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MepiAnyn — Summary

ZTOXOI: 2TOXOG AUTAG TNG CUCTNUATIKAG avaokoTtnong eival n digpeuvnon Tng TOavAg
OX£0NG METAGU XpHon TTPOPUAAKTIKNG aywyngs yia tov HIV (PrEP) kal TnG avagepouevng
aUENONG KPOUOUATWY OEEOUANIKWG HETABIOOUEVWV VOO NUATWY

MeBodoAoyia: O1 peAéTEG TTOU CUPTTEPIAAPONKAV OTNV avaoKOTINoN €ival €iTe KAEIOTEG
TUXQIOTTOINUEVEG MEAETEC €iTE avoIXTEC MeEAETEG o0€ TTEPIBAAAOV  OOJNG uyeiag o€
TIPAYMATIKEG OUVONKES. MOVo PEAETEG TTOU QQOPOUV TOUG AVOPEG TTOU KAVOUV OE€g UE
AvOPEG CUUTTEPIANPONKAV OTTWG Kal JOVO PEAETEG OTNV ayYAIKN 1] EAANVIKN YAWOOQ.
AtroteAéopara: Aev PpéBnke ouvdeon peTagu xpriong PREP kal auénong oTa
0€EOUAAIKWG METABIOWHEVA VOCHUATA KOl OTIG PN ac@aAeic 0eEOUAAIKEC TTPOKTIKEG OTA
eAeyxoueva TTePIBAAAOVTA TV KAIVIKWV OOKIPWV.

Zuptrepacpua: Ooo n PrEP divetal oe eAeyxopeva TTepIBAAOVTa o€ GUVOIAONO PE apwyn
uyeiag, utropei va €xel TTOANGTTAG o@éAN yia Tnv dnuoaoia uyeia. AvTIBETWS N ATUTTIN XPRoN
PrEP eykupovei TOAAOUG KIvOUVOUG KaBwG yiveTal xwpic kaBodriynon, ouxvda atrd
TTAUBNOPOG TTOU KAVEI KATAXPNON OUCIWYV €V YEVEI.

Objectives: This systematic review’s objective is to assess if there is any correlation
between the implementation of PrEP and modifications in sexual behavior, in the target
population (MSM) that could be linked with the reported rise of HCV and other STI’s.
Methods: We conducted a systematic review of studies of implementation of PrEP either
in RCT environment or in real life settings through Health Clinics. Only data regarding
MSM were included as it is the target population and literature only in English was used
due to lack of sufficient knowledge, of other languages, of authors.

Results: PrEP uptake was not correlated with rise of STI’'s and high risk behavior in the
controlled environment of RCT’s and OLT’s, where safe sex counseling was provided.
Conclusion: As long as PrEP is given as part of a comprehensive HIV prevention
strategy it will have multiple benefits for the population with no increase in high risk
behaviors and STI incidence. Informal use of PrEP can lead to substance abuse because
of qualitative characteristics of the MSM population interested in PrEP and must be
countered through formal provision with no barriers to access.

AEgeig KA€1014: MPOQUANOKTIKH aywyn yia TOV 10 avOOOAOYIKAG QVETTAPKEIAG, AvOPEG TTOU
Kavouv o€g pe avdpeg, 166 avoooloyikng avemdpkeiag, Hratimda C, ZeEouaAikwg
METadIOOUEVO Voo uaTa

Keywords: PrEP, MSM, HIV, HCV, STls
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ACRONYM TABLE

MSM: Men having Sex with Men

TRG: Transgender Women

PreP: Pre Exposure Prophylaxis

HIV: Human Immunodeficiency Virus

HCV: Hepatitis C

STI’s: Sexually Transmitted Infections

RCT: Randomized Control Trial

OLT: Open Label Trial

OLR: Open Label Research

PHC: Public Health Clinic

UAL: Unprotected Anal Intercourse

CIAl: Condomless Insertive Anal Intercourse
CRAI: Condomless Receptive Anal Intercourse
ncRAI: Non Condom Receptive Anal Intercourse
RAS: Receptive Anal Sex



METHODS

Background — Study Rationale

PreP has been promoted as a basic tool in struggle to curd the HIV epidemic. MSM are a
main group targeted for PrEP implementation. Guidelines from USA, Europe and WHO
recommend the use of PrEP in various settings. Results have been excellent in RCTs.
However, there is an anticipation that widespread roll out of PrEP in MSM populations
could be linked with modification of sexual behavior.

In USA and many other developed nations there is already a steady increase in Sexually
Transmited Infections (STI's) and reported rates of condomless anal sex among MSM.
The present review will attempt to look into the relation of this trend with the upcoming roll
out of PrEP use in real life settings. Efficacy of PrEP is extremely high if adherence is
optimum. The question remains as to what will be the net effect of long term effectiveness
of PrEP in the efforts to decrease HIV incidence among MSM, the prevalence of other
STIs and the epidemic of HCV infection. “Anecdotal epidemiologic observations of
declining new HIV infections have buoyed PrEP supporters and the ecological observation
of increasing rates of 400 bacterial STIs have galvanized PrEP detractors.”(Landovitz et
al., 2017)

Study Objective

Primary endpoints
1. Is PrEP linked with increase in STIs and/or HCV incidence of acute infection
among MSM in implementation studies or settings with growing roll out?
2. Is PrEP linked with modification in sexual behavior, among MSM in real life
settings (either observed or anticipated according to attitudes of HIV positive
and negative MSMs)?

Secondary endpoints
3. What are the sub populations of MSM that are more prone to exhibit higher
rates of condomless anal sex when using PrEP?

4. What are the factors linked with unsafe sexual practices?



5. What are the time, socioeconomical and race factors that have impact in the

rates of adherence?

Explicit questions formed
P= The population to be studied is MSM (Men having Sex with Men)
I= The intervention is the implementation of PrEP
C= The comparison is with the “non implementation of PrEP”
O= Is the implementation of PrEP increasing, the rates of condomless anal sex, the

incidence of STI's, the incidence of HCV?

Hypothesis
e Use of PrEP by MSM does not lead to increase in the rate of observed STIs
and/or HCV
e Use of PrEP by MSM does not lead to increase in the rates of reported

condomless anal sex

Definitions

MSM Epidemiological Profile:

MSM (Men having Sex with Men) is a subpopulation of general male population that,
includes any male that has passive or / and active anal intercourse. It is not a term to
describe sexual preference. Trans females are sometimes included as a subpopulation of
MSM, because sexual practices, and thus infection risk are identical. Epidemiologically,
MSM are more vulnerable against blood-transmitted diseases, because anal intercourse is
much more traumatic comparing to other mainstream ways of having sex (Oral & Vaginal)

and thus blood-transmitted diseases have high rates of infectivity.

Traditionally, MSM is the main target group of interventions to counter HIV, since the
beginning of HIV epidemic, at least in developed countries. The fact that the biggest
percentage of MSM population is gay in terms of sexual orientation and by extension
vulnerable to social exclusion, reduces the effectiveness of interventions mostly because

of the interrupted access to that specific population. It will take many years, from the
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beginning of the epidemic, until the “peer to peer” approach is widely used in public health
interventions. This inability of the public health system of developed countries to approach
effectively the MSM population is a factor which multiplied incidence and prevalence in
each nation-wide setting. Additionally late response in HIV epidemic with preventive
methods (since effective medication was not available until 1987) formed the current

epidemiological profile of MSM.

In addition, high rates of HCV infection are observed in recent years among the MSM
population, at the major developed countries contexts such as USA, Europe and Australia.
As Chan et al note in their review: “HCV transmission is increasing within the specific core
group of MSM because of increased sexual risk behaviors including sero-sorting on the
basis of HIV-positive status, chemsex, and intense mucosally traumatic sexual
practices.”(Chan et al., 2016) Moreover high rates of HCV re-infection have been observed
in the specific population (re-infection incidence of 7.3/100 py) with estimation that re-
infection will occur 5 years after treatment in almost one third of the HCV treated
population.(Ingiliz et al., 2017)

HIV (Human Immunodeficiency Virus)

“The Human Immunodeficiency Virus (HIV) targets the immune system and weakens
people's defense systems against infections and some types of cancer. As the virus
destroys and impairs the function of immune cells, infected individuals gradually become
immunodeficient. Immune function is typically measured by CD4 cell count.
Immunodeficiency results in increased susceptibility to a wide range of infections, cancers
and other diseases that people with healthy immune systems can fight off. The most
advanced stage of HIV infection is Acquired Immunodeficiency Syndrome (AIDS), which
can take from 2 to 15 years to develop depending on the individual. AIDS is defined by the
development of certain cancers, infections, or other severe clinical
manifestations.”(Organization, 2016) The counter of the HIV epidemic is included in the
first two targets (6A & 6B) of the 6" Millennium Developmental Goal of W.H.O. “Target
6A. Have halted by 2015 and begun to reverse the spread of HIV/AIDS. Target 6B.
Achieve, by 2010, universal access to treatment for HIV/AIDS for all those who need
it.”(WHO, n.d.)

HCV (Hepatitis C)
11



“Hepatitis C virus (HCV) causes both acute and chronic infection. Acute HCV infection is
usually asymptomatic, and is only very rarely (if ever) associated with life-threatening
disease. About 15-45% of infected persons spontaneously clear the virus within 6 months
of infection without any treatment. The remaining 60—-80% of persons will develop chronic
HCV infection. Of those with chronic HCV infection, the risk of cirrhosis of the liver is
between 15-30% within 20 years.”(World Health Organization et al., 2017)

PrEP (pre-exposure prophylaxis):

“Pre-exposure prophylaxis or PrEP is the use of an antiretroviral medication to prevent the
acquisition of HIV infection by uninfected persons. PrEP may either be taken orally, using
an antiretroviral drug available for treatment of HIV infection (tenofovir plus emtricitabine),
or topically as a vaginal gel containing tenofovir. The efficacy of oral PrEP has been shown
in four randomized control trials and is high when the drug is used as directed. The
efficacy of gel has been shown in one trial and is moderate. Making these drugs available
for safe, effective prevention outside the clinical trial setting is the current challenge. As of
September 2015, WHO recommends that people at substantial risk of HIV infection should
be offered PrEP as an additional prevention choice, as part of comprehensive
prevention.”(WHO, n.d.)

