab-based HIV Ag/Ab combination immunoassay and GRADED Systematic Review:
qualitative nucleic acid test (NAT) at week 12 post-exposure of exposed HCP. Appendix Section D.5
(Recommendation, Moderate)

5. Perform follow-up testing of serum creatinine, AST, and ALT only when baseline tests | 2013 PHS Guidelines: Box 2,
are abnormal or there are clinical indications (e.g., signs or symptoms concerning for language clarified to reflect current

kidney or liver injury) standard of care as informed by the
experience of the expert panel.
6. Consider performing additional laboratory testing on a case-by-case basis when 2013 PHS Guidelines: Box 2,
indicated based upon HCP’s specific clinical situation or other medical comorbidities. | language modified to clarify the
intent.
7. Perform laboratory-based HIV tests for any exposed HCP who has an illness compatible 2013 PHS Guidelines: Page 10, first
with an acute retroviral syndrome, regardless of the interval since exposure. paragraph

* All Recommendations are Categorized as Good Practice Statements, with a Rationale of “existing recommendation”, unless otherwise noted.
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C. KQ1 Antiretroviral Therapy Dolutegravir and/or Bictegravir-based ART Regimens

C.1. KQ1 Recommendation and Justifications

KQ 1 What is the balance of benefits and harms of prescribing dolutegravir and/or bictegravir-based ART regimens (i.e., DTG-3TC-ABC, DTG-

3TC, or BIC-TAF-3TC) compared to raltegravir plus emtricitabine/tenofovir for use as the preferred PEP among healthcare personnel with an

occupational exposure to HIV?

- The evidence supports addition of dolutegravir- and bictegravir-based ART regimens to the list of preferred PEP regimens.

Recommendation, Moderate Evidence

71-75

Table S4. Recommendation justification® for dolutegravir and/or bictegravir-based ART regimens

Component

Justification

Supporting evidence

Four cohort studies’'’* and one cross-sectional study’

Level of confidence
in evidence

Moderate: Despite concerns over small sample sizes or numbers of studies and unclear compliance with PEP, it is not
anticipated that these findings will change in light of increased use of PrEP among non-occupational populations and the
concomitant reduction in cases.

Benefits

No difference in HIV seroconversion between dolutegravir- or bictegravir-based ART regimens; and a decreased
occurrence of adverse events resulting in an increased adherence to PEP with dolutegravir- and bictegravir-based ART
regimens.

Risks and harms

No increase in harms or risks with the use of dolutegravir-based ART regimens.

Resource use

Dolutegravir- or bictegravir-based ART regimens may be associated with increased financial resource use; however this
data was not retrieved from the evidence.

Benefit-Harm

Benefits outweigh harms

Assessment

Value Judgements Values include reducing patient harm, reducing pill burden, reducing side effects, and prioritizing adherence.
Intentional There is no prioritization of recommended regimens.

Vagueness

Exceptions None
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C.2. KQ1 Summary of Findings and Evidence Evaluation

Table S5. GRADE Table: Dolutegravir-based antiretroviral regimen compared to raltegravir plus emtricitabine/tenofovir

Qutcome Summary No of studies (population) Confidence
. o . . . =222 - tional
Evidence indicates no difference in the effectiveness of N 8;;32 Oaclf;pa tona
HIV dolutegravir-based ART regimens compared to raltegravir plus p p Moderate”
Seroconversion | emtricitabine/tenofovir in preventing HIV seroconversion in non- 3 Cohort!-
occupational populations. | Cross-sectional”®
N = 2209 non-occupational
participants
Data indicates there is no difference in adherence between the two +
Adherence ) 7173 Moderate
regimens. 2 Cohort™
1 Cross-sectional”
- . = - ional
Limited data from and one cross-sectional study'" 1> suggests there N'= 639 non-occupationa
. . . . . . participants
is a decrease in adverse events with dolutegravir or bictegravir- s
Adverse Events . . Moderate
based ART regimens compared to raltegravir plus 7
o . 1 cohort
emtricitabine/tenofovir. S s
1cross-sectional

C.3 KQ1 Narrative Summary of Evidence

The literature search did not retrieve any studies examining dolutegravir and/or bictegravir-based ART regimens compared to raltegravir plus
emtricitabine/tenofovir regimens administered post-exposure in healthcare personnel (HCP). However, the literature search retrieved four cohort
studies”'"™* and one cross-sectional study’ reporting on the administration of several different dolutegravir-based’”'-*>’> and one bictegravir-based’™

PEP ART regimens in non-occupational populations. These populations included men who have sex with men in China,” people with a high-risk

* Limitations/ loss of confidence due to: 1) Indirectness: no studies were conducted in occupational populations; and 2) Precision: All four studies reported no events. Increase in confidence
due to: All plausible confounding would increase the rate of events in either group.

T Limitations/ loss of confidence due to: Indirectness: Populations are indirect

* Limitations/ loss of confidence due to: Indirectness: Populations are indirect
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exposure visiting a community health center specializing in HIV in France’ and the United States,’* adults who had previously used an internet
medical platform to access PEP in China,”® and patients seen by a sexual assault and partner abuse care program in Canada.”

Evidence from three cohort studies’!”?

and one cross-sectional study’ indicate no difference in the effectiveness of dolutegravir -based ART
regimens compared to raltegravir plus emtricitabine/tenofovir in preventing HIV seroconversion. Two studies were small’>”* and importantly, no
seroconversions were reported for participants receiving and completing either regimen in any study.”!>7 In one study,” 9.1% of participants
reported continued engagement in high-risk sexual behaviors while using PEP. Confidence in the results of one cohort’! are reduced due to a low
follow up testing rate of 31%. As these studies were cohort or cross-sectional studies, they were not conducted to directly compare these
regimens.’”!”>7> One important consideration is that this data is less likely to change due to the increasing uptake of PrEP.

One cohort” and one cross sectional” study reported a high proportion of treatment completion regardless of regimen, and one cohort’! reported a
lower proportion of PEP completion among those who used dolutegravir-based regimens, however this was not found to be significant in an
analysis of 12 PEP regimens.

Only one small cohort” and one cross-sectional”®

study reported adverse events by regimen type, and data suggested no serious adverse events
occurred with either regimen, and there was a decrease in mild adverse events among the dolutegravir-based PEP group (e.g., mild gastrointestinal
issues, neurological disorders, musculoskeletal pain, fatigue, nausea/vomiting, headaches, dizziness/lightheadedness, and myalgia/arthralgia). Both
studies relied on self-reported data.

Evidence from only one phase IV trial’

of non-occupational participants is insufficient to assess the balance of benefits and harms for the use of
bictegravir-based ART regimens compared to raltegravir plus emtricitabine/tenofovir as the preferred PEP among healthcare personnel with an

occupational exposure to HIV. This cohort study reported none of the 152 non-occupational participants who received either bictegravir-based
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ART or raltegravir-based ART were HIV-antibody positive at 4 weeks or 3 months. The bictegravir-based regimen was less likely to be associated
with any adverse event than the raltegravir-based regimen, and as a result there were almost two times as many people who completed the
bictegravir-based regimen as prescribed. While this data is emerging, the decrease in adverse events combined with the reduced pill burden and the

increase in compliance warrant addition of this regimen as a preferred PEP.
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D. KQ2 Antiretroviral Therapy IM-administered Cabotegravir-based ART Regimens

D.1. KQ2 Recommendation and Justifications

KQ 2 What is the balance of benefits and harms of prescribing intramuscular (IM)-administered cabotegravir-based ART regimens (i.e., CAB-

RPV) compared to the standard of care for use as an alternative PEP regimen among healthcare personnel with an occupational exposure to HIV?

- Evidence is insufficient to formulate a recommendation for use of IM-administered cabotegravir-based ART regimens (i.e., CAB-RPV) as

PEP. No recommendation

Table S6. Recommendation justification® for IM-administered cabotegravir-based ART regimens

Component

Justification

Supporting evidence

No studies were retrieved by the literature search.

Level of confidence
in evidence

None: Findings may change as new evidence is published.

Benefits

No comparative data on seroconversion.

Risks and harms

No retrieved evidence, however, increased adherence to PEP is likely with a less frequent intramuscular regimen.

Resource use

No retrieved evidence on resource use.

Benefit-Harm

Insufficient data exist to develop a benefit-harm assessment.

Assessment

Value Judgements Values include reducing patient harm, reduction of adverse events, and prioritizing adherence.
Intentional None

Vagueness

Exceptions None

D.2. KQ2 Summary of Findings and Evidence Evaluation

No evidence was retrieved by the literature search that could be summarized or evaluated.
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D.3. KQ2 Narrative Summary of Evidence
KQ 2: What is the balance of benefits and harms of prescribing IM-administered cabotegravir-based ART regimens (i.e., CAB-RPV) compared to

the standard of care for use as an alternative PEP regimen among healthcare personnel with an occupational exposure to HIV?
The literature search didn’t retrieve any studies examining the prescription of IM-administered cabotegravir-based ART regimens (i.e., CAB-RPV)
compared to the standard of care for use as an alternative PEP regimen among any population, healthcare personnel with an occupational exposure

to HIV or non-occupational populations with any exposure to HIV.
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E. KQ3 Time Interval Between Exposure and PEP Administration

E.1. KQ3 Recommendation and Justifications

KQ 3 What is the interval following an occupational HIV exposure after which no benefit is gained by administering PEP to healthcare

personnel?

- The evidence is insufficient to change the current standard of care of administration in the first 72 hours.

- The Good Practice Statement remains: Initiate PEP as soon as possible, up to 72 hours following the occupational exposure to HIV. Good

Practice Statement, Indirect Evidence.

35-37,76

Table S7. Recommendation justification’ for the time interval between exposure and PEP administration

Component

Justification

Supporting evidence

Four cohort studies’’** and one cross-sectional study’”

Level of confidence
in evidence

Moderate: Concerns exist over small numbers of events, confounding by compliance and additional exposures, however
the findings are unlikely to change.

Benefits

No difference in HIV seroconversion before or after 72 hours from the exposure.

Risks and harms

No data was retrieved on harms.

Resource use

No retrieved evidence on resource use.

Benefit-Harm
Assessment

Insufficient harms data results in an inability to develop a benefit-harm assessment.

Value Judgements

Values include consistency in messaging and recommendations across occupational and non-occupational populations,
reducing patient harm, and prioritizing adherence.

Intentional None
Vagueness
Exceptions None
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E.2. KQ3 Summary of Findings and Evidence Evaluation
Table S8. GRADE Table: HIV seroconversion when Initiating PEP before or after 72 hours of HIV exposure

QOutcome Summary Studies Confidence
N = 8 occupational exposures
N = 1569 non-occupational

HIV Limited evidence in occupational and non-occupational exposures exposures
. suggests cases of seroconversion are rare when PEP is started after 72 Very Low*
Seroconversion .2
hours. 1 case series

3 Cohort studies”*
1 Cross-sectional study’

E.3. KQ3 Narrative Summary of Evidence

The literature search retrieved only one study reporting the time interval between occupational exposure and first dose among healthcare personnel
exposed between 1981 and 2001.”7 In this study, only one of the eight reported cases of HIV or AIDS that occurred following occupational
exposure started their first PEP dose >72 hours post-exposure (at 192 hours). However, the literature search retrieved three cohort studies’®*’ and
one cross-sectional study’ reporting outcomes for the interval between a non-occupational HIV exposure and the first dose of PEP. Studies in
non-occupational populations with post-sexual exposure included patients who received PEP in a hospital in the U.K.”® or adults and children who
requested PEP in the Netherlands®, individuals 15 years and older during a PEP consultation at three AIDS information centers in France;” and
adults who previously utilized PEP services due to sexual and other exposures via an internet medical platform in China and subsequently

completed an online questionnaire.”

