Q

o > HIV TREATMENT

ONTARIO
NETWORK

The efficacy of post-exposure prophylaxis
(PEP) for HIV

@ Questions

What is the efficacy of PEP when used for non-occupational
exposure?

What is the efficacy of PEP when used for occupational
exposure?

Are specific PEP regimens more efficacious than others?

What are key factors implicated in the efficacy or inefficacy
of PEP?

Key Take-Home Messages

PEP initiated soon after exposure can reduce the risk of HIV
seroconversion after occupational and non-occupational
exposures, provided adherence to medications is sufficient
(1-4).

Evidence suggests that individuals prescribed tenofovir-
based two- or three-drug regimens are more likely to
complete a course of PEP and have lower discontinuation
rates due to adverse events compared to zidovudine-based
regimens (5).

Guidelines from Canada and the U.S. most commonly
recommend a 28-day regimen of oral tenofovir disoproxil
fumarate /emtricitabine (300mg/200mg) once daily plus

raltegravir (400mg) twice daily for adults and adolescents as a

preferred first-line regimen for both occupational and non-
occupational PEP (1-3).

The World Health Organization makes recommendations for
PEP regimens based on differences in accessibility between
high- and low-income settings (6).
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@ Thelssue and Why It's Important

In 2016, the Public Health Agency of Canada reported that the rate
of new HIV diagnoses was the highest it had been in the last five
years (7). Combining emerging biomedical prevention interventions
with current prevention strategies may reduce new HIV infections

).

One biomedical prevention strategy is post-exposure prophylaxis
(PEP). PEP involves administering antiretroviral medications after
exposure to HIV (1-3, 6). The World Health Organization (WHO),
as well as Canadian and U.S. guidelines, recommend administering
PEP within 72 hours following exposure (1-3, 6). Exposures are often
distinguished into two types: occupational exposure to blood and/
or other body fluids that may contain HIV in work contexts such as
among health care personnel (3) and non-occupational exposure to
HIV such as sexual exposure and injection drug use (1, 2).

Completion and adherence to the prescribed PEP regimen is crucial
for effectiveness (6); however, medication costs have limited the
feasibility and acceptability of biomedical strategies like PEP in
Canada (2). Programs offering PEP have been slow to appear in the
United States as well, mainly due to a lack of awareness in both
providers and potential consumers (9). Expanding knowledge on
biomedical interventions like PEP will contribute to the current
efforts to eliminate new HIV infections (8). This review explores the
efficacy of post-exposure prophylaxis for both occupational and
non-occupational exposures to HIV, and the key factors implicated
in its efficacy.

@ What We Found
Post-exposure prophylaxis (PEP)

Ideally, evidence from a randomized controlled trial comparing
the effects of PEP with no intervention would provide the best
evidence of the efficacy of PEP. However, conducting such a trial
is neither ethical nor feasible, and none have been conducted (1).
As a result, national and international PEP guidelines have based
their recommendations on animal studies and observational
studies in humans (1-3, 6). A single case-control study, conducted
in 1997, reported the effect of occupational PEP (prescribed as
ZDV monotherapy) on HIV seroconversion (4). The study identified
risk factors for the transmission of HIV to health care workers
from the U.S., France, Italy, and the UK who had experienced
exposure to HIV-infected blood. Cases included those who had
HIV seroconversion temporarily associated with the exposure, and
no other reported exposures to HIV. Controls were HIV negative
at the time of exposure, and for at least six months after. There
was no difference in the rate at which PEP was offered to cases
or controls after controlling for HIV transmission risk. However,
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the odds of HIV seroconversion among health care workers who
had received PEP after occupational exposure was reduced by
approximately 81%, compared to those who did not receive PEP
(4). This study is considered the strongest example of the benefit
of PEP in humans (1). Evidence from more recent studies suggests
that the administration of antiretroviral medications as PEP soon
after exposure, and continued for 28 days, can reduce the risk for
acquiring HIV infection after occupational and non-occupational
exposures, provided adherence to medications is sufficient (1).

Below is a table of approved antiretroviral medications used in PEP
regimens that are discussed in this review.