The efficacy of PrEP in Humans was determined by three large randomized placebo-
controlled trials. Iprex(Grant et al., 2010), PROUD(McCormack et al., 2016a) and
Ipergay(Molina et al., 2015b) trials were conducted in US, UK and Canada & France
respectively. lIprex & PROUD trials used a daily medication regimen based its
effectiveness in adherence(Haberer, 2016). Particularly in the Proud trial, “The PrEP
regimen was a single daily tablet containing 245 mg of tenofovir disoproxil fumarate and
200 mg ofemtricitabine (Truvada; Gilead Sciences, Foster CityCA, USA).”(McCormack et
al.,, 2016a) In the Iprex trial, “We randomly assigned 2499 HIV-seronegative men or
transgender women who have sex with men to receive a combination of two oral
antiretroviral drugs, emtricitabine and tenofovir disoproxil fumarate (FTC—TDF), or placebo
once daily. All subjects received HIV testing, risk-reduction counseling, condoms, and
management of sexually transmitted infections.”(Grant et al., 2010) On the other hand the
Ipergay research team having concerns about the adherence of the treatment in real life
settings designed an on demand regimen which is described as follows: “TDF-FTC was
given as a fixed-dose combination of 300 mg of TDF and 200 mg of FTC per pill.
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Participants were instructed to take a loading dose of two pills of TDF-FTC or placebo
with food 2 to 24 hours before sex, followed by a third pill 24 hours after the first drug
intake and a fourth pill 24 hours later. In case of multiple consecutive episodes of sexual
intercourse, participants were instructed to take one pill per day until the last sexual

intercourse and then to Take the two post-exposure pills.”(Molina et al., 2015b)

Methodology

A systematic review was carried out using PRISMA methodology protocol. The study
designs that are considered eligible are: Journal articles, Systematic Reviews, Meta —
Analysis. A combination of strong evidence and recent evidence is the target. Even though
the journal articles are not of high credibility comparing to the other two designs, it is the
type of study design that combines the two pre-mentioned characteristics. As far as
concerns the study language, only papers in English and were taken onto account due to
the lack of knowledge of other language from the part or the researcher. Inclusive
publication dates of the studies are from 2010 until today (last search conducted
10/01/2018). 2010 was the year that the first RCT regarding PrEP(“The iPrex trial”) was
published.

Literature Search Strategy
A combined search was performed in the PubMed Database on February 2018. Term
“‘PrEP” was used as a “Mesh” term in addition with “HIV” and “MSM” terms which were
used as plain search terms. The search result amounted to 147 articles.
The search filters that got implemented were:
Publication dates: Published from 2010 — present.
Articles Type: Review, Systematic Review, Journal article, Meta — Analysis, Clinical
trial, Implementation studies, Practical — observational studies, Cohort studies.
Species: Humans.
Search fields: Title / Abstract.
The limited search returned with 112 results:
“'Pre-Exposure Prophylaxis"[Mesh] AND HIV[Title/Abstract] AND MSM[Title/Abstract] AND
((Clinical Trial[ptyp] OR Journal Article[ptyp] OR Meta-Analysis[ptyp] OR Review[ptyp] OR
systematic[sb]) AND ("2010/01/01"[PDAT] : "2018/02/10"[PDAT]) AND "humans"[MeSH

Terms])”
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Study Selection Criteria

Only studies and papers regarding the implementation of PrEP will be considered.
Including Randomized Control Trial environment, Public Health interventions, self reported
PreEP taking with unspecified conditions (includes informal PrEP use) and reviews

including the studies above.

Only studies and papers with a minimum sample of 70 will be considered. In order to
achieve 80% power with 95 ClI, alpha= 0.5, the sample should be near 385. A sample size
that high would exclude many recent trials that may be not of strong evidence but they
may show a trend worth investigating. Furthermore, in the rational of MacCormack et al on
why to design an OLT instead of another RCT: “First, the open-label rather than placebo-
controlled design enabled us to capture the outcome that is most relevant for assessing
PrEP within a public health prevention programme: the combination of the direct biological
efficacy of the drug and the indirect effect of altered sexual behaviour among individuals
who knew they were taking PrEP. Placebo-controlled trials may underestimate actual
adherence because there is less incentive to take a tablet when the participant knows that
it might be a placebo.” In the same rational, we decided to include papers that show
informal PrEP use because we believe it is a factor worth investigating. Furthermore, an
RCT was found regarding adolescent MSM and PrEP use with sample of n=78 and adds
the adolescent vulnerability factor in the review. Knowing that the addition of studies with
sample size <385 would decrease the credibility of this review, any contradicting results

between studies of the same design will be applied the minimum size of n=385 filter.

Records identified through database searching: 112 (10/02/18)
Additional records identified through other sources: 42
Records after duplicates removed: 154
Records after non relevant entries removed: 95
Records after removal of entries with non implementation of PrEP: 22
Records after removal of studies of <70 sample size: 21
Records chosen for further investigation: 21
(TABLE 1 - BIBLIOGRAPHY TREE)

21 papers were chosen to be included in the systematic review. These papers include
Randomized Control Trials (RCT’s), implementation of PreP in the context of public health
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clinics (PHC) in the form of Open Label Trial (OLT) and Open Label Researches (OLR)
which are open behavioural researches and include data of informal use of PrEP. RCT’s
and OLT’s can be included in more than one paper and several of the papers chosen are
reviewing more than one of the pre mentioned study design. Furthermore, have been
identified that include other studies which do not meet the criteria of this review. Such
studies were excluded from the review. The unique studies are presented in TABLE 2 —
STUDIES INCLUDED IN THE REVIEW — BEHAVIORAL ALTERATION FACTORS.

Reviews

In the papers chosen for further investigation, 5 reviews were included. Some of these
reviews include studies with sample that does not meet the criteria of our review, such as
pregnant women and / or heterosexual couples. References to studies that have sample
other than MSM, are not to be taken into consideration. iPREX, IPERGAY and the PROUD
are the studies included in the Spinner et al, Pialoux et al and Mayer and Ramjee,
reviews(Mayer and Ramjee, 2015; Pialoux et al., 2016; Spinner et al., 2016). The Scott et
al review(Scott and Klausner, 2016) includes iPREX and PROUD. While the Cairns et al
review(Cairns et al., 2016), includes IPERGAY and PROUD studies. As it is rational the
three reviews including the same studies have the same eligible sample of 3458. The
Cairns et al and the Scott et and Klausner reviews have eligible sample of 959 and 3044
respectively. TABLE 3 — REVIEWS

Data Extraction

The data extraction methodology was designed to have three pillars. First pillar has to do
with data regarding the incidence and prevalence of STI's; before, during and after the
implementation of PrEP, high risk behavior and anything that has relation with the
questions of this review. Second pillar is about any factor that could alter the sexual
behavior. The indicators collected for the second pillar are: The type of the PrEP uptake
(on demand / consistent) If counseling for safe sexual practices was given, If Screening
and/ or treatment for STI's was provided and if the participants that were found HBV+ and
HCV+, were excluded from the research. Third pillar is about the strength of data
extracted. The indicators for the third pillar are: the type of study, the sample size and the
duration of the research. Any data from the first two pillars of the methodology will be

assessed based on the indicators of the third pillar of the data extraction methodology.
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Data Synthesis

Data Synthesis is structured based in two indicators. The one is the strength of the study
design; and the papers are grouped and analyzed within the following categories (from
stronger to weaker): Randomized Control Trials — Open Label Trials — Open Label
Researches. The second indicator is the relevance with one of the endpoints (primary and
/ or secondary) of this study’s objective. Data were sorted and grouped as answers to this
review’s scientific questions based on the study design strength from which the data came

from.

RESULTS

Study Characteristics and Limitations

Out of 21 papers that include 11 unique studies, 6 out of 11 are open label trials (OLT), 3
out of 11 are RCT’s and 2 out of 11 are Open Label Researches in real life settings. The
implementation of PrEP in randomized control trials and open label trials, took place in a
structured environment, with pre and post counselling regarding PrEP, STI's, safe sexual
practices and with free PrEP provision. On the contrary, the open label research, gathered
data from people that reported PrEP uptake in the past or currently with no information
about the context. The existence of illicit PrEP markets is commonly acknowledged, the
informal uptake of PrEP with absence of supportive services and cost per pill, definitely
alters the sexual behavior comparing with the controlled and supportive environment of

randomized control trials and open label trials in health clinics.

Regarding the type of PrEP uptake, in 2 out of 3 randomized control trials, it is consistent
and in 1 it is on demand. In 5 out of 6 open label trials it is consistent, in 1 both of the
approaches are followed (consistent77% - on demand19%) and in the 2 open label
researches, the use of PrEP is reported by the subjects and the uptake type is not

specified.

In randomized control trials, the duration of the programs is between 48 — 132 weeks. In
open label trials, 16 — 96 weeks, while in one open label trial the duration is not specified,
the only time wise information is that every subject had up to 48 weeks of PrEP uptake. In
one of the open label researches the total duration was 100 weeks, while in the other the
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sample was collected within 3 days and no information regarding the duration of the PrEP

uptake was given.

In regard with the sample size, the randomized control trials had 2499+414+78= 2991
participants in total. The open label trials have more consistent sample sizes; between 100
— 557 with a median number of participants 357,66 and a total of 2146 participants. The
two open label researches have 112 + 92 = 204 participants. In total, 5341 participants are

included in this review.

HBV+ status

It must be noted that, in almost all RCT’s and OLT’s participants that where found HBV+ in
the initial screening, were excluded from the sample. Only in the Grant RM RCT(Grant et
al., 2010),in the Landovitz OLT(Landovitz et al., 2017) and in the Meireles P OLR(Meireles
et al., 2015) HBV+ patients were included in the trial. For the Goedel WC OLR(Goedel et
al., 2016) and the Whitlock G. OLT(Whitlock et al., 2017) there are no data regarding the
exclusion or not of the HBV+ potential participants.

Behavioural Alteration Factors

Some common elements in majority of the studies were found that it is certain or possible
to be behavioural alteration factors. These are: 1-counseling about safe sexual practices,
2-screening for STI's, and 3-treatment for STI's. These three services were provided
before or right after the initiation of the study and in many cases in regularly distributed
and predefined time points until the end of the study and in some cases in follow up.
Besides the counseling about safer sexual studies, which effect is self and name defined,
The other two services provided; can have behavioral alteration too. Screening and
treating STI's promotes health and safety culture, either by the communion with medical
staff or a health promotion center, like the ones most of the studies were conducted.

Only in the Rolle et al study the effect of health promotion in sexual behavior was lesser
because of the following design characteristic “Our study differs significantly in that our
study recruitment materials did not contain information about PrEP, and we offered non-
incentivized PrEP as standard of HIV prevention care to all enrolled YBMSM”(Rolle et al.,
2017) On the contrary, “The ANRS IPERGAY trial also proposed individualized risk-
reduction and counselling (Molina et al., 2015a) . At each scheduled visit, peer counsellors
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offered a comprehensive package of prevention services, including individual-centered
interactive risk-reduction counselling according to the Respect model(Kamb et al., 1998).
Moreover, they were also available to meet participants between scheduled visits, if the
latter desired. This individualized support might have had a positive impact on retention in
the study, as illustrated by the low discontinuation rate observed (12%,(Molina et al.,
2015a)) but also on the high level of adherence observed, as demonstrated by pill count,
plasma drug level dosage(Molina et al., 2015a), and self-reported PrEP use (present
results)’(Sagaon-Teyssier et al., 2016)

The same concern is raised and in the Spinner et al review: “In any case, the sexual
education programs accompanying PrEP use might have influenced sexual risk
behavior.”(Spinner et al., 2016)

Strengths and Limitations of Reviewed Studies

In the 2 open label researches, use of PrEP is reported by the subjects and there is no
information provided regarding the context, the type and the duration of the uptake.
“Secondly, behaviours were assessed with self report measures in our study. While there
can be some misclassification in self-report measures, the survey was conducted
anonymously, so answers may be more likely to be accurate and honest.”(Goedel et al.,
2016, p. 139) Over-testing is one of the most common bias factors, because of the
inevitable constant screening in the PrEP implementation studies (RCT & OLT) higher
rates of infections are presented comparing with real life settings. Moreover, Small sample
bias should be concerned to any study included in this review with less than 400
participants.