§ Limitations/ loss of confidence due to: 1) Precision: small sample sizes and low number of events, and 2) Indirectness: four studies*” are conducted in non-occupational populations.
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The evidence from these five studies suggests no difference in seroconversion among individuals who initiated PEP before or after 72 hours post-
HIV exposure. The three cohort studies’®®" and the one cross-sectional study’ reported no events or a low number of events, limiting the ability to
conduct statistical analyses, and those events are subject to confounding by additional high-risk exposures. One study’’ reported a small sample

size and another” relied on self-reported data for PEP regimen and subsequent seroconversion.
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F. KQ4 PEP Indications

F.1. KQ4 Recommendation and Justifications

KQ 4 What is the risk of a patient with undetectable HIV viral load transmitting to healthcare personnel with an occupational percutaneous and/or
mucous membrane exposure?
- Use shared decision-making involving the HCP following occupational exposure to a patient with an undetectable serum viral load when
considering whether to forego initiation of PEP or discontinue PEP early. Recommendation, Moderate Confidence

Table S9. Recommendation Jjustification® for IM-administered cabotegravir-based ART regimens

Component

Justification

Supporting evidence

Seven cohort studies®'*” one case series,*® and one case report®

Level of confidence
in evidence

Moderate: Despite concerns over small sample sizes and unclear compliance with PEP, it is not anticipated that these
findings will change.

Benefits

The literature suggested no difference in infections among those who did and did not initiate PEP after an exposure to a
source patient with an undetectable viral load. The literature indicated that there are no transmissions from an HIV positive
partner with an undetectable viral load to their long-term HIV negative partner. An important benefit to the use of PEP is
that it may reassure HCP who have sustained an occupational exposure despite the undetectable serum viral load in the
source patient.

Risks and harms

Harms were not retrieved from the literature.

Resource use

No retrieved evidence on resource use, however, the reduction in PEP use will conserve resources.

Benefit-Harm
Assessment

The benefits and harms are specific to the needs of the individual which indicates shared decision-making is an optimal
approach.

Value Judgements

Values include reducing HCP anxiety and improving the mental and physical health of the HCP and aligning
recommendations for ease of implementation.

Intentional The verb offer is chosen because the final decision of initiating PEP is a decision shared by the occupational health clinic
Vagueness and the HCP.
Exceptions None

F.2. KQ4 Summary of Findings and Evidence Evaluation

No evidence was retrieved by the literature search that could be summarized or evaluated.
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F.3. KQ4 Narrative Summary of Evidence

tS‘)

The literature search retrieved one cohort study,®” one case series,*® and one case report® examining the risk of a patient with undetectable HIV

viral load transmitting to healthcare personnel with an occupational percutaneous and/or mucous membrane exposure. Occupational populations

included healthcare personnel with needlestick injuries at a German tertiary care hospital,®? dentists at a university hospital in Japan,®® and a female

81,83-86

healthcare worker with a needlestick injury from the U.S.® The literature search retrieved six additional cohort studies reporting the outcome

of HIV seroconversion in non-occupational populations. Non-occupational populations included children with community-associated needlestick
injuries or exposures to other potentially contaminated objects in Canada,®® patients of all ages with blood or sexual exposures in Denmark,* and

sexual exposures among adult heterosexual partners®>* from various European countries.

81-89

Evidence from the nine included studies®'*” suggest there is no risk of a patient or person with undetectable HIV viral load transmitting to others

via occupational or non-occupational exposures. Importantly, the three cohort studies,®' 3 one case series,* and one case report® that include

81-83,88,89

needlestick, blood, and occupational exposures reported no seroconversions among 767 participants. However, all five were subject to

confounding by PEP use and there were no events reported across these studies. Four studies®*” that include sexual exposures reported no®” or a

84,86

low number of seroconversions,***¢ or no within-couple phylogenetically linked seroconversions.®% Three of these studies®** are subject to

confounding due to repeated high-risk exposures among those who seroconverted and one® due to PEP use. Three studies reporting on non-

occupational exposures®*8+87

are subject to sampling bias due to loss to follow-up.
An additional technical report® identified by subject matter experts in the grey literature reported on significant occupational exposures to HIV
among healthcare personnel in the U.K.; however, the study did not report the viral load of source patients and therefore did not meet the inclusion

criteria for this systematic review. The study reported only one confirmed seroconversion during a period of more than 20 years that included

8,292 occupational exposures among healthcare personnel where the source patient was either HIV-positive or their status was unknown. Of those
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with an occupational exposure, there were 3,385 who started PEP. Of note, occupationally acquired HIV is rare and there has only been no

confirmed cases of transmission since 1999 among HCP providing patient-facing care.®!
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G. KQS5 Fourth Generation HIV Tests

G.1. KQ5 Recommendation and Justifications

KQ 5 What is the window of time until HIV antibodies can be detected using a HIV Ag/ab test, among healthcare personnel with an occupational

exposure?

o Perform final HIV tests using lab-based HIV Ag/Ab combination immunoassay and qualitative nucleic acid test (NAT) at week 12 post-
exposure of exposed HCP. Recommendation, Moderate Confidence

Table S10. Recommendation justification’ for fourth generation HIV tests

Component

Justification

Supporting evidence

64,65 91,92

Two diagnostic accuracy studies***and two cohort studies

Level of confidence
in evidence

Moderate: The evidence supporting the window of time for an HIV Ag/ab test to detect an infection is unlikely to change
due to the decreasing number of patients who are not on PrEP or PEP who can be tested for HIV infection. The utilization
of nucleic acid in conjunction with HIV Ag/ab testing is standard of care* that is supported by one diagnostic accuracy
study in this review®.

Benefits

The reduced window to detection® offers a more rapid return of changes in HIV status.

Risks and harms

There is the possibility of a smoldering infection that goes undetected. Experts on the panel determined that these cases are
increasingly rare in the current prophylactic and testing paradigm.

Resource use

There was no evidence retrieved on resource use.

Benefit-Harm
Assessment

The benefits outweigh the harms.

Value Judgements

Values include providing a wider window of detection than the minimum in order to assure detection of HIV antibodies,
harmonizing with global testing recommendations. Utilization of the more sensitive nucleic acid test in conjunction with
the HIV Ag/ab test is standard of care.

Intentional The window of time estimated in this recommendation is not specified but includes estimated washout time for PEP of up

Vagueness to four weeks,’**7 the estimated time to seroconversion of three to four weeks,”**® and the doubling of this duration to
account for the uncertainty in the studies and to decrease the risk that a case is missed.”

Exceptions None
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G.2. KQS5 Summary of Findings and Evidence Evaluation
Table S11. GRADE Table: Duration to positive test/ detection when using fourth generation HIV tests

fourth-generation HIV tests.

2 Cohort studies®"-??

Outcome Summary Studies Confidence
. N = 222 specimen,®
Duration to . . . - 65
» Data suggests the duration to positive test is less than 3 months post HIV N = 1,241 assays .
positive ; . Moderate
. exposure when using fourth-generation HIV tests.
test/detection )
2 Laboratory Studies
: D . =714 non- tional
Data from two cohort studies®! 3 of high-risk sexual exposures is N=7 :llr(t)inciozlltlfa tona
HIV insufficient to determine whether fourth generation tests will detect HIV P p Low’
Seroconversions seroconversion earlier than 3 months post HIV exposure when using

G.3. KQ5 Narrative Summary of Evidence

The original literature search strategy did not retrieve studies using fourth generation HIV Ag/ab tests to monitor for the emergence of an HIV

infection after three months post occupational HIV exposure among healthcare personnel. The search retrieved two cohort studies

91,92

reporting

HIV seroconversion using fourth generation testing in non-occupational populations. These populations included people evaluated at an HIV

infection care center in France after sexual exposures to HIV®! and patients seeking PEP at two STI clinics in Canada.’” Both studies reported rates

of seroconversion ranging from 2.3%°! to 4.5%°? after 3 months post-HIV exposure. However, one study®' reported seroconversions occurring

more than six months after nPEP and the other® captured seroconversions within 12 months of follow-up. In one study,’ four of the five patients

who seroconverted tested negative at four months after completing PEP, while the other patient did not return for follow-up testing. None of the

¢ Limitations/ loss of confidence due to: Risk of Bias: one study* assumed that all specimen used for analysis were infected with HIV-1 subtype B; other HIV subtypes may have different durations to

detection. Both studies®* were conducted among commercially and publicly available tests.

f Limitations/ loss of confidence due to: 1) Risk of Bias: sampling bias by attrition and missing follow up information, and 2)Directness: Both studies were conducted in non-occupational

exposures
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five patients who seroconverted returned for follow-up testing at two or four months in the other study®!, and three patients had presented multiple
times for nPEP evaluation.

The updated literature search strategy retrieved two diagnostic accuracy studies®*63

examining the duration of time between HIV exposure or
transmission to detection of infection. One study® evaluated the time between an exposure and when fourth generation Ag/ab tests can accurately
detect the presence of an HIV infection and found that the median duration to detection for antibody/antigen laboratory tests was 17.8 days (IQR:
13.0 — 23.6) and that 99% of HIV-infected persons would be detectable within 45 days of exposure, which was the lowest number of days among
all included tests. The other diagnostic accuracy study® evaluated the number of days from infection to first positive third- or fourth-generation
test result and found that the median duration to detection of HIV infection was 18 days (IQR: 16-24) for fourth-generation tests and 22 days
(IQR: 19 — 25) for third-generation tests. This study® also found that the probability of a false-negative result is 0.01 at 42 days for fourth-
generation tests (99% CI: 0.05 to 0.027) and 85 days post-exposure for third-generation tests (99% CI: 0.002 — 0.022). Importantly, this study was
conducted using the Aptima HIV-1 RNA nucleic acid amplification test (NAT) to estimate the inter-test reactivity interval which was then
combined with simulated data to estimate the eclipse period — or window of detection for the fourth generation HIV ag/ab test. This study reported
that the median duration of the time between HIV acquisition or exposure and Aptima reactivity was 11.5 days, and the 99th percentile of the
eclipse period between HIV acquisition and test reactivity was 33 days.

The evidence from two cohort studies is insufficient to determine the risk of breakthrough infection after 3 months post occupational HIV
exposure when using a fourth generation HIV Ag/ab test. Importantly, the evidence from two diagnostic accuracy studies using commercially and

publicly available assays suggests the window of time to detection of HIV antibodies is less than 3 months post HIV exposure when using a

fourth-generation HIV test.®®> The two cohort studies’*? did not conduct statistical analyses and had a low number of events. One study reported
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high attrition® and the other® did not report the number of people who completed follow-up testing. Additionally, the accuracy of the duration to
detection in both diagnostic accuracy studies®®> depends on the accuracy of the estimates of the simulated eclipse periods. One of these studies®
assumed the included specimen used for analysis were infected with HIV-1 subtype B; other HIV subtypes may have different durations to

detection. The other study® used data from HIV tests conducted between 1981 and 2006, and fourth-generation tests have improved since then.
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H. Management and Testing for HCP on PrEP

H.1 Management of Occupational Exposures in HCP on PrEP: Recommendation and Justifications

- Use shared decision-making involving the exposed HCP taking PrEP when deciding whether to forego initiation of PEP or discontinue
PEP early. (Good Practice Statement, Indirect Evidence)

Table S12. Recommendation fustification’ for shared decision-making involving the exposed HCP taking PrEP

Component

Justification

Supporting evidence

Using shared decision-making enables patients to weigh risks and benefits according to their personal values and
preferences and is a standard of care in preventive care decisions.”