Class of

antiretroviral drug

Nucleoside reverse transcriptase
inhibitors (NRTTIs)

Non-nucleoside reverse transcriptase
inhibitors (NNRTTIs)

Protease inhibitors (PIs)

Entry inhibitors (EIs)

Integrase strand transfer inhibitors
(INSTIs)

Booster drugs

Antiretroviral drug generic
name & acronym

Abacavir (ABC)

Emtricitabine (FTC)

Lamivudine (3TC)

Tenofovir disoproxil fumarate (TDF)
Zidovudine (ZDV*; AZT)

Efavirenz (EFV)
Nevirapine (NVP)
Rilpivirine (RPV)

Atazanavir (ATV)
Darunavir (DRV)
Indinavir (IDV)
Lopinavir (LPV)
Nelfinavir (NFV)

Maraviroc (MVC)

Dolutegravir (DTG)
Elvitegravir (EVG)
Raltegravir (RAL)

Cobicistat (c)
Ritonavir (r)

*this review uses ZDV as the acronym for zidovudine

The following sections, divided by exposure type and population,
summarize observational studies published between 2014 and 2019
that report HIV seroconversion outcomes among participants

receiving PEP.
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Efficacy of PEP for occupational HIV exposure
Health care workers

Four retrospective studies reported outcomes in health care
workers who had received PEP following occupational exposure to
HIV (10-13). Review periods ranged from five to 19 years. Studies
were conducted in Thailand (10), Nigeria (11), India (12), and Ghana
(13) and used two- to three-drug PEP regimens that were mainly
ZDV-based. Of the 527 total participants who received PEP in these
studies, no seroconversions occurred (10-13).

Efficacy of PEP for non-occupational HIV exposure
Mixed populations

Three studies retrospectively reviewed medical records of patients
seeking PEP (14-16). The first study found that 112 individuals (103
male; 84 men who have sex with men) sought PEP from two STI
clinics in Ottawa between 2013 and 2015 (14). All patients were
prescribed TDF/FTC (300mg/200mg) plus RAL (400mg) twice
daily for a 28-day course. Five individuals were diagnosed with HIV
within 12 months of using PEP, all of which reportedly completed
the prescribed regimen (14).

The second study found that 324 patients (266 male, 215 men who
have sex with men) were prescribed PEP at a publicly-funded HIV
clinicin Seattle between 2000 and 2010 (15). A total of 89% of patients
completed the prescribed regimen. Two cases were considered
potential PEP failures, as they tested HIV positive at two and five
months following PEP, respectively. One additional patient tested
negative at his baseline visit and at 11 days following the completion
of PEP, but tested HIV positive at five months — indicating another
potential PEP failure. The fourth case was considered unlikely to be
a PEP failure, as they tested HIV negative as late as one year after
receiving PEP (15).

The third study found that 649 individuals enrolled in the Los
Angeles LGBT Center’s PEP-LA program were prescribed a 28-day
course of once daily TDF /FTC (300mg/200mg) PEP between 2011
and 2012 (16). Seven seroconversions occurred within the study
period. Among those who seroconverted, the mean time from
exposure to first PEP medication dose was 51.5 hours (16).

An additional study evaluated a PEP pilot program (P-SQAUD) in two
community-based clinics in Los Angeles County (9). Between 2010
and 2011, PEP was offered to 267 individuals with sexual exposure
to HIV. Participants were mainly men who have sex with men (84%)
and most had been prescribed TDF /FTC-based two- or three-drug
regimens (90%). Seven seroconversions were reported. Of these,
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six had had ongoing sexual exposure. One reported no subsequent
re-exposure. Four of the seven participants who seroconverted
initiated PEP more than 48 hours after initial HIV exposure (9).

Men who have sex with men

One study retrospectively reviewed electronic case-notes of men
who have sex with men prescribed PEP in 2013 at a sexual health
service in London, UK (17). The specific PEP regimen was not
recorded. During this period 530 individuals received PEP. Of them,
183 received more than one course. The number of seroconversions
was 57, resulting in an HIV incidence of 7.6 per 100 person-years.
Of those who seroconverted, 40 individuals had negative HIV
tests following their PEP course, and prior to diagnosis. Another
five received a positive diagnosis more than two months following
their initiation of PEP. It was not possible to rule out PEP failure
in the remaining 12 individuals. However, study authors concluded
that PEP failure was unlikely given ongoing sexual risk behaviours
in this group. They concluded that men who have sex with men
who access repeat PEP may also be candidates for pre-exposure
prophylaxis (17).