In the Sagaon -Teyssier et al paper, sample representation bias is presented due to socio-
demographic characteristics: “Data on socio-demographic characteristics revealed that
most of the MSM enrolled in the ANRS IPERGAY trial(Molina et al., 2015a) had quite a
high education level and were employed, suggesting a good level of knowledge about HIV
transmission and prevention strategies. Furthermore, given its innovative nature, ANRS
IPERGAY may have attracted MSM who were more aware of the debates surrounding
PreEP and/or of results from earlier clinical PrEP trials. Accordingly they do not represent
the gay community at large. This may be a common feature of people who choose to
participate in clinical research trials, and who may not represent the diversity of affected
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communities — especially MSM — who might be interested in PrEP use in the real

life.”(Sagaon-Teyssier et al., 2016, p. 6)

In the McCormack et al trial which is one of the most strong in evidence studies of this
review there are no longitudinal data for sexual behaviour as described in the following:
“The absence of longitudinal data for sexual behaviour is frustrating, as we cannot assess
precisely how participants matched adherence to risk, and insights into risk compensation
are limited to a single time point at 1 year.”(McCormack et al., 2016b)

Even though the Goedel et al study lacks of sufficient sample size, innovative indicators
like, PrEP awareness and risk perception should be evaluated for new trends
identification and new perception of the available data “However, this is the first study, to
our knowledge, to evaluate HIV risk perception, and testing and PrEP awareness and use
in a sample of app-using MSM in the Deep South, an at-risk population in a high-HIV
prevalence region’(Goedel et al., 2016, p. 139)

Strengths and Limitations of Our State-of-the Science Review

Almost all studies included in the reviews had high behavioral alteration factors and thus
the PrEP effect on sexual behavior cannot be assessed by itself. Most of the studies were
conducted in Public Healthcare Clinics. It is only reasonable for such services to be
provided in a medical — public health intervention context. But it is definite that their
proven, by scientific bibliography worldwide, effectiveness cannot be ignored in the

extraction of results.

Sample characteristics

Randomized Control Trial Group — In the 3 RCT'’s the rates of acquired STI's during the
inclusion screening are 15%(Hosek et al., 2017), 28%(Molina et al., 2015b), 51%(Grant et
al., 2010). The median ages of each trials sample are 16,5% 34,5%, 27,15% respectively.
It must be noted that the Hosek SG study(Hosek et al., 2017), is the only study that
includes adolescents in its sample. Regarding substance abuse, in the Hosek SG
study(Hosek et al., 2017), 64% of participants reported marijuana use and 67% reported
alcohol use. The rate of heavy drinkers is 23% and of any other substance use 44% in the
Molina J-M study(Molina et al., 2015b), while in the Grant study(Grant et al., 2010) 81,8%
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of the participants reported any substance use during the month. High risk behaviour was
one of the eligibility criteria in all 3 of the RCT’s, so high rates of unprotected sexual acts
or other high risk behaviour are observed. Specifically, in the Hosek SG study(Hosek et
al., 2017); 17% had transactional sex in the past, while 60% had unprotected sex with the
last partner. In the Molina J-M study(Molina et al., 2015b), high risk behaviour is defined
as a history of unprotected anal sex with at least two partners during the past 6 months.
The median number of sexual partners for the same period of time is 8. Finally in the Grant
study(Grant et al., 2010), 59,5% reported unprotected sex in the past 3 months.

Open Label Study Group — Data in this group lack of homogeneity compared to the RCT
group. Measures were converted to be the same where possible. In 3 studies participants
reported 13%(Landovitz et al., 2017), 25%(Rolle et al., 2017) and 63%(McCormack et al.,
2016b) of STI's infection during the last 12 months. In other studies 20%(Hoagland et al.,
2017) and 54,1%(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff, PhD,1 Oliver Bacon,
MD, MPH,*t et al., 2014) of any STI infection were reported during lifetime. The median
ages of all studies are between 24 and 34 years. Substance abuse is measured also in the
Open Label Study Group, in the Hoagland study (Hoagland et al., 2017), 59% reported
combination of mental health medication with alcohol and 29% reported use of illicit drugs
in the past 3 months. 58.2% reported poppers, crack, cocaine, methamphetamine, or club
drug use in the past 3 months(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff, PhD,T
Oliver Bacon, MD, MPH,*t et al., 2014). 44% of participants had used one or more drugs
associated with sexual disinhibition (y-hydroxybutyrate, 4-methylmethcathinone, or
methamphetamine) in the past 3 months(McCormack et al., 2016b). In the Landovitz
study(Landovitz et al.,, 2017), 77,3% of the participants abused alcohol or other
substances in the past month. While in the Rolle C-P study(Rolle et al., 2017), nearly 75%
abused alcohol or other substances in the last 6 months. In the Landovitz RJ study
(Landovitz et al., 2017), 84% reported unprotected sex during the last month. In the
McCormack study(McCormack et al., 2016b) 43% reported participation in chemsex and
the inclusion criteria was at least 1 condomless act in the past 3 months. In the Hoagland
B study(Hoagland et al., 2017) 67.3% reported more than 2 unprotected anal intercourses
and 45,2% reported unprotected receptive anal intercourse in the last 3 months In the
same rates the Stephanie E study(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff,
PhD,t Oliver Bacon, MD, MPH,*t et al., 2014) presents 63.5% reported condomless
receptive anal sex in the last 3 months.
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Open Label Research Group — As expected data in this group completely lack of
homogeneity. Still, the trend of high risk behaviour, observed in the previous two study
design groups, is the same in OLR group. In the Goedel WC(Goedel et al., 2016), study
respondents reported engaging in condomless insertive anal intercourse (CIAI) with 1,69
partners in the previous 6 months, also respondents reported engaging in condomless
receptive anal intercourse (CRAI) with an average of 2.38 partners in the previous 6
months. The median age is 31,1 years and a similar number of 29,5 years is the median in
the other OLR of Meireles P study(Meireles et al., 2016). In the same study, only 37.1% of
the respondents provided lifetime history of STI and only 9.9 out of them reported STI
symptoms / diagnoses in the past 12 months. 21% of the respondents reported
unprotected sex with occasional partner in the past 12 months and the median of
occasional partners of the same period of time is 4. 66,5% of the correspondents,
answered one of the following (Often / occasionally / rarely / never) in the question
regarding condom use; Leaving almost one third maximum answering “Always”. Reports
for transactional sex was at 6,2% and drug abuse was reported as follows: “Lifetime use of
alcohol (regardless of the amount) or drugs before or during intercourse was reported by
69.7%, and 59.5% reported consumption in the previous 12 months. The most frequently
reported psychoactive substances were alcohol 57.6% poppers 17.8% and cannabis
15.9%"(Meireles et al., 2016)
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Data Analysis

Primary Endpoints

Is PrEP linked with increase in STIs and/or HCV incidence of acute infection

among MSM in implementation studies or setting with growing roll out?

Randomized Control Trial Group — 1 Data from all three RCT’s show no increase in
incidence of STI's. To elaborate, in the IPERGAY trial: “The proportions of participants with
a new sexually transmitted infection (of the throat, anus, and urinary tract combined)
during follow-up were similar, with 41% in the TDF-FTC group and 33% in the placebo
group (P = 0.10). Most of the sexually transmitted infections (39%) were rectal infections.
Overall, 81 participants (20%) acquired Chlamydia infections During follow-up, 88 (22%)
gonorrhoea, 39 (10%) syphilis, and 5 (1%) hepatitis C virus. No participant Acquired
hepatitis B virus infection.”(Molina et al., 2015b, p. 5). Also, “There were no significant
between-group differences in the numbers of subjects with syphilis (P = 0.49), gonorrhea
(P =0.74), chlamydia (P = 0.43), genital warts P = 0.53), or genital ulcers (P = 0.62) during
follow up.”(Grant et al., 2010) In the Solomon et al review, is in the same direction as
above regarding comparison of the two arms of the trial, but it is noted that there are
variations in incidence associated with other factors: "The overall syphilis incidence during
the trial was 7.3 cases per 100 person-years, but varied by site, age, condomless insertive
anal intercourse in the past 3 months, condomless receptive anal intercourse in the past 3
months, reported STI in the past 6 months, HSV-2 positivity, and syphilis prevalence at
screening...There was no difference in syphilis incidence between the study arms (7.8
cases per 100 person-years for FTC/TDF vs 6.8 cases per 100 person-years for placebo,
P =.304).”(Solomon et al., 2014, p. 4)

In the same study, a more in depth investigation is being made in the incidence of Syphilis
during the PrEP uptake, and HIV acquisition is strongly correlated with syphilis incidence
and prevalence: “In this large randomized placebo-controlled clinical trial of oral FTC/TDF
for PrEP, HIV acquisition was strongly associated with incident syphilis, and syphilis did
not attenuate the protective benefit Syphilis infection was highly prevalent at screening
(13.3%). Syphilis incidence during the study period was 7.3 cases per 100 person-years
overall, but the rate varied by study site, age, condomless anal intercourse, recent STI,
HSV-2 serostatus, and syphilis prevalence at screening. The independent effect of syphilis
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on HIV acquisition was affirmed in both study arms and with multivariable analyses that
controlled for known predictors of HIV and other STIs. Predictors of syphilis incidence
were similar to predictors of syphilis prevalence and did not include randomization group
or detectable drug. Even when cases of incident syphilis that coincided with HIV diagnosis
were excluded (to exclude HIV occurring prior to syphilis in between study visits), the
independent effect of syphilis on HIV acquisition was still affirmed.”(Solomon et al., 2014,
p. 5) But the study concludes that in the overall syphilis incidence declined over time, even
though it started high in both arms, during follow up period.(Solomon et al., 2014, p. 5)

The Hosek et al trial, even though it has a significantly smaller sample comparing to the
other 2 RCT’s detects no change in STI's incidence: “Before PrEP initiation, 19 prevalent
STIs were diagnosed in 14 participants (5 rectal GC, 8 rectal CT, 4 urine CT, and 2
syphilis). Over 48 weeks of PrEP use, 23 STIs were diagnosed in 12 participants...
Sexually transmitted infection incidence rates that were estimated based on a Poisson
regression model were higher in the first 24 weeks of the study (18.1/100 person-years;
95%Cl, 9.734.0) compared with weeks 24 to 48 of the study (9.4/100 person-years; 95%
Cl, 3.4-25.6), but not significantly so (rate ratio, 1.93; 95% CI, 0.62-5.96; P = .25).”(Hosek
et al., 2017, p. 5). On the contrary, the researchers report a decrease in STI's incidence:
“The incidence of STls decreased among participants, but the HIV incidence rate was high
compared with other open label clinical trials in the United States(Grant et al., 2010; Liu et
al., 2016)"(Hosek et al., 2017, p. 7)