Level of confidence
in evidence

Not graded

Benefits

Benefits include enabling patients and providers to individualize decision-making in settings where risk of HIV infection
via occupational exposure may be lessened by use of PrEP and decreasing the use of PEP regimen prescriptions.

Risks and harms

The risk for HIV seroconversion from not giving PEP to HCP adherent to PrEP has not been demonstrated but may
theoretically be possible.

Resource use

In some situations, the decision may save the financial and material resources of using PEP in situations where it is either
unlikely to be beneficial or not desired by the exposed HCP.

Benefit-Harm
Assessment

The balance of benefits and harms is specific to exposed HCP, resulting in the need for shared decision making.

Value Judgements

Values include promoting decision-making autonomy of exposed HCP, reducing patient harm, reducing pill burden,
reducing side effects, and prioritizing adherence.

Intentional None
Vagueness
Exceptions None
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H.2 Repeat Testing for Exposed HCP on PrEP: Recommendation and Justifications

- Perform an additional baseline qualitative nucleic acid test (NAT) only for exposed HCP who have received cabotegravir-based
PrEP in the past 12 months. (Good Practice Statement, Indirect Evidence)

Table S13. Recommendation justification’ for additional baseline qualitative NAT test for exposed HCP who have received cabotegravir-based
PrEP in the last 12 months.

Component

Justification

Supporting evidence

PrEP regimens that contain long-acting cabotegravir have a prolonged elimination half-life. 3

Level of confidence
in evidence

Not graded

Benefits

Providing opportunity to diagnose HIV at baseline among HCP on long acting cabotegravir PrEP would enable initiation
of HIV treatment and obviate the need for PEP.

Risks and harms

None

Resource use

There will be an increase in resource use associated with the additional cost of HIV NAT test.

Benefit-Harm
Assessment

The benefits outweigh the harms by enabling detection of new HIV diagnosis without any risk to HCP on cabotegravir-
based PrEP .

Value Judgements

Values include diagnosing HIV in this population and preventing unnecessary use of PEP for those diagnosed with HIV.

Intentional None
Vagueness
Exceptions None
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Table S14. GRADE Table: HIV seroconversion following exposure to source patients with undetectable HIV viral load

Outcome Summary Studies Confidence
N = 525 occupational exposures
N = 1865 non-occupational
participants

Evidence from one cohort, one case report, and one case series reporting
on PEP administration and completion for occupational exposures with
HIV undetectable or unknown HIV status indicates no risk of transmission to
Seroconversion | HCP. This is further supported by six cohort studies in non-occupational
populations where there are no transmissions from a partner with an
undetectable viral load to their HIV-negative partner.

Moderate®
7 cohort studies®'-¥’
1 case series’’

1 case report®

¢ Limitations/ loss of confidence due to: 1) Risk of Bias: Three studies”®"" are subject to sampling bias due to loss to follow-up, 2) Precision: Six studies®>”1 have a small sample size or included
a small number of participants with a source patient with a known undetectable HIV viral load. 3) Indirectness: Six studies®'" are conducted in non-occupational populations (N = 1,998)
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I. Included Evidence

1.1 Extracted Evidence from Individual Studies

Table S15. Select extracted data from studies reporting antiretroviral therapy outcomes of interest

Population and

Year: 2001

Data extractor:
DOS

Reviewer: CNS

KQ(s): 4

Study design:
Cohort

Study objective: To
analyze the data
from Swiss
nationwide voluntary
reporting on nPEP
by prescribing
physicians.

Limitations:
Confounding due to
PEP use

Setting: Community

Location:
Switzerland

Study dates:
December 1997 —
March 2000

Matching: None

Inclusion criteria:
Persons who were
prescribed HIV PEP
for non-occupational
exposures.

Exclusion criteria:
NR

with known HIV status and

known viral load <400 copies/mL

[19/40 (47%)]

e ART regimen: NR, however
most exposed patients
received
zidovudine/lamivudine alone
[8/167 (4.8%)] or in
combination with nelfinavir
[57/167 (34.1%)], indinavir
[38/167 (22.8%)], or
nevirapine [31/167 (18.6%)].
Others received other triple
combinations [23/167
(13.8%)] or zidovudine with
didanosine [1/167 (0.6%)].

e Viral load of source
patient: <400 copies/mL

Control group: n=21

Patients exposed to source patient

with known HIV status and

known viral load >400 copies/mL

[21/40 (53%)]

e ART regimen: NR

e Viral load of source
patient: >400 copies/mL

Seroconversion:
Positive HIV serology
at 3, 6, or 9 months after
exposure

Case ascertainment:
Passive surveillance
system required
physicians to provide
follow-up HIV serology
at 3, 6, and 9 months
after exposure

Sampling methods:
NR

Diagnostic tests:
Serology

Comments: This study
considers <400
copies/mL as
undetectable.

Study setting Intervention Definitions Results
Author: Population: N=176 | Intervention group: n=19 Outcome definitions: HIV-related outcomes:
Bernasconi®! Patients exposed to source patient Seroconversion: No seroconversions have

been reported among this group of HIV-
exposed persons.

Other related outcomes: NR

Adverse events: NR
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Study

Population and
setting

Intervention

Definitions

Results

Exposure assignment or
ascertainment: Information was
collected via standardized
questionnaire completed by
physicians on a voluntary basis

Author: Delaney®
Year: 2017

Data extractor:
DOS

Reviewer: CNS

KQ(s): 5

Study design: Basic
science

Study objective: To
develop window
period estimates for
categories of HIV
tests.

Limitations:

Population:

N =222 specimen
N=20HIV
immunoassays

Setting: Laboratory
Location: U.S.
Study dates: NR
Matching: NA

Inclusion criteria:
U.S. Food and Drug
Administration-
approved HIV
immunoassays

Exclusion criteria:
NR

Intervention group: n = 222

specimen

e ART regimen: NR

e HIV test used:
Antibody/antigen laboratory

Control group: n =222

specimen

¢ ART regimen: NR

e HIV test used: HIV-1 RNA
nucleic acid test

Exposure assignment or
ascertainment: NR

Outcome definitions:
Duration to detection:
The time between an
exposure to HIV and
when an HIV test can
accurately detect the
presence of an infection

Inter-test reactivity
interval: The time
period between
detection of HIV
infection using HIV-1
RNA nucleic acid test
and using other tests

Case ascertainment:
Commercially available
specimens were
determined to be in the
early stages of
seroconversion after
infection with HIV-1.
Specimens were
presumed to be infected
with HIV-1 subtype B.

Sampling methods:
Serial plasma specimens
were collected from 25

HIV-related outcomes:

Duration to detection, median days

(IQR):

e Antibody/antigen laboratory: 17.8
(13.0-23.6)

o [gG/IgM-sensitive laboratory: 23.1

(18.4-28.8)

¢ [gG-sensitive rapid screening: 31.1

(26.2-37.0)

e [gG-sensitive supplemental: 33.4 (28.5-

39.2)

e Western blot (viral lysate): 36.5 (31.0-

43.2)

Duration to detection, 99™ percentile
days:

e Antibody/antigen laboratory: 44.3
o [gG/IgM-sensitive laboratory: 49.5
o IgG-sensitive rapid screening: 56.7
e [gG-sensitive supplemental: 58.2

e Western blot (viral lysate): 64.8

Inter-test reactivity interval, median days
(95% CI):

e Antibody/antigen laboratory: 5.9 (3.9-
7.9)

e [gG/IgM-sensitive laboratory: 11.9
(9.6-14.1)
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Population and

Year: 2003

Data extractor:
DOS

Reviewer: CNS
KQ(s): 3

Study design: Case
series

Study objective: To
summarize national

Setting: Healthcare or
laboratory

Location: U.S.

Study dates: 1985 —
December 2001

Matching: None
Inclusion criteria:

HIV-infected HCP
with or without AIDS

1,200 mg for 3 weeks
e Interval between HIV

exposure and PEP

initiation: 192 hours

Control group: n>7

o ART regimen: Zidovudine
600-1,000 mg ranging from 1
dose to 65 days; didanosine
for 3 days and stavudine and
nevirapine for 4 weeks

e Interval between HIV
exposure and PEP

infection: Documented
evidence of
seroconversion or
genetically similar
strains of viruses.
Seroconversion was
defined as a serum
specimen negative for
HIV antibodies up to 1
year before or 1 month
after the occupational
exposure, and a
subsequent serum
sample that was positive

Study setting Intervention Definitions Results
donors from the U.S e [gG-sensitive rapid screening: 19.5
between 1994 and 2000. | (16.2-22.8)
¢ [gG-sensitive supplemental: 21.7 (17.4-
Diagnostic tests: 26.1)
Antibody/antigen e Western blot (viral lysate): 24.8 (18.1-
laboratory, IgG/IgM- 31.4)
sensitive laboratory,
IgG-sensitive rapid Other related outcomes: NR
screening, [gG-sensitive
supplemental, and Adverse events: NR
Western blot (viral
lysate).
Comments: The
accuracy of the window
periods depends on the
accuracy of the estimate
of the simulated eclipse
periods.
Author: Do” Population: Intervention group: n> 1 Outcome definitions: HIV-related outcomes:
N=57 ¢ ART regimen: Zidovudine Occupational HIV Seroconversion.: Of eight HCP with

occupationally acquired HIV infection
who received PEP, one initiated
prophylaxis 192 hours after exposure.
The remaining seven initiated 30 minutes
to 8 hours after exposure.

Other related outcomes: NR

Adverse events: NR
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Population and

AIDS among HCP,
focusing on those
with documented
occupationally
acquired HIV
infection.

Limitations: no
major

occupationally
acquired infection.

Exclusion criteria:
NR

Exposure assignment or
ascertainment: Data from the
HIV/AIDS Reporting System and
the National Surveillance for
Occupationally Acquired HIV
Infection

exposure. This also
included individuals
infected with HIV
strains shown to be
related to the
occupational source
through DNA
sequencing techniques.

Case ascertainment:
Data from the
HIV/AIDS Reporting
System and the National
Surveillance for
Occupationally
Acquired HIV Infection

Sampling methods: NR

Diagnostic tests:
Serologic testing

Comments: None

Study setting Intervention Definitions Results
surveillance data on | who were determined initiation: 30 minutes — 8 for HIV antibodies
HIV infection and to have possible hours within 1 year of the

Author: Gantner”!
Year: 2020

Data extractor:
CNS

Reviewer: DOS

Population:
N=1,570

Setting: 23 HIV
infection care centers
involved in PEP
prescription

Intervention group: n =704
e ART regimen:
TDF/FTC+DTG

Control group: n = 866
e ART regimen:
TDF/FTC+RAL

Outcome definitions:
Early discontinuation:
PEP discontinuation
<20 days after initiation
of PEP regimen
(reported
discontinuations and
losses to follow-up)

HIV-related outcomes:
Seroconversion:

e Intervention: 0/704
e Control: 0/866

Other related outcomes:
Early discontinuation:
e Intervention: 87.2%
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Study objective: To
identify predictors of
PEP completion,
including PEP
regimen, in the

Dat’ AIDS
prevention cohort.

Limitations: no
major

Matching: None

Inclusion criteria:
HIV-noninfected
individuals evaluated
for PEP after sexual
risk behavior from the
Dat’ AIDS prevention
cohort and gave
written consent.