Another study examined risk factors associated with HIV
acquisition among men who have sex with men who presented
for PEP at a large community centre in Boston between 1997 and
2013 (18). During this time period, 894 patients (including 788 men
who have sex with men) were prescribed 1,244 courses of PEP. Of
these, 39 seroconversions occurred, all of which were men who
have sex with men. This resulted in an HIV incidence of 2.2 cases
per 100 person-years within this population. Repeated use of PEP
was not associated with incident HIV infection. All seroconversions
occurred greater than 90 days after initially presenting for PEP
(35 of which occurred greater than 180 days after PEP). Three of
the remaining four individuals reported completing the 28-day
regimen, but adherence or ongoing sexual risk behavior were not
reported (18).

Infants exposed to HIV

Two retrospective studies reviewed outcomes following PEP
administered to infants born to HIV-positive mothers (19, 20).
The first study reviewed case notes of 79 infants receiving care in
Brighton, UK between 2003 and 2014 (19). Seventy-eight percent of
infants received PEP, of which 88% received ZDV and 12% received
a combination of antiretroviral medications. One seroconversion
occurred. Both mother and infant received care in accordance with
guidelines, including neonatal PEP within 4 hours (19).

The second study reviewed the rate of mother-to-child transmission
of HIV in exposed infants at a tertiary hospital in Nigeria between
2011and 2014 (20). Out of 699 infants (599 of which received PEP; 554
NVP and 45 ZDV for 6 weeks), 22 seroconversions occurred. Analysis
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showed that PEP use by infants was independently associated with
a reduction in HIV transmission rate (20).

Sexual assault survivors

Two retrospective studies explored outcomes related to PEP
administration following sexual assault (21, 22). One study reviewed
hospital charts of survivors of sexual violence attending the Gender
Based Violence Recovery Center between 2009 and 2012 in Nairobi,
Kenya (21). Survivors were mainly female, and 16% were children
under 10 years old. Of 385 survivors, 207 initiated PEP (ZDV/3TC
plus LPV/r). Only 70 completed the full 28-day course and 21
returned for a three-month follow up. No seroconversions were
reported among those who came for a repeat HIV test (21).

The second study reviewed forensic clinical examinations carried
out by the Hamburg Department of Legal Medicine following
incidents of sexual violence from 2009 to 2016 in Germany (22).
The study reviewed 1,218 cases of sexual violence (96% female)
and PEP (TDF /FTC plus RAL) was prescribed in 223 cases. Only 39
victims returned for follow-up testing after at least 6 weeks. No
seroconversions occurred in any of these cases (22).

Blood transfusion

One case report was found of a 12-year-old girl in Saudi Arabia with
sickle-cell disease who had inadvertently received a transfusion
with HIV-infected packed red blood cells (23). The donor had not
been receiving antiretroviral therapy. A 13-week PEP regimen of
TDF /FTC plus DRV/r (later changed to LPV) and RAL was started
approximately 24 hours later. No HIV was detected in her blood
eight months after the exposure, strongly suggesting that PEP had
successfully prevented HIV acquisition (23).

PEP regimens

The following sections describe studies that assess the safety,
tolerability, and/or effectiveness of different PEP regimens.
Guideline recommendations for PEP regimens are also outlined.

Adults and adolescents

A 2015 systematic review assessed the safety and efficacy of two-
and three-drug antiretroviral regimens (the majority of which were
TDF- or ZDV-based) for PEP after occupational or non-occupational
exposures to HIV (5). Overall, PEP HIV seroconversion was rare,
however an association between PEP efficacy and regimen could not
be determined. Among studies assessing two-drug regimens, PEP
completion rates were significantly higher for TDF-based regimens
(78.4%) compared to ZDV-based regimens (58.8%). The pooled
proportion of PEP discontinuation due to adverse events was also
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significantly lower for TDF-based regimens (0.3%) compared to
ZDV-based regimens (3.2%). Among studies examining three-drug
regimens (including seven different drug combinations), pooled
completion rates were highest for TDF/FTC plus DRV/r (93.9%)
and lowest for ZDV/3TC plus LPV/r (59.1%). Discontinuations were
lowest for TDF /FTC plus RAL (1.9%) and highest for ZDV/3TC plus
ATV/r (21.2%). Authors supported the use of co-formulated TDF
with either 3TC or FTC as the two-drug backbone for PEP. They
concluded that this combination may improve PEP completion rates,
produce fewer treatment discontinuations, and result in fewer new
HIV infections compared to ZDV-based regimens. As for the third
drug, authors concluded that this should depend on short-term
tolerability, cost, availability, and possible risk of transmitted drug
resistance. In the context of high-income settings, they supported
the use of TDF /FTC plus RAL (5).