Open Label Study Group — 1 In the PROUD study, a minor number of HCV infections
occurred evenly distributed amongst the two groups (immediate vs deferred) with possible
route of transmission to be the Injecting drug use.(McCormack et al., 2016b) In a more
generalized view of the STI's map the trends are the same with no rise of incidence in both
of the control groups: “The randomised comparison was biased by the greater number of
screens for sexually transmitted infections in the immediate group versus the deferred
group (mean 4-2 vs 3-6), a consequence of more regular study clinic attendance to collect
prescriptions in the immediate group. After adjustment for the number of screens, we
found no significant difference between the groups, either for individual sexually
transmitted infections or overall.”(McCormack et al., 2016b) As far as concerns the STI
incidence it remained stable.(McCormack et al., 2016b)
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The same high but stable over time incidence is presented in the Stephanie et al study
(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff, PhD,t Oliver Bacon, MD, MPH,*t et
al., 2014), through the Liu et al analysis: “Positive findings for rectal and pharyngeal STls
decreased from baseline to week 24, then increased (P < .05). The incidence (95% CI) of
STIs per 100 personyears was 48 (42-55) for C trachomatis,43(37-49) for gonorrhoea, 12
(9-16) for syphilis, and 90 (81-99) for any STI; in each case, the incidence was stable
across quarterly intervals (all, P > .10).”...“We observed high STI positivity rates at
baseline and during follow-up, but the STI incidence was stable over time. The initial
decline of rectal and pharyngeal STls followed by an increase may reflect clearance of
prevalent infections at screening, regression to the mean, cohort and seasonal effects,
and/or risk compensation. High STI rates were also observed among MSM in the PROUD
and IPERGAY studies.(McCormack et al., 2016b; Molina et al., 2015b)” (Liu et al., 2016, p.
5)

Lesser information is given in the Landowitz et al and Rolle et al studies concerning STI’s:
“‘Nearly half (46.4%) of participants were diagnosed with at least one incident STI during
48 weeks of study follow-up.”(Landovitz et al., 2017, p. 4) and “The only factor associated
with PrEP initiation was reported STI in the prior year (PR 1.50, 95%CI 1.002-2.25).”(Rolle
etal., 2017, p. 3)

Is PrEP linked with modification in sexual behavior, among MSM in real life
settings (either observed or anticipated according to attitudes of HIV positive

and negative MSMs)?

Systematic Review Group - 2 “A potential increase in risk behaviour owing to an
overestimated feeling of safety from PrEP could be a critical problem for implementing
PrEP in current HIV prevention strategies. Thus, all studies were accompanied by a
concern for changes in sexual risk behavior. All subjects were offered safer sex counseling
and free condom use. Subsequently, a decrease in condom use for anal intercourse was
not observed—neither in the iPREX nor the IPERGAY trials. Interestingly, the number of
sexual partners was also found to decrease within the observation period in some studies
(Molina et al., 2015a) and the number of unprotected intercourses decreased within the

IPREX and Partners-PrEP study (author: any data coming from the Partners study may not

be taken into consideration as the study includes populations other than MSM). In line with
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these results, no significant changes in sexual risk behaviour were demonstrated in the
PROUD study. The number of sexual partners within the last 90 days was constant from
baseline to follow-up 12 at approximately 10 per month. Condomless sex was reported in
3 partners within the last 90 days before and after PrEP intervention. However, an
increasing trend towards higher rates of other sexually transmitted infections (STI) was
documented. The frequency of sexual risk behaviour in the high-risk MSM groups of the
PROUD and IPERGAY study seemed to be hardly gradable.”(Spinner et al., 2016, p. 6)

“‘While there were no increases in sexual risk behavior overall in a recent PrEP
demonstration project and report of PrEP implementation in a large healthcare system,
some PrEP users did report an increase in risk behaviors, Including a decrease in
consistent condom use(Liu et al., 2016; Volk et al., 2015).(Scott and Klausner, 2016, p. 2)

Randomized Control Trial Group — 2 In the IPREX study, no diference between the two
groups was observed regarding sexual behaviour. A decline in the number of insertive
sexual partners was recorded along with an increased condom use from the behalf of the
insertive sexual partners: “Sexual practices were similar in the two groups at all time points
(P =0.97) (Figure 1). The total numbers of sexual partners with whom the respondent had
receptive anal intercourse decreased, and the percentage of those partners who used
condom increased after subjects enrolled in the study.”(Grant et al., 2010, p. 4) and
“‘Reported high-risk behaviour decreased substantially After enrolment and remained lower
than at baseline during the trial.” ... “and may reflect the services (e.g., counseling,
testing, and dispensing of condoms) that are provided as part of such interventions.”(Grant
et al., 2010)

On the contrary the IPERGAY trial, does not record change in high risk sexual behaviour
nor in the number of sexual partners comparing data collected at the initiation of the trial
with data collected during the implementation: “Sexual practices did not change overall
among the participants during the study period as compared with baseline. There were no
significant between group differences in the total number of episodes of sexual
intercourse in the 4 weeks before visits (P=0.07), in the proportion of episodes of
receptive anal intercourse without condoms (P = 0.40), or in the proportion of episodes of
anal sex without condoms during the most recent sexual intercourse (P =0.90).”(Molina et
al., 2015b, p. 4) While in the Sagaon-Teyssier et al study of IPERGAY data find similarities
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with an OLT of Volk et al ( not included in this review due to failure of acquiring full text of
the study): “Numbers of sexual partners and condomless sex acts did not change
significantly over time (“The first results from a PrEP trial in a US clinic, outside of a
research setting, have shown the absence of new HIV infection in participants — despite a
high rate of STls — as well as a stable or decrease in the number of sexual partners, and
stable or increased condom use in a majority of participants(Volk et al., 2015)“(Sagaon-
Teyssier et al., 2016)

In the same study a focus in the pooled sample is being made and the sexual behaviour is
very similar with the sample taking PrEP, with decreased number of the median number of
sexual partners and a steady high prevalence of unprotected intercourse: “The longitudinal
analysis of the ... More fluctuating patterns were observed for our pooled sample with
respect to the median number of sexual partners, with a tendency to decrease (p = .19)
being observed over follow-up, and principally between M2 (10 [4-16]) and M22 (6 [3-17]).
We found that condoms were not used in 70.3% (65.3—79.4%) of the most recent episodes
of anal intercourse (insertive or receptive). The pooled sample did not show significant
trend during follow-up (p = 0.91,). With respect to RAI, condoms were not used in 69.3%
(58.3-75.4%) of most recent episodes. This proportion seemed to remain stable during

follow-up, as the trend was not significant (p = .71)"(Sagaon-Teyssier et al., 2016, p. 4)

Also, the high rates of unprotected intercourse in IPERGAY study is described with the
following indicator: “Overall, participants reported that 42.6% of the total number of most
recent episodes of sexual intercourses were protected by PrEP as the unique mode of
prevention, irrespective of their sexual partner and sexual behaviour.”(Sagaon-Teyssier et
al., 2016, p. 3) Alteration in sexual behaviour was not observed in the Hosek et al study
either. “At baseline, study participants reported a median of 1.0 (IQR, 1-3) male sexual
partners in the past month. Numbers of sexual partners and condomless sex acts did not

change significantly over time (eTable could not be located).”(Hosek et al., 2017, p. 6)

Open Label Study Group — 2 In the PROUD study, no change of behaviour was
observed in both groups: “Total number of different anal sex partners varied widely at the
two time points, and we detected no significant difference between groups at 1 year
(p=0-57; indicator of receptive anal intercourse without a condom, was much the same in

the two groups.”(McCormack et al., 2016Db)
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Almost 60% of the participants in the Stephanie et al study, included the prospect of
condomless sex as a reason to take PrEP: “Although only 4.7% reported “to make it safer
for me to have sex without condoms” as their main reason for enrolling, 58.9% included it
as one of several reasons for enrolling.”(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff,
PhD,t Oliver Bacon, MD, MPH,*f et al., 2014) relevance can be spotted in the near to
60% rate of CRAI of the same population: “The proportion engaging in condomless
receptive anal sex remained stable at 65.5%to 65.6%. “(Liu et al.,, 2016, p. 1) and the
same trend is presented in the Rolle et al OLT “The most popular reason for PrEP interest
was the possibility of having sex without condoms in the future; the most common reason

for disinterest was consistent condom use.”(Rolle et al., 2017, p. 10)

CRAI rates remain stable in the Stephanie et al study: “Overall numbers of RAS episodes
in the past 3 months decreased (P = .007), driven by a decline in episodes with a condom
(P < .001), whereas episodes without a condom remained stable (P = .73).”(Liu et al.,
2016, p. 5) It must be taken into consideration that the specific study does not provide safe
sexual practices counselling to avoid behaviour bias. The same results come from most of
the OLT’s, in the Hoagland et al study: “44.7% (n = 201) reported condomless receptive
anal intercourse in previous 3 months and these behaviours were not significantly different
across sites.”(Hoagland et al., 2017, p. 4) and in the Landovitz et al study the CRAI rates
are the same with baseline after a decrease in the first 12 months and stabilization
thereafter:“Percentages of participants reporting any ncRAI decreased over the first 12
weeks of study participation but then reverted to baseline levels thereafter; Numbers of
episodes of ncRAI per participant decreased over the first 24 weeks of study, and then

were stable thereafter’(Landovitz et al., 2017, p. 13)

Whitlock et al study is the only OLT that despite the similarity with the others of stable
sexual behaviour (63% of the participants), it presents a significant rate of 30% of the
participants that increased the rates of CRAI after 4 months of PrEP uptake.”(Whitlock et
al., 2017)

Open Label Research Group — 2 The rates of high risk sexual behaviour are higher in the
PrEP user comparing to non PrEP users: “PrEP users reported significantly higher

numbers of partners on average for condomless sex across all behaviours. Compared to
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nonusers (M 5 1.33, SD 5 2.11), PrEP users reported 4.50 CIAI partners [SD 5 2.17; F(1,
50) 5 15.40, p, .001]. PrEP users reported 7.50 CRAI partners (SD 57.40), while those not
using PrEP reported 1.53 CRAI partners [SD 5 3.09; F(1, 40) 5 12.059, p 5 .001].”(Goedel
et al., 2016, p. 138)

On the contrary a safer approach in sex is followed from the PrEP users in the Meireles et
al study: “Always using condom with an occasional partner were more frequently reported
among PrEP users (68% vs 48%, p=0.091).”(Meireles et al., 2016)

Secondary Endpoints

What are the sub populations of MSM that are more prone to exhibit higher

rates of condomless anal sex when using PrEP?

Even though some of the studies reviewed were targeted to, or included vulnerable
subpopulations (Adolescents, young people, black people) of MSM, no correlations could
be made. The lack of homogeneity of data leave no space for direct comparison of unsafe
behavior or STI's acquisition and any other vulnerability factor. Moreover any comparison
would be not accurate due to high rates of unsafe sexual behavior as fundamental
characteristic of the overall sample.

What are the factors linked with unsafe sexual practices?