Exclusion criteria:
NR

receiving PEP

Sampling methods:
NR

Diagnostic tests: NR

Comments: None

Study setting Intervention Definitions Results

Location: France Exposure assignment or ¢ Control: 96.4%
KQ(s): 1 ascertainment: PEP regimen Case ascertainment:

Study dates: 2004 — | was determined by electronic HIV test performed at Adverse events: NR
Study design: 2017 medical records baseline and weeks 8
Cohort and 16 for individuals

Author: Gantner®!
Year: 2015

Data extractor:
CNS

Reviewer: DOS
KQ(s): 5

Study design:
Retrospective cohort

Study objective: To
identify predictors of
HIV-testing follow-
up completion

Population:

N = 602 patients with
646 sexual exposures
to HIV

Setting: University
hospital and HIV-
infection care center
Location: France
Study dates: January
2009 — December
2013

Matching: NA

Intervention group: n = 602

patients with 646 sexual

exposures

o ART regimen: 507/646 (78%)
Lamivudine/zidovudine
(150/300mg twice a day) for
28 days plus nevirapine for
the first 4 days only (200mg
once daily)

e HIV test used: 4™ generation
ELISA combined antigen-
antibody laboratory assay

Control group: n=NA
¢ ART regimen: NA
e HIV test used: NA

Outcome definitions:
Seroconversion: HIV
positive test result at
week 8 or 16 for
patients taking nPEP or
week 6 for patients not
taking nPEP

Follow-up completion:
HIV testing performed
at baseline and weeks 8
and 16 for patients
taking nPEP and
baseline and week 6 for
patients not taking nPEP

HIV-related outcomes:
Seroconversion: No documented nPEP
failure was identified. However, 5/217
(2.3%) MSM nPEP recipients for
unprotected anal receptive intercourse
subsequently seroconverted to HIV more
than 6 months after nPEP. None of the
five MSM achieved follow-up
completion of HIV testing at weeks 8 and
16. Three of the five MSM presented
more than once for nPEP evaluation,
indicating ongoing risk behaviors.

Other related outcomes:
Follow-up completion: HIV-testing
follow up completion rate was 30%.
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Study

Population and
setting

Intervention

Definitions

Results

among patients
demanding nPEP, to
determine trends in

Inclusion criteria:
Patients evaluated

Exposure assignment or
ascertainment: Electronic

Case ascertainment:
HIV-testing performed
at baseline and weeks8

Adverse events: NR

the sexual after sexual exposure | medical files and 16 for patients
exposures/condom to HIV. taking nPEP or baseline
use, and to describe and week 6 for patients
the nPEP experience. | Exclusion criteria: not taking nPEP
NR

Limitations: Sampling methods: NR
¢ Confounding (PEP

use, compliance) Diagnostic tests: 4"
o Sampling bias generation ELISA

(attrition, missing combined antigen-

follow-up antibody laboratory

information) assay

Comments: None

Author: Population: Intervention group: n =42 Outcome definitions: HIV-related outcomes:
Grzeszczuk®’ N =52 couples HIV-negative patients with HIV- | Seroconversion: HIV Seroconversion: During one year

Year: 2017

Data extractor:
CNS

Reviewer: DOS
KQ(s): 4

Study design:
Cohort

Study objective: To
analyze
epidemiological

Setting: HIV out-
patient clinic of a
hospital for infectious
diseases

Location: Poland

Study dates: 2014 —
NR (1 year period)

Matching: None
Inclusion criteria:

Consecutive HIV
positive persons

positive partners with viral load

<50 copies/ml

e ART regimen: NR

e Viral load of source patient:
HIV RNA <50 copies/ml

Control group: n =10 HIV-

negative patients with HIV-

positive partners with viral load

>50 copies/ml

e ART regimen: NR

e Viral load of source patient:
HIV RNA >50 copies/ml

transmission

Case ascertainment:
Medical files

Sampling methods: NR
Diagnostic tests: NR

Comments: None

of observation, 18 (35%) patients had
detectable HIV RNA, which ranged from
61 to 182 292 copies/ml (median: 15 037
copies/ml). No seroconversions were
reported in medical files, but only half of
HIV negative partners were tested
regularly.

Other related outcomes: NR

Adverse events: NR
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Population and

couples and to
observe current
attitudes towards
safe sex, procreation,
and efficacy

of treatment.

Limitations: no

Exclusion criteria:
NR

Study setting Intervention Definitions Results
characteristics attending the clinic in | Exposure assignment or

of HIV 2014 and their HIV ascertainment: Data obtained

serodiscordant negative partners from medical files

Year: 2013

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Study design:
Cohort

Study objective: To
evaluate needlestick
injuries (NSIs)
reported to accident
insurance doctors
and to establish their
frequency, in order
to obtain an
overview of the

51/449 (11.4%) index
patients were HIV-
positive

Setting: Tertiary-care
university hospital

Location: Germany

Study dates: Mid-
October 2010 — mid-
April 2012

Matching: None

Inclusion criteria:
HCP with a NSI,
defined as puncture
wounds, cuts, or
scratches inflicted by
medical instruments

source patients with an

undetectable viral load of <20

copies/mL

e ART regimen: NR

e Viral load of source
patient: 16/19 (84.2%) had
<20 copies/mL

Control group: n>3

HCP exposed to HIV-positive

source patients with a viral load

of >20 copies/mL

e ART regimen: NR

e Viral load of source
patient: 3/19 (15.8%) had
>20 copies/mL (up to
7,360,000 copies/mL)

Exposure assignment or
ascertainment: Based on
accident insurance doctors’

positive for HIV on day
14 or after day 28

Case ascertainment:
HCP receiving PEP
were followed up on
day 14 and after day 28

Sampling methods:
Blood sample

Diagnostic tests:
Serological anti-HIV
testing

Comments: HIV
regimens included a
daily dose of tenofovir
300mg/emtricitabine
200mg and lopinavir
800mg/ritonavir 200mg

major
Author: Population: N=519 | Intervention group: n=>16 Outcome definitions: HIV-related outcomes:
Himmelreich®? HCP exposed to HIV-positive Seroconversion: Testing | Seroconversion: No transmission of

infection occurred during the follow-up
period.

Other related outcomes: NR

Adverse events: NR
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Population and

factors in the disease
burden resulting
from NSIs.

Limitations:
Confounding due to
PEP use

lancets, scalpels, etc.)
that may be
contaminated with a
patient’s blood/other
bodily fluids or
contact of blood with
nonintact skin and
contact with mucous
membranes, reported
to accident insurance
doctors.

Exclusion criteria:
NR

administered to those

where the source patient
had HIV resistance or if

the drug combination
was intolerable.

Study setting Intervention Definitions Results
infection-related and | intended for cutting or | reports and occupational follow- | for 28 days. Another
epidemiological puncturing (cannulae, | up examinations antiviral therapy was

Author: Kordy®?
Year: 2017

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Study design:
Cohort

Study objective: To
retrospectively
analyze the
epidemiology,
management and
outcome of children

Population: N = 66
Setting: Community
Location: Canada

Study dates: January
2001 — December
2014

Matching: None

Inclusion criteria:
Children <19 years
old with a
community-associated
needlestick injury or
exposures to other
objects potentially
contaminated with

Intervention group: n >4
Children with known source
whose viral load <50 copies/mL
e ART regimen: 2 were on 4
weeks of zidovudine,
lamivudine, and lopinavir/r; 1
declined treatment; and 1
discontinued PEP within 24
hours after risk assessment
e Viral load of source
patients: <50 copies/mL

Control group: n>2

Children with known source

whose viral load >50 copies/mL

e ART regimen: 1 was on 6
weeks of zidovudine,
lamivudine, and 4 weeks of

Outcome definitions:
Seroconversion: HIV
positive at 6 weeks, 3
months, or 6 months
follow-up

Case ascertainment:
HIV test results were

ascertained through the

microbiology
laboratory

Sampling methods:
NR

Diagnostic tests:
Serology test

Comments: None

HIV-related outcomes:
Seroconversion: None of the children
who completed follow-up seroconverted.
One child exposed to source patient with
viral load <50 was lost to follow-up and
HIV status is unknown.

Other related outcomes:
Adherence:

e Intervention: 2/2 (100%)
e Control: 1/1 (100%)

Adverse events: NR
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Population and

with potential risk of
blood-borne
pathogen
transmission in the
Greater

Toronto Area.

Limitations:

e Confounding due
to PEP use

Selection bias due to

loss to follow-up

Exclusion criteria:
Sexual and hospital
inpatient exposures.

patients: >50 copies/mL (up
to 1600 copies/mL)

Exposure assignment or
ascertainment: Patients were
identified by reviewing all
medical records of those who had
HIV tests submitted through the
microbiology laboratory.

Study setting Intervention Definitions Results
following body fluids that can nevirapine; and 1 was not

community contain blood-borne given ART

exposures associated | pathogens. e Viral load of source

Author: Kumar”
Year: 2017

Data extractor:
CNS

Reviewer: DOS

KQ(s): 1

Study design:
Cohort study

Study objective: To
compare two, three,
and four-drug
regimens, and their
associated patient

Population:
N=19

Setting: Hospital
Location: Canada

Study dates: January
1, 2013 — December
31,2015

Matching: None

Inclusion criteria:
All consecutive
patients seen by the
Sexual Assault and
Partner Abuse Care
Program nurses who

Intervention group: n =6
Participants received a four-drug
PEP regimen at their initial
presentation and were given a 28-
day intervention regimen upon
their first follow-up visit (3-7
days later). Follow up was
scheduled frequently thereafter to
dispense HIV PEP in 1-2 week
quantities.

e ART regimen:
Emtricitabine/Tenofovir
+Dolutegravir

Control group: n=13
Participants received a four-drug
PEP regimen at their initial
presentation and were given a 28-
day control regimen upon their

Outcome definitions:
Seroconversion: HIV
positive test at follow-
up testing

Case ascertainment:
HIV serology testing at
initial visit, 3 weeks,
and 3 months. Follow
up data was obtained
from nursing notes and
documentation, as well
as medical records.

Sampling methods:
NR

Diagnostic tests: HIV
serology testing

HIV-related outcomes:
Seroconversion among those accepting
PEP at 3 months and later:

e Intervention: 0/6

e Control: 0/13

Other related outcomes: NR

Adverse events: NR
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e Confounding
(compliance with
PEP)

Patients with a history
of IV drug use, men
who have sex with
men,
immunocompromised
patients, patients who
are already HIV
positive or already
taking HIV PEP at the
time of presentation,
patients who were
seen for isolated
physical assault
without a sexual
component, patients
whose initial
assessment for PEP
was done at another
institution, and
patients seen in 2014.

e ART regimen:
Emtricitabine/Tenofovir
+Raltegravir

Exposure assignment or
ascertainment: Medical records

Study setting Intervention Definitions Results
outcomes at the accepted a PEP drug first follow-up visit (3-7 days
clinic. regimen. later). Follow up was scheduled Comments: None
frequently thereafter to dispense
Limitations: Exclusion criteria: HIV PEP in 1-2 week quantities.

Author: Lunding®
Year: 2010

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Population: N =374

Setting: 8 infectious
disease clinics that
treat HIV patients

Location: Denmark

Study dates: 1998 —
2006

Intervention group: n > 51

Patients exposed to source patient

known to be HIV-positive with

viral load <50 copies/mL

¢ ART regimen: 3 drug
regimens of 2 NRTI’s and 1
Pl/boosted PI for 4 weeks,
which included zidovudine +
lamivudine +
lopinavir/ritonavir,

Outcome definitions:

Seroconversion: HIV
positive at 3- and 6-
months follow-up

Case ascertainment:
Danish PEP registry
data

HIV-related outcomes:
Seroconversion:
e at 3 months: 1/374 (0.3%)

o seroconversion attributed by authors
to repeated exposures during and
after completion of PEP.

e at 6 months: 0/374
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Study objective: To
describe the
incidence of the
indications for, and
the compliance with,
PEP use after sexual
exposure to HIV in
Denmark from the
introduction in 1998
up till 2006.