An additional 13 studies, published between 2015 and 2019, assessed
the safety and tolerability of different PEP regimens in adults.
Studies were conducted in Australia (24, 25), France (26, 27), the
UK (28, 29), Germany (30), Spain (31-33), the U.S. (34), Canada (35),
and Denmark (36). Four of these were open-label, single-arm, non-
randomized studies that assessed the safety and tolerability of a
single PEP regimen containing TDF/FTC (24-27). Two of these
studies assessed men who have sex with men only (24, 25). Drug
regimens examined were as follows: TDF/FTC (300mg/200mg
daily) plus DTG (50mg daily) (24); co-formulated TDF/FTC
(245mg /150mg) with EVG/c (200mg /150mg) as a single tablet daily
regimen (26); and co-formulated TDF/FTC (300mg/200mg) plus
RPV (25mg) as a single tablet daily regimen (25, 27). These studies
reported high tolerability as well as high adherence and completion
rates; furthermore, no seroconversions were reported in these four
studies (24-27).

One case control and five open-label randomized trials assessed
the tolerability, safety, completion, or number of seroconversions
associated with 28-day PEP regimens (28-33). All studies compared
regimens containing daily TDF/FTC plus LPV/r twice daily (in
varying dosages) with another 28-day TDF /FTC-based three-drug
regimen (28-33). The majority of participants in these studies were
men who have sex with men. The third drug used in comparison
regimens included RAL (400mg twice daily) (28, 33), or MVC (300mg
twice daily) (29, 32), or DRV/r (800mg/100mg daily)(30), or EVG/c
(150mg/150mg) (combined with TDF/FTC [245mg/200mg] as a
combination single tablet daily regimen) (31). Compared with TDF/
FTC plus LPV/r regimens, alternative drugs had greater completion
rates (30-32), fewer side-effects or adverse events (28-33), less
drug-drug interactions (28), and higher adherence rates (31, 33).
Authors concluded that these were well-tolerated alternatives for
first-line PEP. While no HIV seroconversions were observed among
participants completing follow-up in four of these studies (28-30,
32), one participant seroconverted at 90-day follow-up in each of
the remaining two studies (31, 33). One of these participants had
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received TDF /FTC plus EVG/c (31), while the other had received
TDF/FTC plus RAL (33). Both participants had reported multiple
high-risk exposures before and after PEP use (31, 33).

Two studies compared three or more PEP regimens (34, 35). The
first study was a small case-control study that compared the
tolerability of a single daily tablet containing TDF /FTC plus EVG/c
compared to daily TDF/FTC plus twice daily RAL or twice daily
ZDV/3TC and a protease inhibitor (34). Authors concluded that the
combination TDF /FTC plus EVG/c was safe and well-tolerated for
PEP, with higher regimen completion rates than more frequently
dosed PEP regimens. No participants seroconverted (34). The
second was a prospective cohort study that reported the incidence
of PEP failures among patients at a Montreal clinic receiving PEP
after sexual exposure between 2000 and 2014 (35). A total of 2,731
patients received PEP, of which 74% received TDF /FTC plus LPV /T,
10% received ZDV/3TC plus LPV/r, and 8% received TDF/FTC
plus RAL. Authors found that patients were significantly more
likely to be adherent to TDF/FTC-based regimens. Ten treated
patients seroconverted (less than 1%) during the study period. One
seroconversion was attributed to PEP failure and the other nine
were attributed to high-risk behaviour following treatment (35).

Finally, one study described all PEP prescriptions following non-
sexual exposure (12.4% of which were non-occupational) to HIV
in Denmark between 1999 and 2012 (36). Regimens included TDF/
FTC plus ATV/r, ZDV/3TC plus LPV/r, ZDV/3TC plus IDV, or “other
regimens” (exact dosages not reported). Adverse effects were
reported by more than 50% of the study population (n=411); however,
no particular regimen was linked to these events. One patient, who
had initiated ZDV/3TC plus LPV/r, seroconverted. This individual
had been lost to follow-up 3 days after PEP initiation, and was
diagnosed with HIV one year later. Therefore, it was not possible to
conclude whether this was a case of PEP failure, or if the individual
had been re-exposed to HIV (36).