Randomised Control Trial Group — 4 Solomon et al analyzing IPREX data reports that:
“‘Individuals with prevalent syphilis infection at screening were less educated, were older,
and reported having more sexual partners and more episodes of condomless anal

intercourse in the previous 3 months.”(Solomon et al., 2014, p. 4)

Open Label Study Group — 4

There is a clear association between unsafe sexual practices and drug — substance abuse
in 2 of the OLT’s. In the Stephanie et al study, participants reported high rates of
recreational drug use, condomless receptive anal sex, and had a high prevalence of early
syphilis or rectal infections.”(Stephanie E. Cohen, MD, MPH,*t Eric Vittinghoff, PhD,t
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Oliver Bacon, MD, MPH,*f et al., 2014) and also higher drug levels were correlated with
CRAI in the last 3 months in the Hoagland et al study.(Hoagland et al., 2017, p. 8)

Other factors linked with unsafe sexual practices are low education and low risk perception
amongst others: “Compared to those enrolled, a higher proportion of eligible but not
enrolled individuals was younger, less educated, more frequently self-defined as of mixed
race, had lower HIV risk perception, lower prior HIV testing rates, lower PrEP awareness
and was less likely to report anal sex with partners of unknown HIV status (all p <
0.05).”(Hoagland et al., 2017, p. 4) and regarding the risk perception in the Whitlock et al
study: “In our survey of perceptions of the concerns about STI risks in 200 men who have
sex with men (MSM) attending for PrEP monitoring at our service, between February and
June 2016, we found that although 83% were less concerned about the risk of acquiring
HIV, with regard to acquiring other STls, 20% were more concerned and 78% ‘felt the
same””’(Whitlock et al., 2017)

Open Label Research Group — 4 Data from the Goedel et al study, show correlation

between risk perception and availability of PrEP.”(Goedel et al., 2016)

What are the time, socioeconomical and race factors that have impact in the
rates of adherence?

Randomized Control Trial Group — 5 Low levels of adherence were correlated with
social stigma factors in the Hosek et al study: “Compared with participants with protective
levels of TFVDP, those without protective levels were more likely to endorse the statement
“I worry others will see me taking pills and think | am HIV-positive” (baseline, 4 participants
[22.2%]; week 48, 5 participants [29.4%]; P = .03).”(Hosek et al., 2017, p. 5) Also low
adherence was correlated with the reduction of scheduled visits over time : “A noticeable
trend in the adherence data from this study, also seen in ATN110, is the striking drop in
TFV-DP levels once participants began the quarterly visit schedule.”(Hosek et al., 2017, p.
7)

Open Label Study Group — 5 In the Landovitz study, an innovative measure was
implemented: “Plasma TFV levels from each PrEP visit assessed as below the limit of
guantiatation (<10 ng/mL) triggered increased adherence support.”(Landovitz et al., 2017)
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Because of the implementation of this intervention, any results concerning adherence
should be critically reviewed, as higher rates of adherence are expected. “Most of those
with suboptimal adherence had adherence improvement after brief intervention.”(Landovitz
et al., 2017, p. 3)

In the Landovitz study, vulnerability factors were associated with low adherence:
“Consistent with previous demonstration projects, we found that younger PrEP-users and
African-Americans were less likely to achieve rectally-protective levels of adherence as
measured by both DBS TFV-DP and plasma TFV levels, even when controlling for
education, income, and other co-morbidities.”(Landovitz et al.,, 2017, p. 16) and
respectively, high adherence was associated with older non Hispanic white men which is
an indication of high status quo: “In a multivariable model, older and non-Hispanic White
participants had greater odds of having TFV-DP levels commensurate with high levels of
rectal protection against HIV acquisition; substance use, insurance status, education, and
numbers of partners were not independently associated with increased odds of 342 having
protective TFV-DP levels”’(Landovitz et al., 2017, p. 12).

In the Stephanie et al OLT, as Liu et al in their study report; high adherence is correlated
with high risk behaviour, termination of PrEP uptake is correlated with low perceived risk
and no correlation is found between adherence and use of substances, in the references
respectively: “ Adherence was higher among those participants who reported more risk
behaviors.”(Liu et al.,, 2016), “Among participants who stopped PrEP owing to low
perceived risk, 10 of 16 participants with available data (62.5%)reported ncRAS at that
visit.”(Liu et al., 2016, p. 3) and “Adherence to PrEP was not diminished among people
using alcohol or other recreational drugs.”(Liu et al., 2016, p. 7) Also there is a clear
association between adherence and socioeconomic factors, African American participants
and those with unstable housing were more likely to have lower drug levels.”(Liu et al.,
2016, p. 7)

Educational level is an adherence factor in the Hoagland et al study as well: “In fact, in the
adjusted model schooling was the strongest predictor of the drug level: participants with
=212 years had 1.9 times the odds of a higher versus lower drug level than participants with

<12 years of schooling. “(Hoagland et al., 2017, p. 8)
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Open Label Research Group — 5 Economical barriers to access of PrEP are presented in
the Goedel et al OLR where almost half of the participants would decline PrEP because of
high cost.(King et al., 2014).”(Goedel et al., 2016, p. 138)

Underlying Medical Ilinesses

Substance addiction - Polysubstance dependence -  “Polysubstance
dependence refers to a type of substance dependence disorder in which an individual
uses at least three different classes of substances indiscriminately and does not have a
favourite drug that qualifies for dependence on its own.” ... “Withdrawal: The individual
either experiences the withdrawal symptoms when he or she stops using the drugs or the
individual uses drugs in order to avoid or relieve withdrawal symptoms”(Diagnostic and
statistical manual of mental disorders : DSM-5, 2013)
All the studies reviewed show high rates of drug and alcohol abuse. In many cases
polysubstance use was recorded. In one of the studies chem sex was recorded. High risk
sexual behavior and substance abuse is strongly correlated in most of the studies.

DISCUSSION

As expected rates of STI's are very high but, the implementation of PrEP is not correlated
with rise of STI's incidence in none of the three RCT’s. It must be taken into consideration
that the controlled supportive environment of the trials have a high impact in the sexual
behaviour. Measured by the “behavioural alteration factors” all three of the RCT’s offer,
STI's screening, counselling about safe sexual practices, treatment for STI's. High rates of
STI's are also observed in both control groups with no significant difference in the two

sufficient sample OLT’s. Results are the same in the <385 participants studies too.

Only in the IPREX trial significant behavioural change was observed, in the other 2 RCT’s
behaviour did not change significantly over time even though it remained in high levels. It
must be noted that the IPREX study had almost 40% bigger duration (132 weeks - 96
weeks) comparing the next biggest study of Molina et al. Overall no increase in sexual
behaviour was observed in most of the OLT’s. In the two OLT that offered no counselling

for safer sexual practices, the rates of CRAI and high risk perception about PrEP were
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close to each other. High interest is found in the Whitlock OLT where 30% of the
participants increased the rates of CRAI after 4 months of PrEP uptake, which can be
interpreted as a correlation between long term PrEP use and alteration in risk perception.
Contradicting data are presented from the two OLR’s. One indicated riskier behaviour in
PrEP users while the other indicated safer behaviour. But unfortunately there are no
longitudinal data available to assess the effect of PrEP in sexual behaviour over time. It is
of importance that the OLR that showed rise of high risk behaviour is the Goedel et
al(Goedel et al., 2016) study which did not include counselling in the procedure.

Substance and multi-substance abuse, low risk perception and low education are highly
linked with unsafe sexual practices. Also, correlation between risk perception and
availability of PrEP was found. Vulnerability factors as the above show the need for free
distribution of PrEP in such populations that are in higher risk and yet face barriers in PrEP

acquisition.

Low adherence was correlated with low perceived HIV risk, social stigma factors,

educational level and socioeconomic status.

Conclusion

It is clear that PrEP use is not correlated with rise of STI's and significant alteration in
sexual behaviour. Attention must be given to the fact that the above direction is given by
studies that offer safe sex counselling, despite the fact that results are the same in 2
studies that do not offer counselling to avoid such bias. PrEP concerns as it is rational,
high risk populations with high rates of CAl and high number of median partners. The
effect of the behavioural interventions may not be the reduction of high risk practices as it
is already proven and measured(Johnson et al.,, 2008). In the unique context of PrEP
uptake, such interventions act as a compensatory factor and their effect it appears to be
the non rise of high risk behavior. Furthermore it must not be ignored that all these PrEP
implementation projects regardless their design attracted high risk individuals which were

introduced to further prevention measures other than PrEP .

Concerning the informal PrEP use, no sufficient data were found to support the rise or not;
of high risk behavior during PrEP uptake. If the behavioral interventions do act as a
compensatory factor, as described above, then is there any other factor to play the same

32



role in the informal PrEP uptake context? If there is not, informal PrEP use should be

narrowed and be replaced with structured distribution through medical facilities.

Substance abuse is another common characteristic amongst PrEP users. A combination of
more than two drugs is often reported. If PrEP is taken informally, by people who abuse
drugs, will be considered by this population as another substance to serve a specific
purpose and not as part of a Public Health intervention. PrEP should not be stigmatized as
an “immunization pill” and be added in the list of “chemsex parties” drugs, where a
combination of drugs is used to achieve the desired effect. As long as Prep is treated as
such, even from a minority of the population the results can only be negative in Public

Health terms.

The existence of illicit markets, is a proof that there is demand for PrEP and it goes along
with the high rates of PrEP awareness in MSM population(Goedel et al., 2016, p. 137).
Informal PrEP use can only grow in the future and it can only be countered with quick
reflexes and immediate response in offering access to structured PrEP use.

It is very interesting that declined median number of partners over time and PrEP use was
correlated in some of the studies. It is possible that PrEP uptake gives the option to
individuals to have an HIV+ steady partner and thus to have an impact in HIV+ stigma.
There are no sufficient data to support this claim, but for sure this is a trend that is worth
investigating in the future.

Overall, PrEP seems to be a very effective intervention, with no counter effects in other
interventions that PrEP goes in parallel with. But PrEP owns its effectiveness, as any other
drug, in the proper uptake, which is based in official guidelines. lllicit markets cover so far
the demand for PrEP, since official distribution is offered only in specific countries or in a
trial mode with no continuity. Quick reflexes are required from the national Public Health
actors in order to cover the preexisting demand for PrEP in a structured, supportive and
controlled way. It is possible that misuse of PrEP can lead to stigmatizing in the eyes of

public opinion and so more barriers would be raised.