Limitations:
e Sampling bias
(attrition)

Inclusion criteria:
All cases of PEP after
blood or sexual
exposure to HIV.

Exclusion criteria:
NR

lamivudine + efavirenz,
zidovudine + lamivudine +
nelfinavir, or other regimens.
Treatments were
individualized in case of
knowledge of resistance in
the source patient of adverse
events.

Viral load of source
patient: 51/221 (23.1%) had
<50 copies/mL; data was
missing for 124/221 (56.1%)

Control group: n > 46

Patients exposed to source patient
known to be HIV-positive with
viral load >50 copies/mL

ART regimen: 3 drug
regimens of 2 NRTI’s and 1
Pl/boosted PI for 4 weeks,
which included zidovudine +
lamivudine +
lopinavir/ritonavir,
zidovudine + lamivudine +
indinavir, zidovudine +
lamivudine + efavirenz,
zidovudine + lamivudine +
nelfinavir, or other regimens.
Treatments were
individualized in case of
knowledge of resistance in
the source patient of adverse
events.

Diagnostic tests: NR

Comments: None

Study setting Intervention Definitions Results
Study design: Matching: None zidovudine + lamivudine + Sampling methods: Other related outcomes:
Cohort indinavir, zidovudine + NR Complied with HIV testing:

e after 3 months: 191/374 (51%)
e after 6 months: 75/374 (20%)

Adherence:

Completed: 244/374 (65%)
Interrupted” 35/374 (9%)
Missing data: 95/375 (25%).

Adverse events: NR
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Study

Population and
setting

Intervention

Definitions

Results

e Viral load of source
patient: 46/221 (20.8%) had
>50 copies/mL; data was
missing for 124/221
(56.1%)

Exposure assignment or
ascertainment: Danish PEP
registry data from structured
questionnaires or medical records

Author: Mayer”
Year: 2022

Data extractor:
CNS

Reviewer: DOS
KQ(s): 1

Study design:
Cohort study

Study objective:
Open-label phase IV
study to test the
safety, tolerability,
and acceptability of
the fixed dose
combination of
Bictegravir,
emtricitabine, and
tenofovir
alafenamide

Population:
N=152

Setting: Community
health center

Location:
Massachusetts, U.S.

Study dates:
Intervention group:
August 2018 — March
2020

Control group: March
2008 — March 2010

Matching: None

Inclusion criteria:
Intervention group:
Participants who

believed they were
recently exposed to
HIV were recruited

Intervention group: n =52
August 2018 — March 2020

e ART regimen:
BIC/FTC/TAF taken as one pill
daily for 28 days

Control group: n =100
Earlier phase IV study, March
2008 — March 2010

¢ ART regimen: Raltegravir
plus emtricitabine/tenofovir
(TDF/FTC/RAL)

Exposure assignment or
ascertainment: Those in the
intervention group were recruited
for this phase IV study. Those in
the control group were recruited
for a previously conducted phase
IV study.

Outcome definitions:
Seroconversion: A
positive HIV antibody
test at 4 weeks or 3
months post-initiation of
a PEP regimen

Completed regimen as
prescribed: Completed
regimen without
modification as
determined by pill count
and self-report

Stopped or modified
regimen: NR

Lost to follow-up: NR

Adverse events:
Participants were asked
to contact site staff in
the event they
experienced any adverse
events of concern and/or

HIV-related outcomes:
Seroconversion: None of the participants
tested at four weeks and interviewed at
three months became HIV-positive

Other related outcomes:
Adherence: Grade 2 fatigue was
associated with early drug regimen
discontinuation

Completed regimen as prescribed:
e Intervention: 90.4%

e Control: 57.0%

e p<0.01

Stopped or modified regimen:
e Intervention: 0.0%

e Control: 28.0%

e p<0.001

Lost to follow-up:

e Intervention: 9.6%
e Control: 15.0%

e p> 0.05
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Study

Population and
setting

Intervention

Definitions

Results

(BIC/FTC/TAF) as
PEP for individuals
who may have been
exposed to HIV
when they engaged
in condomless
intercourse.

Limitations: no
major

through referrals from
primary care
providers and a hot
line in a community
health center
specializing in HIV
and PEP care, and via
self-referral after an
online and in-person
community education
campaign. Eligible
participants needed
to present for PEP
within 72 hours of a
high-risk exposure,
consent to the trial,
and consent to
prospective
monitoring over a
three-month period.

Control group:
Participants recruited
in a previously
conducted phase IV
study from March
2008-March 2010.

Exclusion criteria:
Individuals found to
have acute HIV by a
trained clinician or
prior HIV infection

those that would lead
them to discontinue the

medication. Side effects

and regimen
acceptability
information were self-
reported using a
standardized interview
guide.

Case ascertainment:
Testing was completed
at baseline, 4 weeks,
and 3 months.

Sampling methods:
NR

Diagnostic tests: HIV
rapid test, fourth
generation antigen-
antibody assay

Comments: None

Adverse events:
Diarrhea/loose stool:

e Intervention: 7.7%
e Control: 21.0%

e p<0.05

Fatigue:

e Intervention: 9.6%
e Control: 14%

e p>0.05

Nausea/vomiting:

e Intervention: 15.4%
e Control: 27.0%

e p>0.05

Headache:

e Intervention: 1.9%
e Control: 15.0%

e p<0.01

Dizziness/lightheadedness:
e Intervention: 0.0%

e Control: 10.0%

e p<0.01

Myalgia/arthralgia:

e Intervention: 1.9%
e Control: 8.0%

e p> 0.05

Creatinine clearance decreases were
detected in 7 (13.5%) of the samples,
with 4 of them being grade 2. Grade 1
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Study setting Intervention Definitions Results
using an HIV rapid elevated transaminases were seen in 2
test. (3.8%) participants. Each of these

laboratory abnormalities were
asymptomatic and resolved after the PEP
regimen was completed on day 28.

Other adverse events that were reported
by

one participant each that could have been
related to the drug regimen included:
headache, myalgias/arthralgias, rectal
irritation, flatulence, forearm rash, dry
mouth, nightmares, dysuria, and
gastroenteritis.

Author: McCarty’®
Year: 2011

Data extractor:
DOS

Reviewer: CNS
KQ(s): 3

Study design:
Cohort

Study objective: To
assess the seven-year
experience of PEP
following sexual
exposure in a
regional center.

Population: N =72
Setting: Hospital
Location: UK

Study dates: January
2003 — August 2009

Matching: None

Inclusion criteria:
All patient who
received PEP
following sexual
exposure from
genitourinary
medicine and accident
& emergency
departments.

Intervention group: n = NR

(8%)

¢ ART regimen: NR

¢ Interval between HIV
exposure and PEP
initiation: >72 hours

Control group: n = NR (92%)

¢ ART regimen: NR

¢ Interval between HIV
exposure and PEP
initiation: <72 hours

Exposure assignment or
ascertainment: Clinic
documentation and pharmacy
records

Outcome definitions:
Seroconversion:
Positive serology for
HIV at three or six
months

Case ascertainment:
Patients attended for
repeat serology at three
and six months; patients
attended subsequent
genitourinary medicine
appointments

Sampling methods: NR

Diagnostic tests:
Serology

Comments: None

HIV-related outcomes:

Seroconversion: No seroconversions took
place among patients, however only
25/72 (35%) patients attended for repeat
serology at three months and only 18/72
(25%) attended at six months. A further
eight patients tested negative for HIV at
subsequent genitourinary medicine
attendances.

Other related outcomes:

Only 50/72 (69%) patients attended
follow-up after commencing PEP
treatment.

PEP completion: 46/50 (92%)

All four patients who did not complete
treatment were due to re-evaluation of
risk and not a result of poor tolerability.

Adverse events: NR
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Study

Population and
setting

Intervention

Definitions

Results

Limitations: high
attrition

Exclusion criteria:
Patients who were
offered PEP following
sexual exposure and
declined.

Author:; Nerad®
Year: 2001

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Study design: Case
report

Study objective: To
report a case of
hypercholesterolemia
that occurred 2
weeks after the start
of highly active
antiretroviral therapy
(HAART) following
a needlestick
exposure to HIV in
an HIV-negative
health care worker
who was receiving
thyroid replacement
therapy.

Population: N=1
Setting: NR

Location: Illinois,
U.S.

Study dates: NR
Matching: NA

Inclusion criteria: A
44-year-old female
HCP who sustained a
needlestick to her left
forefinger from an
HIV positive patient.

Exclusion criteria:
NR

Intervention group: n=1

The source patient had a CD4

count of 176 cells/ mm® (16%), a

rapid plasma reagin titer of 1:8,

and presence of antibody to

hepatitis B virus (surface IgG,
core IgG) and hepatitis C virus.

e ART regimen: A four-week
course of zidovudine (300
mg orally q12h) and
lamivudine (150 mg orally
q12h), indinavir (800 mg
orally q8h). The indinavir
was replaced after two weeks
by nelfinavir (1250 mg orally
ql2h).

e Viral load of source
patient: 176 RNA
copies/mm3

Control group: n=NA

e ART regimen: NA

e Viral load of source
patient: NA

Exposure assignment or
ascertainment: Laboratory test
results for virus load

Outcome definitions:
Seroconversion: HIV
positive test at one year
follow-up

Case ascertainment:
HCP was tested at one
year follow-up

Sampling methods:
NR

Diagnostic tests: NR

Comments: None

HIV-related outcomes:
Seroconversion: At 1 year of follow-up,
results of tests for rapid plasma reagin
titer and HIV and hepatitis C infection
remain negative.

Other related outcomes:
Adherence: HCP completed the 28-day
regimen

Adverse events: NR
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Study

Population and
setting

Intervention

Definitions

Results

Limitations: no
major

Author: O’Byrne®
Year: 2018

Data extractor:
CNS

Reviewer: DOS

KQ(s): 5

Study design:
Cohort

Study objective: To
highlight the
characteristics of
patients diagnosed
with HIV and
determine what the
data about these
characteristics
suggested when
compared to
guidelines about
PEP, preexposure
prophylaxis (PrEP),
and HIV testing.

Limitations: no
major

Population: N=112
Setting: Two STI
clinics

Location: Canada

Study dates:
September 5, 2013 —
September 4, 2016

Matching: NA

Inclusion criteria:
All patients who
sought PEP

Exclusion criteria:
NR

Intervention group: n=112

If a patient presented for PEP or

was identified as eligible for PEP

by clinic staff, the PEP nurse was
paged and assumed care. This
nurse ensured that the potential
exposure occurred within the
preceding 72 hours, was of
significant risk (by risk of
transmission and possibility of
sero-discordance), and that the
patient was likely uninfected with

HIV.

o ART regimen: 72/112 (64.3%)
One daily fixed-dose single
tablet of emtricitabine
200mg/tenofovir DF 300mg
plus raltegravir 400mg twice
daily for 3-6 days with a
possible PEP prescription to
complete a 28-day course

e HIV test used: Fourth-
generation antigen/antibody
combo assay

Control group: n=NA
e ART regimen: NA
e HIV test used: NA

Outcome definitions:
Seroconversion: HIV
positive test result by
fourth-generation assay
after baseline

Adherence: Self-
reported PEP
completion

Case ascertainment:
HIV testing was
recommended at 6
weeks and 4 months
after competing PEP.
Follow-up test results
were available in patient
medical files. For
patients who were
ineligible for PEP, HIV
testing and HIV status
were checked using
patient medical files and
the Integrated Public
Health Information
System database for
reportable STIs, but
patients outside Ontario
or using an anonymous
test code could not be
verified in the database.