Children and infants

A lack of availability of age-appropriate formulations limits
regimen choice for children (6). One systematic review assessed
PEP regimens for children and adolescents (37). Three prospective
cohort studies, reporting outcomes of children given ZDV plus
3TC as a two-drug PEP regimen, were included. Sixty-four percent
of children completed the full 28-day course of PEP and 4.5%
discontinued due to adverse events. One randomized trial was
also included in this review that compared ABC plus 3TC and ZDV
plus 3TC as part of a two- or three-drug regimen. Better efficacy
was demonstrated in the ABC-containing combinations. Another
three randomized trials included in this review compared LPV/r to
NVP for antiretroviral therapy. LPV/r was associated with a lower
risk of treatment discontinuations than NVP, however there was
no significant difference between groups in drug-related adverse
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events. Overall, the quality of evidence among the
included studies was rated as low (37).

One additional study reviewed PEP-exposed
infants identified from four urban Canadian
centres between 1997 and 2013 (38). Combination
antiretroviral therapy (defined as any regimen of
three or more antiretroviral agents for a minimum
of six weeks) was administered to 148 infants.
Regimens included 3TC (2 mg/kg twice daily for
six weeks) plus either NVP (150 mg/m? daily for 14
days followed by 150 mg /m2 twice daily for 14 days)
or NFV (40-50 mg/kg twice daily for six weeks),
or LPV/r (300 mg/m? twice daily) for six weeks.
ZDV monotherapy was given to 145 infants (either
2mg/kg every six hours or 4mg/kg twice daily).
Results showed that combination antiretroviral
therapy administered for PEP was generally well
tolerated, though a higher incidence of non-
specific signs and symptoms and early treatment
discontinuation occurred among combination
antiretroviral therapy recipients. No infants
receiving ZDV monotherapy and 13 infants given
combination antiretroviral therapy seroconverted.
Five of these infants had HIV detected within
48 hours of birth, suggesting in utero infection.
The timing of infection could not be ascertained
among eight of these infants, as initial testing took
place after 48 hours of life. Authors concluded
that comparison of the risk of transmission
among combination antiretroviral therapy versus
ZDV-treated infants was not appropriate, as the
latter group would have received better antenatal
preventive management (38).

Guidelines for PEP regimens
Adults and adolescents

In the absence of randomized controlled trials,
PEP guidelines are recommended based on
drug combinations that have been effective in
suppressing viral replication (1), are tolerated
well, and have sufficient completion rates of these
drugs as PEP (1-3, 6). These particular regimens
almost always consist of a dual nucleoside reverse
transcriptase inhibitor (NRTI) backbone plus
an integrase strand transfer inhibitor (INSTI), a
protease inhibitor (PI; boosted with ritonavir), or
a non-nucleoside reverse transcriptase inhibitor
(NNRTI) (3).
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Currently, the Canadian guidelines for adults and
adolescents recommend an oral dose of TDF/
FTC (300mg/200mg) once daily plus either RAL
(400mg) twice daily, DTG (50mg) once daily, or
DRV/r (800mg/100mg) once daily as a preferred
first-line regimen (2). Alternate regimens are also
provided (2).

Guidelines from the U.S. also recommend a
preferred first-line regimen for adults and
adolescents with normal renal function (including
pregnant women) of oral dose of TDF/FTC
(300mg/200mg) once daily plus either RAL
(400mg) twice daily (1, 3) or DTG (50mg) once
daily (1).

The WHO 2014 PEP guideline recommends that
PEP should be offered based on HIV risk rather
than actual type of exposure (6). The preferred
backbone regimen for adults and adolescents
recommended by WHO is TDF plus 3TC (or
FTC), based on safety and affordability. However,
recommendations for a potential third drug are
less defined. LPV/r or ATV /r is recommended as
the preferred third drug for adults and adolescents
for use in antiretroviral therapy and is widely
available in low- and middle-income countries.
WHO also recommends RAL, DRV/r or EFV,
though these drugs are costly and access remains
limited in low- and middle-income settings (6).

Children and infants

For children two years or older, Canadian
guidelines recommend TDF plus 3TC once daily
and RAL twice daily for 28 days as a preferred
first-line regimen. Exact dosages of these drugs
are dependent on bodyweight (39).