There is an urgent need in constructing a common PrEP implementation protocol,
including standardized data to be collected in a longitudinal way. There are still questions

to be answered regarding long term PrEP use. Even though the existing interventions are
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effective and harmless, their long term effects are not yet to be seen. Constant and
concrete monitoring is essential and proactive actions are required in order PrEP to remain

beneficial for the Public Health.
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EXTENDED SUMMARY IN GREEK
MEOGOAOI

H xprion PrEP €xer mmpowbnBei wg PBaoikd epyaAegio yia tnv katammoAéunon tng HIV
emonuiag. Odnyieg ammdé HIMA, Eupwtn kair tov MNaykéouio Opyaviopd Yyeiag (MM1.0.Y)
ouvioToUV Tnv Xprion PrEP oeg d1GQopeg CUVONKES. ZTOV AVETTTUYMEVO KOOWO, N oudda
oTOXOG Yia TNV TTapéuBacn pe PrEP gival ol Avdpeg 1Tou Kavouv 2e€ e Avdpeg (AZA). Ta
ammoTeAéopata atrd TG tuxaiwTroinuéveg MeAETEG KAEIOTOU TUTTOU €ival evBApUVTIKA. MapoN
QUTA UTTAPXEl MEYAAOG TTPORANUATIONOS YIa TO KATA TTOOO N €upEgia TTapoxn Kal  Xpron
PreEP ptropei va €xel emidpacn otnv ac@aAr] 0eEOUAAIKT) CUUTTEPIPOPA TNG CUYKEKPIPEVNG
opdadag otéxou (AZA) To epwTnua TTOU TTOPAMEVEL €ival TO TTola Ba gival n €TTidpacn TNG
Makpoxpoviag Xpriong PrEP oTtnv emiTmTwon Kal Tov €MITTOAACHO TwV  2ZeEOUAAIKA

MeTadidopevwy Noonudtwyv (ZMN)

AVTIKEINEVO HEAETNG
Kupla epwThuara
1. uvdéetar n xprnion PrEP pe augnon twv ZMN 1 / kai Hmatimdag N evidg Tou
TTANBuopuoUu AZA oe dounuévo A eAéuBepo / addunTo TTAQICIO;
2. 2uvdéetal n xprion PrEP pe aAayéc otn oegoualikr ouptrepipopd Twv AZA (Eite
MEOW TTOPATAPNONG €iTE HEOW TNG AVAAUONG TACEWV OXETIKA PE TNV QVTIANWN TOU

OUYKeKpPIPEVOU TTANBucuoU);

AeuTepelovTa EpwTHUATA
1. Toigg €ival o1 uttokaTnyopieg Twv AZA TTou €ival mBOavATEPO va TTAPOUCIACOUV
uwnASTEPQ TTOOOOTA ATTPOPUAAKTOU OEE VL) KAvouv xprion PrEP;
2. Tlolol gival o1 TTapAdyovTeS TTOU OUVOEOVTAI UE PN AOQAAEIC TECOUAANIKEG TTPOKTIKEG;
3. Tlolol gival ol KoIVWVIKO/OIKOVOUIKOI Kal QUAETIKOI TTAPAYOVTEG TTOU £XOUV £TTIOpACH

OTA TTOOOOTA TNG ouveXOuevng / adidkoTing xpriong Prep;

Epeuvnrikn utméBeon
e H xprion PrEP dev odnyei otnv augnon Twv mooooTwv MN kai nrratindag
e H xpAon PrEP d&gv o00nyei oTnV auU¢non Twv TIOOOOTWV AVOPEPOPEVNG

ATTPOPUACKTNG 0£EOUAAIKAG TTPAENG

41



MEGOAOAOrIIA

Na Tnv ouyypa@ry QuTAG TNG OUCTNPATIKAG QvVAOKOTINONG XPNOIMOTTOINOnKeE TO
TTPWTOKOANO peBodoloyiag PRISMA. Ta €idn peAétwv 1TOU Bewpouvtal emAEGIUa gival:
Apbpa  ETMIOTNUOVIKWY TTEPIODIKWY, OUCTNUATIKEG OVOOKOTINOEIG, METa-avoAuoelig. O
OTOXOG €ival 0 OUVOUACHOG I0XUPWY Kal TTPOC@ATWYV oToIXEiwv. MapoAo TTou Ta dpbpa
TTEPIODIKWYV BEV £XOUV PEYAAN aglOTIOTIA O OUYKPIon PeE Ta AAAa duo €idn, gival o TUTTOG
MEAETNG TTOU OuvOUAdeEl Ta dUO TTPOAVOPEPBEVTA XOPAKTNPIOTIKA. 2 O, TI agopd Tn
YAWOoOoa TNG YEAETNG, MOVO dNUOCIEUCEIS OTNV ayYAIKA YAwooa Aneenkav uttown. MeAéTeg
TTou dnuoaoiéudnkav atd 1o 2010 €wg onRuepa (TeAeutaia avaliTnon TTEAYUATOTTOINBNKE
oTig 10/01/2018). To 2010 dnuOOCIEUONKE N TTPWTN TUXAIWTTOINUEVN MEAETN KAEIOTOU TUTTOU

oXeTIkA e TNV Xprnon PrEP ("iPrex™) étrote kal atrodeixOnke N atroTeEAECUATIKOTNTA TNG

Avalnitnon BiBAIoypagiag

‘Eyive ouvduaaoTikr avalrtnon otn Bdon dedouévwy «PubMed» Tov ®eBpoudpio Tou 2018.
O 6pog "PrEP" yxpnoiyotroindnke wg opog "MESH" padi pe 6poug "HIV" kai "MSM" ol
oTT0ioI XpnoiyoTtroindnkav w¢ atrAoi 6pol avalntnong. To ammoTtéAeoua NG avalnTnong

avnABe og 147 apbpa. Ta @iATpa avalnTnong TTou EQAPPOCTNKAV ATAV:

Huepounvieg dnuoaicuong: Anuooieubnke atrd 1o 2010 £€wg onuepa.

e TuTrol ApBpwv: AvaOKOTINGN, ZUCTNMATIK avaoKOTTnon, apbpo ETTIOTAPOVIKOU
mePIOdIKOU, Meta-avaAuon, KAivikp Ookiur, MeAéteg e@appoyng, TMPaKTIKEG -
TTAPATNPNOIOKEG PEAETEG, MEAETEC KOOPTNG.

e Eidog: AvBpwrTrol.

e [ledia avalntnong: TitAog / MepiAnyn.

H avalitnon pe @iATpa gixe 112 ammoteAéouara.

KpiTipia €TTIAOYNG MEAETWV

Oa An@Bouv uttown HOVov PEAETEG KAl OVAOKOTIAOEIG OXETIKA WE Tnv xprion Prep.
ZUUTTEPIANAUBAVOUEVWY TUXAIWTTOINKEVWY HEAETWV KAEIOTOU TUTTOU, OPAOCEIS ONUOCIAG
uyeiag, autoavagepouevn xpnon PrEP  kdtw ammd  adIEUKPIVNOTEG  OUVOAKES
(ouptrepihauBaveral n  avemmionun xprion PrEP) kaBwg Kal  avaoKOTTAOEIS  TTOU

TTEPIAAUBAVOUV TIC TTAPATTAVW HEAETEC.
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Oa An@Bouv uttéywn povov pPeAETEC Kal dnuooléucelg pe eAdxioto dciyua 70. Ma va
emTeux0ei 80% 1oxug pe 95 Cl, alpha = 0,5, 1o deiypa Ba TrpéTrel va gival kKovtd oto n=385.
Edv emAexBei va epapuooTei Eva TOOO PeYAAo eAAXIOTO deiyua, TTOAEG ATTO TIG TTPOCPATEG
MEAETEG Ba ATTOKAEIOTOUV ATTO TNV TTAPOUCA AvAOKOTTNOT. AKOUA Kal av dev €XOuV TnV idla
IOXU ME TIG avw Tou 385 OciyuaTog MEAETEG, €VOEXETAI va CUMTTEPIAANPBAvVOUV udia N
TTEPIOOOTEPEG TAOEIC TTOU va agifel va OiepeuvnBolv TTepaITéPW. TNV idla  AOYIKA
ATTOQACIOTNKE VA OCUUTTEPIANPOOUV ONUOCIEUCEIG UE OCUUTTEPIPOPIOTIKEG EPEUVEG TTOU
TTapouciddouv Tnv avetrionun xperion PrEP, emeidn civan évag mmapdyovrag 1mou agicel va

dlepeuvnBei €1¢ BAabog.

21 Onuooiéucelg €mMAEXONKAV yid va OUPTTEPIAN@BOUV Ot aQuTA TR OUCTNUATIKNA
avaokoTnon. AuTEG ol dNPOOIEUoElS TTEPIAAUBAVOUV TUXQIOTTOINUEVEG MEAETEG KAEIOTOU
TUTTOU , Trapoxr) PreP oTta TrAciola KAIVIKWV UYEIOVOMIKNAG TTEPIBaAWNG PE Tn HOpOnR
QVOIXTAG MEAETNG KAl CUMPTTEPIPOPIKEG EPEUVEC aVOIXTOU TUTTOU TIOU TTEPIAAUBAvouV
oedopéva avettionung xpnong PrEP. Or idieg peAéTeg uTTOpPOUV Va cupTTEPIAQUBAvVOVTAl O€
TEPICOOTEPEG ATTO Mia ONUOCIEUCEIS PE TN HOPQr OAVOOKOTINOEWV. APKETEG ATTO TIG
OVOOKOTINOEIC  TIOU €V TEAEl  OUMTTEPIANYBNKav  OTnv  TTapoUca  avaokOTInon
oupTtrepIAapBavouy TTEPIcOOTEPA aATTO €va €id0C PEAETNG. EITTAEoV, evtoTtTioTnKav AAAou
TUTTOU PEAETEG TTOU eV TTANPOUV TA KPITHPIA AUTAG TNG AVaoKOTINONG. ATToTEAEOoUaTa aTTd
TETOIEG PEAETEG ATTOKAEIOTNKAV ATTO TNV TTapouoa avackKoTrnon. O1 TTPWTOTUTTEG HEAETEG

TTapouaidlovTal otov Trivaka 2, TABLE 2.

AvVOOKOTTAOEIG

2TIG dNUOCIEUCEIC TTOU ETTIAEXBNKAV yia TTEPAITEPW OIEPEUVNON, CUUTTEPIAQUBAvovTal 5
avaokoToelS. OPIoPEVES OTTO QUTEC TIGC QVACKOTTAOEIC QUTEG, TTEPIAANPBAVOUV PEAETEC UE
Ociyua 1Tou dev TTANPEI Ta KPITAPIA TNG TTAPOUCAG avaoKOTTNONG, OTTWG Ol £YKUEG YUVAIKES
Kal / f} Ta eTePOQUASPIAa Ceuydapia. Agv AauBavovtal uTTown Ol avoQopEG 0€ PEAETEG TTOU

Exouv deiyua d1agopeTIKO aTTd Toug AZA.

E¢aywyn dedopévwv

H eCaywyn 0edouévwyv oxedidoTnke va €xel Tpei¢ TTUAwvVEG. O TTPWTOG TTUAWVAG EXEl VO
Kavel pe dedopeva TTou agopouv Ta TTooooTd 2MN, TTpiv, Katd Tn JIGPKEIQ KAl PETA TNV
xpron PrEP, Tn ouptrepipopd uwnAou KIvOUVOU Kal OTIONTTOTE €XEl va KAVEl PE T
EPWTAMATA QUTAG TNG avaokotnong. O OeUTEPOG TTUAWVOG €XEl va KAVEI PE TOUG
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TTaPAyovTEG TTOU Ba PTTOPOUCAV VA ETTNPEACOUV TNV 0€EOUAAIKA CUPTTEPIPOPd. OI BEIKTES
TTOU a@Qopouv Tov OeUTEPO TTUAWVA €ival av n xpnon PrEP Arav cuvexouevn i karda
TTEPIOTATIKO, AV OOONKE CUUPOUAEUTIKN YIO QOQPAAECTEPEG TECOUAAIKEG TTPAKTIKEG, KAl AV
éyive e¢étaon kai Bepartreia yia ZMN. O 1piTog TTUAWVAG, aPOPA TNV I0XU TWV DEDOUEVWV
TTou n&¢AxOnoav kai egeTdlovral ol €EAG O€EiKTEG: TO €idOC TNG MEAETNG, TO HEYEBOG TOu
ociyparog kal n Oldpkela TNG PEAETNG. Aedopéva atrd Toug OUO TTPWTOUG TTUAWVEG Ba

agloAoyouvTtal BAcel TwV BEIKTWYV TTOU CUMTTEPIAAMPBAvVOVTAl OTOV TPITO TTUAWVA.