HIV-related outcomes:

Seroconversion: Five HIV
seroconversions occurred within 12
months of PEP use. Four of these patients
had a negative HIV test result at routine
follow-up four months after completing
PEP. One patient with no documented
follow-up testing was diagnosed during
routine testing about one year after taking
PEP.

No patient who requested PEP but did not
meet clinical criteria to start PEP was
later diagnosed with HIV

Other related outcomes:

Adherence: The five participants that
seroconverted within 12 months of PEP
use self-reported that they completed the
prescribed 28 days of PEP.

Adverse events: NR
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Population and
setting

Intervention

Definitions

Results

Exposure assignment or
ascertainment: Data from
patient files

Anonymous HIV test
results, negative test
results, and positive
results for participants
who emigrated from
Ontario were not
captured.

Sampling methods:
Blood

Diagnostic tests:
Fourth-generation
antigen/antibody combo
assay

Comments: None

Author: Rey”
Year: 2008

Data extractor:
DOS

Reviewer: CNS
KQ(s): 3

Study design:
Cohort

Study objective: To
characterize
physicians’
adherence to

Population:

N = 884 patients
N =910 sexual
exposures

Setting: Three AIDS
information centers

Location: France
Study dates: January
1, 2001 — December
31,2002

Matching: None

Inclusion criteria:
All individuals aged

Intervention group: n = NR

¢ ART regimen: Four-week
combination antiretroviral
therapy (cART) or double
combination therapy

e Interval between HIV
exposure and PEP
initiation: >72 hours

Control group: n =NR

¢ ART regimen: Four-week
cART or double combination
therapy

e Interval between HIV
exposure and PEP
initiation: <72 hours

Exposure assignment or
ascertainment: Retrospective

Outcome definitions:
Seroconversion:
Positive HIV test

Case ascertainment:
Individuals were invited
to come back at least
once between 2™ and 4"
subsequent weeks for
biological assessment

Sampling methods: NR
Diagnostic tests: NR

Comments: None

HIV-related outcomes:
Seroconversion.: Only one case, a 40-
year-old woman, tested positive after
completing nPEP. The patient was
consulted more than 72 hours after a
high-risk exposure.

Other related outcomes:

Treatment completion: 355/437 (81.2%)
Of the 82 individuals that discontinued
PEP, 11 did so because of clinical side
effects and two because of biological side
effects (elevated transaminases and
neutropenia).

Adverse events: NR
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prescription in
individuals sexually

exposure during a
consultation for nPEP.

Study setting Intervention Definitions Results
guidelines and 15 years or more who | data collection of information at
adherence to nPEP reported a sexual the first visit after exposure

Year: 2019

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Study design:
Cohort

Study objective: To
produce a similar
level of evidence for
transmission risk
through condomless
anal sex between
men with
suppressive ART
(defined as HIV-1
RNA viral load <200
copies per mL) to
that generated for

N =782 couples

Setting: 75 clinical
sites

Location: 14
European countries

Study dates:
September 15, 2010 —
April 30, 2018

Matching: NA

Inclusion criteria:
Gay male
serodifferent couples
(HIV-positive male on
ART and their HIV-
negative male partner)
who were aged 18
years or older and
reported having
penetrative sex with
each other without
condoms in the month

HIV-negative males who have

sex with HIV-positive male

partners with an undetectable

viral load of <200 copies/mL

e ART regimen: None

e Viral load of source
patient: <200 copies/mL

Control group: n = NA

e ART regimen: NA

e Viral load of source
patient: NA

Exposure assignment or
ascertainment: Current and
recent plasma HIV-1 RNA load
were recorded at baseline and at
each visit every 6-12 months

Seroconversion: HIV
positive antigen-
antibody test when
tested every 6-12
months

Adherence: Self-
reported adherence to
ART

Case ascertainment:
The HIV-negative
partner was tested for
HIV every 6-12 months.
If positive, sequence
testing was completed
to determine if
transmission is
phylogenetically

linked.

Sampling methods:
Plasma and blood

Diagnostic tests:
Combined HIV antigen-

exposed to HIV.
Exclusion criteria:
Limitations: no NR
major
Author: Rodger® Population: Intervention group: n = 782 Outcome definitions: HIV-related outcomes:

Seroconversion:

Couples reported having condomless anal
sex approximately 76,088 times during
eligible couple-years of follow-up. There
were 15/782 (1.9%) initially HIV-
negative partners who became HIV-1
positive during eligible follow-up, but
there were no within-couple
phylogenetically linked transmissions.
Thirteen individuals provided
information about their presumed source
of HIV infection and 10/13 (77%)
reported recent condomless sex with men
other than their study partner.

During noneligible couple-years of
follow-up with viral load >200 copies per
mL, couples reported having condomless
sex a total of 810 times with zero
phylogenetically linked transmissions.

Other related outcomes:

Adherence: For 1461/1593 (92%) eligible
couple-years of follow-up, adherence was
>90% according to the HIV-positive
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Limitations: no
major

reported that they
expected to have sex
together again in the
coming months. The
HIV-positive partner
must have reported
that they expected to
remain on ART, the
HIV-negative partner
was not on PEP or
PrEP, and the HIV-1
RNA viral load in the
HIV-positive partner
was < 200 copies per
mL for the past 12
months.

Exclusion criteria:
HIV-negative partner
(or the HIV-positive
partner if the HIV-
negative partner did
not reply) reported no
condomless sex, most
recent viral load of
HIV-positive partner
>200 copies per mL,
data on sexual
behavior missing, no
viral load available in
the past year for each
day in the time period,
or no HIV test from

testing if positive

Comments: None

Study setting Intervention Definitions Results
heterosexual couples | before enrollment and antibody test with partner. It was not reported for 96/1593
in PARTNERI. during study and who subsequent sequence (6%) couple-years of follow-up.

Adverse events: NR
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Population and
setting

Intervention

Definitions

Results

the HIV-negative
partner at the end of
the time period or
later in time.

Author: Rodger®
Year: 2016

Data extractor:
DOS

Reviewer: CNS

KQ(s): 4

Study design:
Cohort

Study objective: To
follow serodifferent
partnerships that
have penetrative sex
without condoms in
which the HIV-
positive partner is
taking ART with a
plasma HIV-1 RNA
load <200 copies/mL
and to study risk of
HIV transmission
through anal and
vaginal sex in the
absence of condom
use.

Population:
N = 888 couples

Setting: 75 clinical
sites

Location: 14
European countries

Study dates:
September 2010 —
May 31,2014

Matching: None

Inclusion criteria:
HIV-positive people
older than 18 years
who were taking ART
and their HIV-
negative partner. The
partners reported
penetrative sex
without using
condoms together in
the month before
enrollment (during
which period the HIV-
negative partner was
aware of the HIV
status of the HIV-

Intervention group: n = 548

heterosexual and n = 340 MSM

participants

HIV-negative people who have

sex with HIV-positive partners

with an undetectable viral load of

<200 copies/mL

e ART regimen: None

e Viral load of source
patient: <200 copies/mL

Control group: n=NA

e ART regimen: NA

e Viral load of source
patient: NA

Exposure assignment or
ascertainment: Data on plasma
HIV-1 RNA load were recorded
through a clinical case report
form and measured according to
routine care every 6 to 12
months

Outcome definitions:
Seroconversion:
Evidence of HIV
seroconversion in HIV-
negative partner
measured every 6 to 12
months. If HIV-negative
partner found to become
HIV-positive, venous
blood sample from both
partners was used to
determine genetic
relatedness of HIV-1
pol and env sequences.

Adherence: HIV-
positive partner self-
reported adherence to
ART, rated from 0% to
100% over the previous
month.

Case ascertainment:
HIV-negative partner
was asked to test for
evidence of HIV
seroconversion every 6
to 12 months

Sampling methods: NR
for combined

HIV-related outcomes:

Seroconversion: A total of 1/548 (0.18%)
of the originally HIV-negative partners
seroconverted, but there were no
phylogenetically linked transmissions.

Other related outcomes:

Adherence >90%:

e Heterosexual men: 242/269 (93%)

e Heterosexual women: 235/279 (94%)
e MSM: 330/340 (97%)

Adverse events: NR
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period, and the
partners expected to
have sex together
again in the coming
months. The HIV-
positive partner was
expected to continue
taking ART and the
latest plasma HIV-1
RNA load was <200
copies/mL and not
dated older than 12
month.

Exclusion criteria:
HIV-negative partner
did not have HIV test,
reported use of PrEP
or PEP or did not
report condomless sex
(or none reported by
HIV-positive partner
if the HIV-negative
partner did not reply).
The latest plasma
HIV-1 RNA load in
the positive partner
was >200 copies/mL
or was not available.

sequence testing

Diagnostic tests:
Combined
antigen/antibody test
with subsequent
sequence testing if
positive

Comments: Results for
MSM reported in
Rodger 2019

Study setting Intervention Definitions Results
Limitations no positive partner) and antigen/antibody test;
major during the study venous blood sample for

Author: Shan”

Year: 2023

Population:
N =539 participants

Setting: Online

Key Question 1:
Intervention group: n =493

Outcome definitions:
Seroconversion: Self-
reported HIV
seroconversion

HIV-related outcomes:

Seroconversion: No HIV seroconversions
were observed among the 539 PEP users,
49/539 (9.1%) of whom reported
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Reviewer: CNS
KQ(s): 1,3

Study design:
Cross-sectional

Study objective: To
explore the modality
of online PEP
services provision
among Chinese
MSM and to gain
insight into the
following:
characteristics of
online PEP
recipients, uptake
and outcomes of
online PEP use, and
factors of PrEP
usage among those
seeking PEP services
through the internet.

Limitations: no
major

Study dates: January
2020 — June 2021

Matching: None

Inclusion criteria:
Participants who were
over 18 years and had
ever used PEP
services via the
‘HeHealth’ internet
medical platform and
completed an
anonymous online
questionnaire. Each IP
address was restricted
to filling out only one
questionnaire.

Exclusion criteria:
Questionnaires with
inconsistent
information or core
logic errors, and those
of participants who
completed the
questionnaires within
30 seconds or
submitted incomplete
questionnaires were
considered likely to be

1) Lamivudine, tenofovir
disoproxil fumarate, and
dolutegravir
(3TC/TDF+DTG), n =
293

2) Emtricitabine, tenofovir
disoproxil fumarate, and
dolutegravir
(FTC/TDF+DTG), n=
158

3) Emtricitabine, tenofovir
alafenamide fumarate,
and dolutegravir
(FTC/TAF+DTG), n =
42

Control group: n= 34

o ART regimen: 28-day regimen
of Emtricitabine, tenofovir
disoproxil fumarate, and
raltegravir (FTC/TDF/RAL)

Key Question 3:
Intervention group: n =2
Initiated PEP after 72 hours
¢ ART regimen: NR

Control group: n = 537
Initiated PEP within 72 hours
e ART regimen: NR

reported completion of
full 28-day course of
medication

Adverse events: ND
Case ascertainment:
Self-reported
information on HIV
status collected via
online questionnaire.
Sampling methods: NR
Diagnostic tests: NR

Comments: None

Study setting Intervention Definitions Results
Data extractor: e ART regimen: 28-day regimen continuing to engage in high-risk sexual
DOS Location: China of Adherence: Self- behaviors while using PEP.