U.S. guidelines also recommend a three-drug
regimen consisting of TDF /FTCand RALwith each
drug dosed to age and weight (1). The preferred
first-line regimen for children four weeks to two
years is a three-drug regimen consisting of ZDV
oral solution and 3TC oral solution combined with
RAL or LPV/r oral solution, with each drug dosed
to age and weight (1).

Conversely, WHO recommends ZDV/3TC as the
preferred backbone regimen for children 10 years
and younger in combination with LPV/r (6). TDF
plus 3TC or FTC is provided as an alternative
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regimen for children three years or older, however
concerns regarding potential bone toxicity are
cited (6).

Key factors implicated in the efficacy
of PEP

There is a wide-scale lack of knowledge
about PEP among health care providers (40)
and research regarding implementation and
supporting awareness of PEP is greatly needed (2).

The timing of initiation and the duration of
treatment are crucial to the success of PEP (6).
Ensuring the timely and appropriate prescription
of PEP, and understanding barriers to access,
remain a challenge (40). Maintaining sufficient
antiretroviral drug levels is also important in
preventing replication of the HIV virus (41).
Adherence to the prescribed regimen is therefore
a determinant in the effectiveness of PEP (6).
Adherence and completion rates of PEP are
generally low in most settings (6) as adherence
can be impacted by side effects that can impact
individuals physically and psychologically (42). As
aresult, it is important that research continues to
determine tolerable and convenient antiretroviral
drug regimens in addition to investigating
adherence interventions (6).

Continued exposure to HIV while on PEP may also
be a key determinant in its efficacy (43). While
studies have described HIV infection following
PEP use, in many cases it is unclear whether
seroconversions occurred due to PEP failure or
continued exposure to HIV (44). Understanding
factors associated with continued exposure is
crucial (35). Furthermore, it may be appropriate
to promote the transition to pre-exposure
prophylaxis (PrEP) in cases of repeated exposure
to HIV (6). Identifying optimal strategies for this
transition (2), and ways for front-line workers to
determine potential PrEP candidates (40), remain
critical gaps in knowledge.

In the absence of randomized controlled trials,
monitoring individual and population-level
outcomes will provide vital information regarding
the effectiveness of PEP delivery and follow-up,
adverse effects, and PEP failure (6). The World
Health Organization Guideline Development
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Group has recommended a global PEP registry be
established (40). This would provide information
regarding follow-up and linkage to care and
inform future recommendations for PEP drug
regimens (40).

& Factors That May Impact
Local Applicability

The safety of antiretroviral medications used
for PEP, including the occurrence of serious
adverse effects from use by people without HIV
infection, use during pregnancy, and potential
selection for drug-resistant strains of virus, have
been explored and discussed in guidelines (1).
Further information and alternative drug regimen
recommendations are also provided (1). These
topics, however, are outside the scope of this
review.

The availability of certain antiretroviral
medications remains limited and costly in low-
and middle-income countries (6). Antiretroviral
medications are also expensive in high-income
countries (1). Identifying budgetary, human
resource, infrastructure, and health system
requirements within the local context are
important for decision-makers to consider in the
implementation of PEP programs (6).

Moreover, the achievement of global and national
commitments requires timely and equitable
delivery of HIV treatment and prevention (6).
Addressing barriers to access, particularly those
faced by populations that are marginalized or
criminalized, will be critical for decision-makers
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® What We Did

We searched Medline (including Epub Ahead of
Print, In-Process & Other Non-Indexed Citations)
using a combination of text term HIV with text
terms post-exposure prophylaxis or postexposure
prophylaxis or PEP or MeSH term Post-Exposure
Prophylaxis. All searches were conducted on
January 17, 2019 and results limited to English
articles without publication date restrictions.
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Reference lists of identified systematic reviews Rapid Response: Evidence into Action
were also searched. The search yielded 542
references from which 44 were included. Samp]e The OHTN Rapid Response Service offers quick access to research

sizes of primary studies ranged from 1to 3.547 evidence to help inform decision making, service delivery and
’ ’ advocacy. In response to a question from the field, the Rapid

Response Team reviews the scientific and grey literature, consults
with experts, and prepares a brief fact sheet summarizing the
current evidence and its implications for policy and practice.
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