2UuvOeon Aedopévwv
H ouvBeon Twv dedopévwy Ba yivel Bdoel duo deikTwy. O €vag ival n 1I0XUG Tou TUTTOU TNG
MEAETNG ATTO TNV OTTOIA TTPOKUTITOUV Ta OEDOPEVA KAl O DEUTEPOG Eival N OXETIKOTNTA ME

KATTOI0 OTTd T EGPEUVNTIKA EPWTNUATA AUTAG TNG AVOOKOTINONG.

ANOTEAEZMATA

XapaKTNPIOTIKA KAl TTEPIOPICHOI HEAETWV

O1 21 dnuooiéuceic epIAappavouv 11 povadikéG PEAETEG, 6 atmd TIGC 11 €ival AVOIKTEG
MEAETEG, 3 aTTd TIG 11 cival HEAETEG KAEIOTOU TUTTOU Kal 2 atrd TIG 11 gival EpEUVES avoiXTou
TUTTOU O¢ TTpayuaTikéG ouvOnkes. H epapuoyny Tng PrEP, 0¢& TUXQIOTTOINUEVEG WEAETEG
EAEYXOU KAl QVOIXTEG MEAETEG, TTpayMaTOTIOINONKE O€ Oounuévo  TTEPIBAAAOV, UE
OUMBOUAEUTIKN) TTPIV Kal PETA Tnv Trapoxn) PrEP vyia, ta ZMN, aoc@alcic oeCoualikég
TIPOKTIKEG Kal N TTapox Tng PrEP Atav xwpi¢ KO6OTOG yia TO UTTOKEINEVO. AVTIBETA, OTIG
QVOIXTEG MEAETEG, OUYKEVTWONKAV OedOMEVA ATTO ATOPO TTOU QvEPEPAV OTI €iXav KAVEI
xprion PrEP oto mapeABOv 1 kai €T Tou TTOPOVTOG, OAAG dev divovTal TTANPOPOPIES
oXeTIKG hE To TTAaiolo Anywng. H Utmapén udupng ayopdg PrEP tival yeyovog, n avettionun
xpron PrEP pe atmoucia TapdAANAWY UTTOOTNPIKTIKWY UTTNPECIWY, aAAGCEl oiyoupa Tn
0€EOUAAIK] CUNTTEPIPOPA CUYKPITIKA PE TO EAEYXOUEVO KOl UTTOOTNPIKTIKO TTEPIBAANOV TWV

TUXQIOTTOINMEVWY OOKIPWY EAEYXOU KaI AVOIXTWV OOKIPNACIWY O€ KAIVIKEG UYEIAG.

Ooov agopd Tov TUTTO TNG TTPOCANWNGS PrEP, o€ 2 atrd TI¢ 3 TUXQIOTTOINUEVEG JEAETEG, ival
ouvexopevn kal o€ 1 gival KaT 'atraitnon. € 5 a1 TIG 6 aVOIKTEG MEAETEG gival TuVEXOMEVN
evw o¢ 1 ammd TIC 6 KAl o1 dUO TTPOOEYYIoEIG akoAouBouvTal (ouvexouevn77% - KaT
‘arraitnon 19%) kal OTIG 2 avoIXTEG EPEUVEG, N Xprion PrEP ava@épeTal atmd Ta dtoua Kal o
TUTTOG ANYnG dev dIEUKPIVICETA.
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2TIG KAEIOTEG PEAETEG, N OIAPKEIA TWV TTPOYPAUMATWYV gival YETAEU 48 kal 132 ¢Bdouddwy.
2TIG QVOIKTEG MEAETEG, 16-96 €BOoudGdeg, evw o€ pia avoixty €peuva n Oidpkela Oev
OIEUKPIVICETAI, N JOVN OXETIKI TTANpo@opia Pe TNV dIAPKEIa gival OTI KABE ATopO €ixe £wg 48
€BOONGdEC TTPOOANYWNG PrEP. ¢ pia atmd TIG avoIKTEG €PEUVEG N OUVOAIKN OIAPKEIa ATAV
100 €Bdoudadeg, eviy oTnV AAAN TO deiyua OUAAEXONKE evTOG 3 nueEPWYV Kal dev dGONKav
TTANPOQOPIEG OXETIKA PE TN didpKela TNG TTpOdoAnwng PrEP.

Ooov agopd 10 uEyeBOC Tou BeiyuaTOG, OI KAEIOTEG MEAETEG €ixav OUVOAIKG 2499 + 414 +
78 = 2991 cuppeTEXovTeg. O avoIXTEG MEAETEG €XOUV TTIO OMOIOYEVI] MEYEDN OEIYUATWV.
peTagu 100 - 557 pe p€oo Opo CUPMETEXOVTWY 357,66 KAl CUVOAIKA 2146 CUUPETEXOVTEG.
O1 dUo avoIkTéG €peuveg éxouv 112 + 92 = 204 OUPMETEXOVTEG. ZUVOAIKA, O€ QuTA ThV

avaokotnon trepIAapBavovtal 5341 CUUPETEXOVTEG.

MapdayovTeg aAAQyYNG CUPTTEPIPOPAG.

Kdatrola koiva oToixeia otnv TTAsiopn@ia Twv PEAETWY TTou diaTTiIoTwenkav gival moavo N
kKal BERaio Om gival TTapdyovteG aAAayng ouuTTEPIPOPAC. AuTd cival: 1-CUPBOUAEUTIKNA
OXETIKA PE TIC aopaleic aeCoualikéG TTPaKTIKES, 2-e€€Taon yia ZMN kal 3-Bgpartreia yia Ta
2MN. AUTEG OI TPEIG UTTNPETIEG TTAPAOXEBNKAV TTPIV I APNECWG META TRV Evapén TNG MEAETNG
KAl 0€ TTOANEG TTEPITITWOEIG OE TAKTIKA XPOVIKA dlaoTAMATA PEXPI TO TEAOG TNG MEAETNG KAl
O€ MEPIKEG TTEPITITWOEIC OTNV MeTaTTapakoAouBnon. O éAeyxog kai n Bepatreia Twv ZMN
TTPowOEi KOUATOUPQ uyeiag Kal ao@AAOUG CUUTTEPIPOPAS, EITE PE TNV ETTAPN ME 1ATPIKO
TIPOOWTTIKO E€ITE PE TO KEVIPO TTPOAYWYNAS UyEiag. AUTA Ta XAPOKTNPEIOTIKA OUVAVTIOVTAI

OTIG TTEPICOOTEPES ATTO TIG JEAETEG.

MepiopIouoi Kal IOXUPA ONUEIQ TWV HEAETWV
H oAU ouxvn €¢étaon eival €vag atmd Toug 1o ouvnBiouévoug TTapdyovteg AdBoug. Adyw
TNG AVATTOPEUKTNG OUVEXOUG eE€TaoNnG oOTIG MEAETEG e@apuoyns PrEP tapoucialovral

uYnASTEPQ TTOCOOTA JOAUVOEWY CUYKPITIKA PE TIC TTPAYMATIKEG GUVONKEG.

Meplopiopoi kal Ioxupd onueia TNG TTapoUoag HEAETNG

2XEOOV OAEC 01 MPEAETEG TTOU OUMTTEPIARPONKAV OTnVv TTapoUcd QVAOKOTIHON Eixav
EQPapPOoEl TTAPAYoOVTEG QAAQYAG OUUTTIEPIPOPAG Kal €10l n emidpacn Tng PrEP otn
0€COUAAIKT) OUUTTEPIPOPA DEV UTTOPEI va EKTINNBEI aTTd povn TNG.

45



AvaAuon dedouEvwv

Ta dedopéva Kal ammd TIG TPEIG KAEIOTEG PEAETEG Oev DeEiXVOouv augnon TnG ouxXvoTntog
eppaviong ZMN. To idlo Trapatnpeital Kal OTIG AVOIXTEG MEAETEG HE  QACHMPAVTEG
QUEOMEIOEIC e TNV TTAPodo Tou Xpovou. Ocoov agopd Tnv aAAayr TNG OeEOUAAIKAG
OUMTTEPIPOPAG OTNV TTAEIOWPN@Ia TwV UEAETWY dev UTTAPEE KATTOIO CNPAVTIKN aAAayr, av
KOl O€ TIEPITITWOEIG UTTAPEE TAON EiTE TTPOG ACQAAECTEPN E€ITE TTPOG TTIO ETTIKIiVOUVN

OUUTTEPIPOPA.

2YZHTHZH

2€ OUPQWVIa JE TNV apxIKr uttéBeon, n xprion PrEP dev cuoxeTiCETaI HE TRV AUENON TNG
ouxvotTnTag eueavions Twv ZMN o€ Kaupia atmo TG TpeiG KAEIoTEG DOKIYEG. TpéTTel va
ANQBEi uTTOWN OTI TO EAEYXOMEVO KAl UTTOOTNPIKTIKO TTEPIBAAAOV TWV OOKIPWYV EXEl JEYAAN
emidopaon oTn oegouaAikry ouptrepipopd. Ocov agopd TOUG TTapAyovTeG aAAayng
OUMTTEPIPOPAG, KOl OTIG TPEIG KAEIOTEG OOKINEG €yive  €Aeyxog yia ZMN, Trapoxn
OUMPBOUAEUTIKAG  yIa ao@aAEiG 0eEOUONIKEG TTPOKTIKEG Kal Bepartreia yia Ta ZMN. YywnAd
TmooooTd ZMN TTapatnpouvTal ETTIONG Kal OTIG OUO OUAdEG €AEYXOU XWPIC ONUAVTIKA
O10QOpPA OTIC OUO AVOIXTEG MEAETEG PE €TTAPKES Ociyua. Ta atroTeAéoparta ival Ta idia Kal

OTIG MEAETEG <385 OUMUETEXOVTWV.

Movo otn peAétn IPREX tmapaTtnpndnke onuavtiki aAAayry CUPTTEPIPOPAS, OTIGC GAAEG 2
KAEIOTEG QOKIMEG N oupTTeEPIPOPG dev AAAage onuavTiKA PE TNV TTAPodO Tou XpPOvou,
TTAPOAO TTOU TTapéueive o€ uwnAd emmitreda. Mpétrel va onuelwdei o1 n peAéTn iIPREX eixe
oxedbév 40% peyaAutepn didpkela (132 €BOOuGdEG - 96 €Bdouddeg) ouykpivovTag Tnv
eTTONEVN MEYOAUTEPN MEAETN Twv Molina et al. Tevikd dev TTaparnprnbnke aufnon Tng
0€EOUAAIKAG GUUTTEPIPOPAC OTIC TTEPICTOTEPES OTTO TIG AVOIXTEG MEAETEG. ZTIC OUO QVOIXTEG
MEAETEG TTOU BEV TTPOCEPEPAV CUNPBOUAEUTIKN YIA AOPAAECTEPEG OEEOUANIKEG TTPOKTIKEG, TA
TmoocooTd CRAI kai n avtiAnwn uywnAou kivouvou yia Tnv PrEP iTav kovtd 10 éva oTo dAAo.
YynAo evdiagépov evromifetal otnv peAéTn Tou Whitlock et al, 6mmou 10 30% TWwv
OUMPUHETEXOVTWY auénaoe Ta TooooTd CRAI petd atrd 4 priveg mpéoAnwng PrEP, 1o otoio
MTTOPEI VO EPUNVEUBET WG CUOXETIOPOG PETALU TNG Jakpoxpoviag xpriong tou PrEP kai Tng
METABOARG TNG avTiAnwng Kivouvou. AvTikpoudueva atroTeAéopata TTapoucidlovTal ato
TIG OUO aVoIXTEG £peuveg. H pia €0€IEE TTIO €TTIKIVOUVN CUNTTEPIPOPA o€ XproTeg PrEP, evw
N GAAn £0€1ge ao@OAEOTEPN CUNTTEPIPOPA. AUOTUXWG OUWG Oev uttdpxouv OdlaBEoiua
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oedopéva o BABog xpovou yia Tnv ekTipnon Tng emmidpaong tng PrEP otn ogouaAikn
OUMTTEPIPOPG UE TNV TTAPOSO Tou Xpdvou. Eival onuavtikd OTI n avoixtr €peuva TTou £J€IEE
augnuévn oupTTEPIPOPA uwnAou Kivouvou cival n peAETN Twv Goedel et al n otroia dev

TepINGuBave oupBouAeuTiKh oTn dladikaacia.