Other related outcomes:
Adherence: 523/539 (97.0%)

Initiated PEP request >72 hours after
exposure. 2/539 (0.4%)

Adverse events: No serious adverse drug
reactions following the intake of PEP
drugs were observed for the surveyed
participants.
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information on PEP regimen
prescribed collected via online
questionnaire.

Study setting Intervention Definitions Results
untruthful or not Exposure assignment or
serious. ascertainment: Self-reported

Author: Shintani®®
Year: 2020

Data extractor:
CNS

Reviewer: DOS

KQ(s): 4

Study design: Case
series

Study objective: To
report on the
utilization and
clinical outcomes of
PEP among dental
staff after being
potentially exposed
to HIV during dental
treatment.

Limitations: no
major

Population: N =5

Setting: University
hospital

Location: Japan

Study dates: 2007 —
2018

Matching: NA

Inclusion criteria:
Cases of accidental
occupational exposure
to HIV that had
occurred in the dental
departments.

Exclusion criteria:
NR

Intervention group: n =15

Dentists exposed to HIV-positive

source patient with viral load of

<20 copies/ml

e ART regimen: 1 dentist was
on raltegravir +
tenofovir/emtricitabine for
four weeks and 1 dentist was
on raltegravir + tenofovir
alafenamide/ emtricitabine
for four weeks

e Viral load of source
patient: 4 had viral loads of
<20 copies/ml for 6 months
or more and 1 had a viral
load of <20 copies/ml for 2
months.

Control group: n = NA

o ART regimen: NA

e Viral load of source
patient: NA

Exposure assignment or
ascertainment: Plasma HIV
viral load and period of
undetectable HIV viral load were
examined for source patients. It is
standard to measure once every

Outcome definitions:
Seroconversion: HIV-
positive test at 4 weeks
or 12 weeks after
exposure

Case ascertainment:
HCP were followed up
at 4 weeks and 12
weeks

Sampling methods:
NR

Diagnostic tests: Fourth
generation HIV Ag/Ab
combination
immunoassays

Comments: None

HIV-related outcomes:

Seroconversion: There were 0/5 (0%)
exposed HCP who seroconverted up to 12
weeks after the exposure.

Other related outcomes:
Adherence: 2/2 (100%)

Adverse events: NR
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Population and
setting

Intervention

Definitions

Results

2-3 months, however, in some
patients it is measured once a
month.

Author: Sonder®
Year: 2007

Data extractor:
DOS

Reviewer: CNS
KQ(s): 3

Study design:
Cohort

Study objective: To
evaluate trends in
HIV PEP requests
after sexual
exposure, outcome
of HIV testing of
sources, PEP
indications,
completion of PEP
courses, compliance
with and the
outcome of follow-
up HIV tests.

Limitations: no
major

Population: N = 169

Setting: Hospitals,
Municipal Health
Service

Location: The
Netherlands

Study dates: January
1, 2000 — December
31,2004

Matching: None

Inclusion criteria:
All persons requesting
PEP after sexual
possible exposure
(including rape
victims) to HIV at a
hospital who are then
referred to Municipal
Health Service for
treatment and follow-

up.

Exclusion criteria:
PEP was not
prescribed.

Intervention group: n>1 (1%)

¢ ART regimen: Standard
combination therapy includes
200 mg nevirapine as a single
dose followed by a 28-day
course of 300/150 mg
zidovudine/lamivudine twice
a day and 1,250 mg
nelfinavir twice a day

e Interval between HIV
exposure and PEP
initiation: >72 hours

Control group: n> 157 (94%)

e ART regimen: Standard
combination therapy includes
200 mg nevirapine as a single
dose followed by a 28-day
course of 300/150 mg
zidovudine/lamivudine twice
a day and 1,250 mg
nelfinavir twice a day

e Interval between HIV
exposure and PEP
initiation: <72 hours

Exposure assignment or
ascertainment: All patient data
are entered in a Municipal Health
Service database

Outcome definitions:
Seroconversion: Testing
positive for HIV at three
or six months

Case ascertainment:
Patients were followed
up at three and six
months for HIV testing
Sampling methods: NR
Diagnostic tests: NR

Comments: None

HIV-related outcomes:

Seroconversion: Among MSM, 128/151
(85%) patients were tested at three
months and 113/151 (75%) were tested at
six months; the remaining did not
comply. Everyone tested negative during
follow-up except for one MSM who
tested negative at three month and
positive at six months follow-up. The
patient reported receptive anal sexual
exposure without ejaculation with a
known HIV-positive source whose viral
load had recent been tested as
‘undetectable.” HIV PEP was started 5
hours after that exposure and the course
was completed. After being informed that
this exposure was unlikely to have cause
infection found at six months, the patient
admitted to unsafe contacts after
completing PEP course.

Other related outcomes:
PEP Completion.: 119/140 (85%)

Adverse events: NR
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Data extractor:
DOS

Reviewer: CNS

KQ(s): 5

Study design: :
Diagnostic accuracy
Study objective: To
use knowledge of the
eclipse period and
data from
commercial and
literature-reported
seroconversion
panels to calculate
the window periods
for third- and fourth-
generation HIV tests
and to provide a
table reflecting the
probability of a
negative test during
the window period
among known HIV-
infected individuals.

Limitations: no
major

Setting: Laboratory
Location: NR

Study dates: April
1981 -2010

Matching: NA

Inclusion criteria:
Publicly available
data sheets from HIV-
positive
seroconversion
reference panels that
provided a third- or
fourth-generation test
result and a PCR test
result and are
currently in use for
HIV diagnosis. Data
from manuscripts with
seroconversion data
not already included
in the publicly
available data sheets.

Exclusion criteria:
Results of rapid point-
of-care tests, assays
that did not have both
a PCR and third- or
fourth-generation test

o HIV test used: Fourth-
generation tests

Control group: n = 581 assays
e ART regimen: NR

e HIV test used: Third-
generation tests

Exposure assignment or
ascertainment: NR

positive PCR/NAAT
test to the first positive
third- or fourth-
generation test for each
panel was calculated
and added to an
estimated eclipse period
to represent number of
days from infection to
first positive third- or
fourth-generation
results.

Probability of a false-
negative: Probability of
a false-negative third-
and/or fourth-generation
EIA HIV test at various
time intervals after HIV
infection

Case ascertainment:
Each HIV-positive
seroconversion
reference panel
represented data from
one HIV-infected
individual. Manuscripts
with data not included
in reference panels

Study setting Intervention Definitions Results
Author: Taylor® Population: Intervention group: n = 660 Outcome definitions: HIV-related outcomes:

N = 1,241 assays assays Duration to detection: Duration to detection, median days
Year: 2015 e ART regimen: NR Number of days from (IQR):

e Fourth-generation tests: 18 (IQR:
16 to 24)

e Third-generation tests: 22 (IQR:
19 to 25)

Duration to detection, mean days (SD):
e Fourth-generation tests: 20.45
(7.0)
e  Third-generation tests: 25.04
(13.1)

Probability of a false-negative: The
probability of a false-negative result is
0.01 at 85 days post-exposure for third-
generation tests (99% CI: 0.002 to 0.022)
and 42 days for fourth-generation tests
(99% CI: 0.05 to 0.027).

Other related outcomes: NR

Adverse events: NR

Appendix: 2025 oPEP Guidelines

Page 59 of 76




Population and

cessation of donating
plasma, the length of
time between blood
draws resulted in the
PCR being positive on
the same day as the
antibody test, and
duplicate records.

Diagnostic tests: Third-
generation antibody and
fourth-generation
antigen/antibody

Comments: Current
fourth-generation assays
have improved since
2006.

Study setting Intervention Definitions Results
result, the assay was reported on
no longer in routine seroconversions.
use, the donor did not
seroconvert prior to Sampling methods:
Blood draw

Author: Wu”?
Year: 2021

Data extractor:
CNS

Reviewer:
ECS/DOS

KQ(s): 1

Study design:
Cohort study

Study objective: To
describe the efficacy
of nPEP through

Population:
N=112

Setting: Community/
outpatient

Location: China

Study dates:
September 2017 —
December 2019

Matching: None

Inclusion criteria:
MSM > 18 years old
who tested HIV-
negative, provided

Intervention group:
Intervention group 1, n=15
Intervention group 2, n=93
Participants who showed lab
testing reports during follow-up
visits obtained RMB 100
($14.49) for transportation.
Participants were reminded to
adhere to their regimen and
return for HIV testing through
phone calls and social media. The
first peer educator who received
the patient would accompany that
person to referral service to ART
clinics and assist doctors in
offering follow-up services
(adherence education, adverse
effect monitoring, psychological

Outcome definitions:
Seroconversion: HIV
positive test at follow-
up testing

Adverse

events: Included mild
gastrointestinal,
neurologic disorders,
and musculoskeletal
pain

Case

ascertainment: At
baseline, patients were
tested for HIV
antibodies/antigens,
complete blood count,

HIV-related outcomes:
Seroconversion:
None of the patients seroconverted.

However, one case that tested negative 6

weeks after exposure discontinued
medication two weeks later and was
confirmed positive on day 82 after

ongoing high-risk behaviors including

unprotected anal intercourse and oral
penetration.
Other related outcomes: NR

Adverse events:

e DTG-based regimens: 7/107 (6.5%)

e RAL-based regimen: AE: 1/4
(25.0%)

TDF/FTC+DTG:
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Population and
setting

Intervention

Definitions

Results

medication
adherence, follow-up
retention, and HIV
seroconversion
among men who
have sex with men
(MSM) consulting
for nPEP.

Limitations: no
major

informed consent, and
lived within the two
study cities.
Exposures that may
warrant nPEP include
having sex without
condoms (including
homosexual and
heterosexual
behaviors), sharing
needles with HIV-
infected drug users,
exposure to blood,
semen, genital
secretions, blood-
stained saliva, and
wound exudate
splashing to
eye/nose/oral
cavity/damaged
mucosa.

Exclusion criteria: If
the source is
established to be HIV
negative, if exposures
to bodily fluids do not
pose a significant risk
(tears, non-blood
stained saliva, urine,
and sweat), or if the
exposure time exceeds
72 hours.

support, follow-up testing, and
24/7 consultation).

¢ ART regimen of
intervention group 1: Tenofovir
fumarate/emtricitabine
(TDF/FTC) 300/ 200mg once
daily + dolutegravir (DTG) 50mg
once daily for 28 days

e ART regimen of
intervention group 2:
Abacavir/lamivudine/dolutegravir
(ABC/3TC/DTG) 50/600/300 mg
combination tablet once daily for
28 days

Control group: n=4
Participants who showed lab
testing reports during follow-up
visits obtained RMB 100
($14.49) for transportation.
Participants were reminded to
adhere to their regimen and
return for HIV testing through
phone calls and social media. The
first peer educator who received
the patient would accompany that
person to referral service to ART
clinics and assist doctors in
offering follow-up services
(adherence education, adverse
effect monitoring, psychological
support, follow-up testing, and
24/7 consultation).

and renal/liver function.
Follow-up testing was
completed by repeating
HIV serology at week 4,
week 6, and 3 months
after exposure.