H katdyxpnon oucoiwyv Kal TTOAUXpAoN ouciwy, N XaunAn avtiAnwn KivOuvou Kal n XapnAn
ektraideuon oxertiCovral oe PeyGAo PaBud Pe TIGC PN QOQOAEIG OECOUANIKEG TTPAKTIKEG.
Etiong, Bp€éOnke cuoxétion peTagu TNG avtiAnwng Kivouvou Kal TnG dIaBeCINOTNTAG TOU
PrEP. O1 rapatrdvw TTapdyovTeg euaAwToTNTAG, dEIXVOUV TNV avdAykn yia dwpedv diavoun
g PrEP o€ Ttétoioug TAnBuououg, Tou Ppiokovrar o€ uywnAdTEPO Kivouvo Kal

e€akoAouBouv va avTigeTwTTiCouV EUTTOdIa OTNV TTPocBacn PrEP.

H un takTiki Aqwn PrEP, cuoxeTioTnke pe xapnAr avtiAnywn kivdouvou yia tov 16 HIV, Toug
KOIVWVIKOUG TTAPAYOVTEG OTIYMATOG, TO XAMNAO EKTTAIOEUTIKO ETTITTEDO KAl TNV XAMNAN

KOIVWVIKOOIKOVOMIKA KATAoTAOT).

2UNTTEPAOUATA

Eivai cagéc om n xprion PrEP dev ocuoxetiCetan pe tnv avénon twv ZMN A kai pe
onpavTikn aAAayr TNG 0€EOUAAIKAG CUNTTEPIPOPAG. [pETTel va doB¢ei TTpoCOX OTO Yeyovog
OTI N TTopPATTAvw KatelBuvon OiveTal ATTO PEAETEG TTOU TTAPEXOUV OUUPBOUAEUTIKNA YO
QOQAAECTEPEG TECOUAAIKEG TTPOKTIKEG, TTAPA TO YEYOVOCS OTI Ta ATTOTEAEOUATA Eival Ta idia
oc 2 peNETeC TOU  Oev  TTPOCPEPOUV  OCUMPBOUAEUTIKA yia Tnv atmmo@uyr] AdBog
atmmoteAeopdtwy. H PrEP a@opd kabwg eival Aoyliké TTANBuopoUg uwnAou KivoUuvou HE
UWnAG TT0000TA ATTPOPUACKTOU TTPWKTIKOU O€¢ Kal UPnAS péoo 6po apiBuou ouvTpopwy.
H emidpaon Twv CUUTTEPIPOPIKWY TTaPEUPRACEWY WTTOPEI va unv €ival n peiwon Twv
EMIKIVOUVWY OEEUOAIKWV TTPAKTIKWY, OTTWG €xel O atrodeixBei kai petpnOei (Johnson et
al.,, 2008). 210 povadiké TTAdiclo TG TTPOCANWNG Tou PrEP, o1 TTapeuBAacels autég
AEIToupyoUV WG avTIoTaBUIOTIKOG TTAPAYOVTAG KAl TO ATTOTEAEOUG TOUG QAiVETAI Va €ival N
MN auénan TnNG CupTTEPIPOPAS uwnAou Kivouvou. EmimrAéov, dev TTpéTrel va ayvonBei ot
OAa autd Ta TpoypduuaTa e@apuoyns PrEP, avetdptnra ammd 10 OXedlaoud TOUG,
TTpooéAKucav dtoua uywnAou KIvOUVOU Ta OTToia €KTEONKAV KAl o€ GAAa PETPa TTPOANWNGS

ek16G TOU PrEP.
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Ooov agopd Ttnv averrionun xpnion PrEP, dev PBpéBnkav €TTapKr OToIXEid TTOU VA
utTooTnpifouv TNV auénon f OxI TNG CUNPTTEPIPOPAS uywnAou Kivouvou KaTd TV TTpdcAnWNn
PreP. EGv o1 cupTTEPIQOPIKES TTAPEUPATEIG AEITOUPYOUV WG AVTIOTOBUIOTIKOG TTApAyovTag,
OTTWG TTEPIYPAPETAI TTAPATTAVW, TOTE UTTAPXEI KATTOI0G AAAOG TTAPAYOVTAG VIO va TTAigEl TOV
idlo poAo oTo atutro TTAaiolo TTpoéoAnywng PrEP; Edv dev uttdpxel, n arutn xpnon PrEP
TIPETTEl VO TTEPIOPIOTEI KAl va avTikartaoTadei atrd dopnuévn dlavour HEOW 1ATPIKWV

OOMWV.

H katdypnon ouoiwy gival €va dANO KoIvd XapakTnPIOTIKO PETAEU TwWV XpnoTwy Tou PrEP.
2UXVA QVOQEPETAl £VOG OUVOUQOUOG TTEPIOCOTEPWY ATTO dUO Qappdakwyv. Eav to PrEP
Aaupaverar avetrionua, ammd AToPa TTOU KATAXPWVTAl @ApUaKa, Ba Bswpeital attd auTtdv
TOV TTANBUOPO WG GAAN pia oucdia TTOU €CUTTNPETEI Evav OUYKEKPIUEVO OKOTTO Kal OXI WG
MEPOG HIag TTapéuBaong yia Tn dnuooia uyeia. To PrEP dev Ba mpéTrel va OTIYUOTIOTEN WG
«XATTI TTPOCWPIVAG avooiag» Kal va TTPooTeBei OTOV KATAAOYO TWV VOPKWTIKWY TwV
chemsex parties, 6TToU évag CUVOUAOHOG OUCIWV XPNOIYOTIOIEITAI YIA TNV ETTITEUEN TOU
€MOUUNTOU atToTEAEOUATOG. EQOoov N Prep avTiyeTwTideTal W¢ TETOIA, AKOUN KAl ATTO Hid
Melowneia Tou TTANBUCHOU Ta aTTOoTEAEOPATA PTTOPEI va gival JOvo apvnTikKG pe 6poug

OnuOOIag uyeiag.

H UtTapén paupng ayopdg atroteAei amodeign o1 uttdpxel ¢nrnon yia PrEP kai cupBadidel
ME Ta uwnAd TToocooTd yvwaong TS PrEP otov mAnBuoud MSM (Goedel et al., 2016, oeA.
137). H d&rumn xprion tou PrEP ptropei va pévo auénbei oto pEANOV Kal PTTOPED va
QVTIMETWTTIOTEl POVO ME  ypryopa avTavAKAQOTIKG Kal AUECN AVTOTTOKPION OTnv

aveuTrodioTn, dwpedv TTpdoPBacn otnv PrEP o¢ dounuévo TTAaioio.

Eival TToAU evdia@épov To yeyovog OTI JEIWBNKE O HETOG OPOC EPWTIKWY CUVTPOPWYV HE TV
TTAPod0 TOUu XPOVoU Kal n Xprion Tou PrEP cuoxeTioTNKE PE QUTO € OPICHEVES ATTO TIG
MeAéTEG. Eival mBavé n mpdoAnwn PrEP va divel tn duvartdtnta oT1a Aroua va €xouv
oTaBepd 0pOBETIKG TUVTPOPO Kal ETTOMEVWS N PrEP va €xel BeTIKO avTiKTUTTIO OTO OTiyha
eVAVTIO OTa OPOBETIKA AToua. Agv UTTAPYXOUV ETTAPKNA CTOIXEIA yia TNV UTTOOTAPIEN auTou
TOU IOXUPIOUOU, aAAG oiyoupa TTPOKEITAl yia pia Tdon Tou agidel va digpeuvnBei O0TO

MEAAOV.
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2uvoyicovtag, n PrEP qaivetal va €ival yia TTOAU aTTOTEAECUATIKY TTAPEPBACN, XWPIg
apVNTIKEG OUVETTEIEG 0€ AAAEG TTapeUPAOCEIC PE TIG OTToieG TTnyaivel TTapAAAnAa. AAAG n
PrEP otnpiCel TNV atmmoTeAEOPATIKOTATA TNG, OTTWG Kal KABE AAAO @ApuOKo, OTnv 0p6n
TPOCoANYnN, n otroia Paciletal oe eTmionueg odnyieg. O pdupn ayopd KOAUTITEL PEXPI
oTiyuNg TN ¢ntnon yia PrEP, dedopévou OT1 n emmionun dlavourn TTPOC@EPETAI UOVO OE€
OUYKEKPIMEVEG XWpPEG N o€ TTePIBAAAOV  dokipwy, Xwpic BaBog xpovou. [pryopa
QAVTAVOKAQOTIKG atraitouvTal a1rd Toug €BvIKoUg @opeic Anpooiag Yyeiag yia Tnv KaAuywn
NG TrpouTtrdpyxoucag CAtnong yia PrEP pe dopnuévo, uTTOOTNPIKTIKO KAl €AEYXOMUEVO
TpOTTO. Eival mBavoé 611 n katdyxpnon Tou PrEP utropei va odnynoel o€ oTiyuaTIono TG OTA
MATIO TNG KOIVAG YVWMPNG Kal €10l Ba dnuioupynBouv Trepiocodtepa eUTTOdIO OTNV

avaTTOQEUKTN MEANOVTIKN TNG EQAPUOY.

YTTApxel €TTEiyouca avaykn yia Tnv KTTOVNonN £vOG Kolvou TTPwToKOANoU epapuoynig PrEP,
OUpPTTEPIAQUBAVOUEVWY TWV KOIVWV dedouéVwyY TTou Ba ouAAéyovtal o€ BABoG Xpovou.
YTTAPXOUV aKOUN EPWTACEIG TTOU TTPETTEI VO OTTAVTNOOUV OXETIKA PE TN PAKPOTTPOBECUN
xprion tou PrEP. MapoAo 1Tou o1 uTTApXOoUCEG TTAPEPPACEIG €ival ATTOTEAECHATIKEG Kal
OKiVOUVEG, Ol POKPOTTPOBECUEG ETITITWOEIS TOUG Oev €ival akOPn eP@aveic. H auvexnig
TTapakoAoubnaon €ival OUCIaOTIKAG ONUACIiag KAl atratouvTal TIPOANTITIKEG EVEPYEIES YIa va

Tapaueivel n PrEP euepyeTikh yia Tn dnudoia uyeia.
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