Sampling methods:
NR

Diagnostic tests: Fourth
generation
antibody/antigen combo
assay, and participants
testing positive for HIV
were referred to the
CDC for western-blot,
CD4 count, and viral
load tests

Comments: None

e AE:2/15(13.3%)
e No AE: 13/15 (86.7%)

ABC/3TC/DTG:
e AE:5/92(5.4%)
e No AE: 87/92 (94.6%)

TDF/FTC+RAL:
o AE: 1/4(25.0%)
o No AE: 3/4 (75.0%)
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setting

Intervention

Definitions

Results

¢ ART regimen: Tenofovir
fumarate/emtricitabine
(TDF/FTC) 300/ 200mg once
daily + raltegravir (RAL) 400mg
twice daily for 28 days

Exposure assignment or
ascertainment: Participants
chose their preferred regimen and
data were extracted from clinical
records
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1.2. Assessment of Bias for Individual Studies

Figure S2. Internal Validity Assessments for individual studies across signaling prompts
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1.3. Summary of Expert Experience

A diverse panel of experts were involved in the drafting and review of the recommendations in this guideline. Table S15 below contains a
summary of workgroup and expert panel members’ experience with counseling, testing, or prescribing for healthcare worker (HCW) and patient
exposures to HIV. While the combined years of experience, and number of healthcare workers counseled would be equivalent to many case
reports, the average number of patients or HCW counseled per year of panel experience indicates the relative paucity of data there may be for
some exposures during the <100 years of combined medical experience. The rarity of these exposures supports reliance upon expert experience for
the clarification of specific recommendations. The number of HCW or patients who were counseled, tested, or treated by the workgroup and
expert panel members are identified as case reports.
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Table S16. Summary of expert experience informing the development of Good Practice Statements.

Years per expert

Question Total Years (Mean)
How many years have you been practicing in your field? 101 20.5 -
. Case Case reports per Case reports per
Population Reports expert (Mean) year of experience
How many patients or healthcare workers with exposures to HIV have you counseled or Patients: 25 5 <1
1 9
prescribed PEP? HCW: 870 174 <9
How many patients or healthcare workers have you counseled or managed who initiated Patients: 15 <8 <1
. . o
PEP >24 hours after a single exposure or missed doses? HCW: <80 <8 1-2
How many patients infected with HIV have you treated? <1,650 <330
How many patients or healthcare workers among the following populations have you prescribed the alternative Darunavir-based PEP regimens:
Patients: 0 0 0
Pregnant
HCW: 1 1 <1
Patients: 0 0 0
Moderate or Severe renal dysfunction
HCW: 1 1 <1
Patients: 0 0 0
Hepatic Impairment
HCW: 1 1 <1
Patients: 0 0 0
None of the above conditions
HCW: 2 2 <1
. . Patients: 0 0 0
How many patients or healthcare workers with exposures to HIV, that later developed
HIV infection, have you counseled or managed since PEP was made available? HCW: 5 5 <1
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J. Search Strategies

Table S17. Literature search strategies and results by database

Database

Strategy

Records
08/24/2022

Records
06/15/2023

Medline
(OVID)
1946-

Exp HIV Infections/ OR (HIV* OR human immunodeficiency virus*).ti,ab kf.
AND

exp Post-Exposure Prophylaxis/ OR (Post-exposure* OR postexposure* OR PEP OR oPEP).ti,ab.kf.
OR Exp Occupational exposure/ OR Needlestick Injuries/ OR ((occupational ADJ5 expos*) OR
(healthcare* ADJS expos*) OR (health care* ADJ5 expos*) OR (worker* ADJ5 expos*) OR
occupational hazard* OR occupational disease* OR occupational injur* OR (percutaneous ADJ5
expos*) OR (membrane ADJ5 expos*) OR needlestick injur* OR needle stick injur*).ti,ab,kf.

AND

Exp drug therapy/ OR exp Anti-Retroviral Agents/ OR Early Medical Intervention/ OR dt.fs OR
(dolutegravir OR bictegravir* OR ART OR ARV OR antiretroviral* OR anti-retroviral* OR
antiretrovirus* OR anti-retrovirus* OR DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR
Raltegravir OR Truvada OR cabotegravir* OR CAB-RPV OR administer* OR administration OR
antigen antibody test* OR ag ab test* OR breakthrough OR break-through OR (treatment ADJ5
failure*) OR (therap* ADJS failure*) OR regimen® OR medical intervention*).ti,ab,kf,hw.

Update (202208* OR 202209* OR 202210* OR 202211* OR 202212* OR 2023*).dt,ed

2275

74

Embase
(OVID)
1974-

Exp Human immunodeficiency virus infection/ OR (HIV* OR human immunodeficiency
virus*).ti,ab,kf.

AND

exp Post-Exposure Prophylaxis/ OR (Post-exposure* OR postexposure* OR PEP OR oPEP).ti,ab,kf.
OR Exp Occupational exposure/ OR Needlestick Injury/ OR ((occupational ADJ5 expos*) OR
(healthcare* ADJS expos™) OR (health care* ADJ5 expos*) OR (worker* ADJ5 expos*) OR

occupational hazard* OR occupational disease* OR occupational injur* OR (percutaneous ADJS
expos*) OR (membrane ADJ5 expos*) OR needlestick injur* OR needle stick injur*).ti,ab,kf.

AND

Exp drug therapy/ OR exp Antiretrovirus agent/ OR early intervention/ OR dt.fs OR (dolutegravir OR
bictegravir* OR ART OR ARV OR antiretroviral* OR anti-retroviral* OR antiretrovirus* OR anti-
retrovirus* OR DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR Raltegravir OR Truvada OR

2377

duplicates

=1417
unique items

169

duplicates

=127
unique items
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Database

Strategy

Records
08/24/2022

Records
06/15/2023

cabotegravir®* OR CAB-RPV OR administer* OR administration OR antigen antibody test* OR ag ab
test®* OR breakthrough OR break-through OR (treatment ADJS5 failure*) OR (therap* ADJS5 failure*)
OR regimen* OR medical intervention*).ti,ab,kf,hw.

NOT

pubmed/medline

NOT

Conference abstracts

Update (202208* OR 202209* OR 202210* OR 202211* OR 202212* OR 2023*).dc,em

Global Health

(OVID)
1910-

HIV* OR human immunodeficiency virus*
AND

(Post-exposure* OR postexposure* OR PEP OR oPEP OR (occupational ADJ5 expos*) OR
(healthcare* ADJS expos*) OR (health care* ADJ5 expos*) OR (worker* ADJ5 expos*) OR
occupational hazard* OR occupational disease®™ OR occupational injur®* OR (percutaneous ADJ5
expos*) OR (membrane ADJ5 expos*) OR needlestick injur* OR needle stick injur*).ti,ab,sh.

AND

(drug therapy OR Antiretrovirus agent OR early intervention OR dolutegravir OR bictegravir* OR
ART OR ARV OR antiretroviral* OR anti-retroviral* OR antiretrovirus* OR anti-retrovirus* OR
DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR Raltegravir OR Truvada OR cabotegravir* OR
CAB-RPV OR administer* OR administration OR antigen antibody test* OR ag ab test* OR
breakthrough OR break-through OR (treatment ADJS5 failure*) OR (therap* ADJS5 failure*) OR
regimen* OR medical intervention*).ti,ab,sh.

Update (202208* OR 202209* OR 202210* OR 202211* OR 202212* OR 2023*).up

949

duplicates

=385
unique items

56

duplicates

=38
unique items
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Database

Strategy

Records
08/24/2022

Records
06/15/2023

Cochrane
Library

[mh "HIV Infections"] OR (HIV* OR "human immunodeficiency virus*"):ti,ab
AND

[mh "Post-Exposure Prophylaxis"] OR [mh "Occupational exposure"] OR [mh "Needlestick Injuries"]
OR ("Post-exposure*" OR postexposure™ OR PEP OR oPEP OR (occupational NEAR/5 expos*) OR
(healthcare* NEAR/S expos*) OR ("health care*" NEAR/S expos*) OR (worker* NEAR/5 expos*)
OR "occupational hazard*" OR "occupational disease*" OR "occupational injur*" OR (percutaneous
NEAR/5 expos*) OR (membrane NEAR/5 expos*) OR "needlestick injur*" OR "needle stick
injur*"):ti,ab

AND

[mh "drug therapy"] OR [mh "Anti-Retroviral Agents"] OR [mh "Early Medical Intervention"] OR
(dolutegravir OR bictegravir* OR ART OR ARV OR antiretroviral* OR anti-retroviral* OR
antiretrovirus* OR anti-retrovirus* OR DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR
Raltegravir OR Truvada OR cabotegravir* OR CAB-RPV OR administer* OR administration OR
"antigen antibody test*" OR "ag ab test*" OR breakthrough OR break-through OR (treatment NEAR/5
failure*) OR (therap* NEAR/S failure*) OR regimen® OR "medical intervention*"):ti,ab

Update Limit to August 2022 -

132

duplicates

=72
unique items

4

duplicates

=3
unique items

CINAHL
(EBSCOHost)

(MH "HIV Infections+") OR (HIV* OR "human immunodeficiency virus*")
AND

(MH "Post-Exposure Prophylaxis+") OR (MH "Occupational exposure") OR (MH "Needlestick
Injuries") OR ("Post-exposure*" OR postexposure* OR PEP OR oPEP OR (occupational N5 expos™*)
OR (healthcare* N5 expos*) OR ("health care*" N5 expos*) OR (worker* N5 expos*) OR
"occupational hazard*" OR "occupational disease*" OR "occupational injur*" OR (percutaneous N5
expos*) OR (membrane N5 expos*) OR "needlestick injur*" OR "needle stick injur*")

AND

(MH "drug therapy+") OR (MH "Anti-Retroviral Agents+") OR (MH "Early Medical Intervention")
OR (dolutegravir OR bictegravir* OR ART OR ARV OR antiretroviral* OR anti-retroviral* OR
antiretrovirus* OR anti-retrovirus* OR DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR
Raltegravir OR Truvada OR cabotegravir®* OR CAB-RPV OR administer* OR administration OR
"antigen antibody test*" OR "ag ab test*" OR breakthrough OR break-through OR (treatment N5
failure*) OR (therap* N5 failure*) OR regimen* OR "medical intervention*")

376

duplicates

=284
unique items

15

duplicates

=5
unique items
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Records Records
Database Strategy 08/24/2022 06/15/2023
Exclude Medline Records
Update Limit to August 2022 -
Scopus TITLE-ABS-KEY(HIV* OR "human immunodeficiency virus*") AND TITLE-ABS-KEY("Post- 436 92
exposure*" OR postexposure* OR PEP OR oPEP OR (occupational W/5 expos*) OR (healthcare™
W/5 expos*) OR ("health care*" W/5 expos*) OR (worker* W/5 expos*) OR "occupational hazard*" |~ . o
OR "occupational disease*" OR "occupational injur*" OR (percutaneous W/5 expos*) OR (membrane duplicates duplicates
W/5 expos*) OR "needlestick injur*" OR "needle stick injur*") AND TITLE-ABS-KEY("drug 1D _33

therap*" OR dolutegravir OR bictegravir®* OR ART OR ARV OR antiretroviral* OR anti-retroviral*
OR antiretrovirus* OR anti-retrovirus* OR DTG-3TC-ABC OR DTG-3TC OR BIC-TAF-3TC OR
Raltegravir OR Truvada OR cabotegravir* OR CAB-RPV OR "antigen antibody test*" OR "ag ab
test*" OR breakthrough OR break-through OR (treatment W/5 failure*) OR (therap* W/5 failure*)
OR regimen* OR "medical intervention*") AND NOT INDEX(medline)

unique items

unique items
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